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^ *^7 U^~ J- K b ^ -^7 U^~ T KIB^IJ ; 

a 3) IB?iJ#-§-5 4 UTTT KlB?iJ(7)5 8 7^14 20f|(D 

^ *^7 U^~ T K b -§> ^ ̂7 U^~ J- KIB^IJ ; 

a 4) IB?iJ#-§-5 Q[Z7r^*l&*'P KSB^JCT) 5 8 7^14 20f|(D 

^ *^7 U^~ J- K b ^ -^7 U^~ T KIB^IJ ; 

a 5) IB?iJ#-§-5 8 UTTT KSB^JCT) 5 8 7^14 20f|(D 

^ *^7 U^~ T Kti> b -§> ^ 0 U^~ T KIB^IJ ; 

a 6) IB?iJ#-§-9 8 UTTT KlB?iJ(7)5 8 7^14 20f|(D 

^ *^7 U^~ T K b -§> ^ ̂7 U^~ J- KIB^IJ ; 

a 7) IB?iJ#-§-1 0 Ol Z7jk£tl&Zt UJ-T KSB^iJCT) 5 8 7^14 20f| 

(DZ5 K b ^-^7 KIB^IJ ; 

a 8) a 1 ) 7!JM a 7 ) b jSiR£ft<§> ivf 0(7)* ̂  KlB^iJ 

tmmtezt KiB^j^b^^/K1;^^ K<tx h u >vi>h 
:? u x-r'j * <7 K^{^-rKSB^J 

a 9) a 1 ) 7!JM a 7 ) b jSiR£ft<§> ivf tlfr—0(7)* <7 KlB^iJ 

[z 1 UTTT KSB^IJ 

; st; 
(b) UThT KlB^iJ^b^Sll^biliR^ftSTK1;^^ UThT K 

b 1 ) IB?iJ#-§-6 UTTT KSB^IJCT) 6 1 Jb^.3 9 9f|(D 

^ U^~ T K b ^ -^7 U^~ J- KIB^IJ ; 
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b 2) 2[Z^£ft&*^ KSB^iJCT) 6 1 Jb^.3 9 9f|(D 

^ J- K b ^ -^7 J- KIB^IJ ; 

b 3) IB?iJ#-§-6 4(Z7jk£tl&Z$ UJ-T KSB^iJCT) 6 1 Jb^.3 9 9f|(D 

^ ̂7 J- K b ^ -^7 T KIB^IJ ; 

b 4) IB^iJ#-^-6 6 IZ TK £ ft ^-^7 KlB^iJtf) 6 1 7bM3 9 6 #@(7) 

^ ̂7 T Kb -§> ^ ̂7 U^~ J- KlB^iJ ; 

b 5) IB?iJ#-§-6 8 [Z^£ft&*^ UTTT KSB^IJCT) 6 1 Jb^.3 9 9f|(D 

^ ̂7 U^~ T K b -§> ^ ̂7 U^~ J- KIB^IJ ; 

b 6) IB?iJ#-§-7 0[Z^£ft&*^ UTTT KSB^IJCT) 6 1 Jb^.3 9 9f|(D 

^ ̂7 U^~ J- K b ^ -^7 U^~ T KIB^IJ ; 

b 7) IB?iJ#-§-1 0 2[Z^£ft&*^ UTh^ KSB^IJCT) 6 1 7^JM3 9 9#| 

(DUO Kb-§>^KlB^iJ ; 

b 8) IB^iJ#-§-1 0 4[Z^£ft&*^ UTTT KSB^IJCT) 6 1 7^JM3 9 9#| 

(DZ5 Kb^^-^7 KlB^iJ ; 

b 9 ) b 1 ) Jlii b 8) frbMIR^ft&l^-fftfr—0(7)*^ UTTT KIB^IJ 

UTTT KlB?iJfrb&<g>7pJ*^ UThT K<tX h 'J >yi>h 

"J 'J £V X"f 3TK 'J * <7 UTh^ KA^Pf-f 3* <7 UTh^ KlB^iJ 

b 1 0) b 1 ) Jlii b 8) ^biliR^ftSl^-fft^-OCT)^^ UThT KIB 

5IJIZ 1 UTTT K^it}^ ^^X(i#iP^ftf=^<7 UTTT KIB 

m; 
$"a"tjN;i <!: &AZ'J 7 Ko 

(4 7) IB?iJ#-§-5 0[Z^£ft&*^ UThT KSB^IJCT) 5 8 7^14 20f|(D 

^ *£7 U^~ T K b -§> ^ -£7 U^~ T KlB^iJb -§> 'J ^ -£7 U^~ T K$.t/IB^iJ 

#•§•6 0[Z^£ft&*^ UTTT KSB^IJCT) 6 1 T.)I3 9 9#g(7)*^ UTTT K 

ANb KlB^iJ^b^^/KU ̂ -£7 K$"a"tjN;i <!: $-^1l!j<!:"^" 

<§> (4 6) izfEijttf)/^'J^Ko 

(4 8) IB^iJ#-§-5 2[Z^£ft&*^ UTh^ KSB^IJCT) 5 8 7^14 20f|(D 
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\yirl- Kfrb#<6*£ \sfr=? K&t/iB*!] 

#•§•6 2lZ7jk£h&X'7 Isir^ KlS^j(D6 1 JbM. 3 9 9ig07£7Utf K 

frb&S*^ [sj-?- KIE5iJfrb&&*0U*<7 U7j-^ K 

§ (46) Ko 

(4 9) 1B^IJ#-^5 KIB5IJ(D5 8 7^14 2 0#@© 

Kfrb&<§>*^ KlB^iJ^b^S^1;^^ K£t/lS?>J 

#-^6 4(c^£;|i<g>;0 KSB^iJCD 6 1 7bm 3 9 9#@0)*^ K 

UTt"^ KlS^bftS^'J;*^ K£#fcC££i|$|£i:-r 

-6 (46) UTh^ Ko 

(5 0) SB^iJ#^-5 4lZ7jk£ti&X9 Isir^ KIB5IJ0 5 8 7!JM4 2 0#@<7) 

3? 0 \sir =5- Kfr b # €> * 0 Isir J- KSE$iJb ft § *° U * ̂7 UTf-^ K&t/IS?iJ 

#•^6 KIB5»J(D6 1 TbE.3 9 9#g0*£ K 

UTf-^ KiB^j^b^S/tv0';^^ 

§ (46) (ciBiitf)*01;*^Ko 

(5 1) IE£iJ#-§-5 6lZ7ji£ti£X? UJ-? KSB*»Jtf>5 8 7!J14 2 0#@<D 

Z<7 UTT"^ K^b£32£ U^-f- KIB^b&<g>*0|J*^ K&tfiBJiJ 

#-§-6 UtT KSB^iJCD 6 1 ftl3 9 9#!©^^ K 

KiB?iJfrb&3*°<J;X0 UT^ £#!&<>: "f 

§ (46) CifBiK<7)*Q|;*<? L^-f- Ko 

(5 2) gfi?iJ#-§-5 KIB5IJ0 5 8 7^JM4 20f@(D 

[sir j- Kfrb&s*^ KIE^jfrb&STpj*^ KSt/IB^iJ 

#•^7 UT^ KlE?iJ(7)6 1 71JM3 9 9K 

KlSWb&S/K'J;^ UTh^ 

§ (46) lZ%m<D^)*'? Ko 

(5 3) 1B^1J#^9 UTT^ K1B5IJ0 5 8 7^JS4 2 0#@<7) 

\sir=f- Kfrb#£*^ KIE£iJfrb&£*0|J K&U'iB^iJ 

#•^•6 8C^$^l§^{7Utf KlB^iJCD 6 1 71)13 9 9 # @ <?)* <7 U7f-^ K 

frb&&*^7 UTT-^ KBE$t]frf>#<§>*°y*£ 
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<§> (4 6) lJ y KO 

(5 4) OOI K@E?iJ£>5 8ftl4 2 Ofg 

Is^T J- K b <§> y O U^~^ KSB^'J ?bN b & -§> /K1J X U^- f1 K&LKIE 

m^6 8lZ7jk£tl&X<7 U7t"T KIB^IJCD 6 1 ftM3 9 9||(D^^ U7^ 

Kfrb&S*^ KlE»b&<g>*0|J*^ UTTT 

~3~-§> (4 6) (cfEi80/K'J x*j u^--^ Ko 

(5 5) IE^IJ#-^- 9 8 UTf"^ KIE^IJ(7)5 8J1)I42 0#|© 

^ -£7 u^~^ K#N b & <§> 3? -£7 J- KiB^'J^ b&<§>/f\ V ^ -£7 l/Jr"f- K&t/SE^'J 

1 0 U7(-T KSE^iJ(7)6 1 ft! 3 9 9f|©^£7 U7t"^ 

Kfrb&&*£ UTT^F KlE^JfrbftSTpj*^ 

~3~-5 (4 6) iclEitO)^'J * <£7 Ko 

(5 6) IE^iJ#-^9 8lZ^£*l&Z0 KIE?IJ(7)5 8ft!4 2 0#g(7) 

X 0 U^~^ Kb ̂  ^ -£7 U^~^ KlE^iJ ̂  b -§> TK U ^ -£7 \s~Jr^ KJSL t/IE^iJ 

H-§-1 0 4lZ7F£fri&Z$ LstT K@E?iJ<7)6 1 7bm3 9 9#g<?)*^ 

Kfrb£:&ZtLs7f?- KlE^i^b4^/-K,;^^7 UTTT t&mt 

%> (4 6) l3SEit0/K'J * ̂  UTI-^ KO 

(5 7) |E^J#-§-5 KlB^iJCD 5 8 7^11 4 1 0#g 

0^-£7 U7t"^ Kfrb&s*^ U7t"^ KIE^iJANb7^'i>^lJ *<7 UTI-^ K$.t£lE 

5'J#-^6 [sir J- KSB^iJCD 6 1 ftl7 1 4#g®^£? U;f^ 

Kfrb&S*? KSE^b&S/K1,)*^ \s*=f-

~f~& (4 6) [CIEi)i(7)7K'J ^-£7 U^--^ Ko 

(5 8) IE?iJ#-^-5 UTh^ KIB^JCT) 5 8ftMl 4 1 0#g 

(DX9 K b -§> ^ -£7 KIB^iJb -§> 'J ^ -£7 U^~ ̂  KS.t£lE 

^#•^•6 2lZ^£H&Z$ U7t"^ KIB^JCT) 6 1 ft! 7 1 4#g(7)*^ U7^ 

Kfrb&S*? KlEWb&3*0|j*^7 

~3~ <§> (4 6) ictEiJitf)/^'7^-£7 U^--^ Ko 

(5 9) Ifi?i]#-^5 4lZiH£1n&Z<7 U7f-^ K@E5*J05 8ftH 4 1 0#g 

(DXO K b <§> ^-£7 KIE5|]ftNbfe'§>7t\|J ^-£7 K$.t£!E 
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?!]#-§-6 4 UTTT KSB^IJCT) 6 1 1 4#g(7)*^ UTTT 

K b ^ -£7 J- KlE^iJhs b <§>/K 'J ^ ̂ 7 U^~T K$"a"tjN ^ b ItWIkb 

~f~-§> (4 6) IcIE 18(7)TK'J^^7 Ko 

(6 0) IE^iJ#-§-5 4[::^£jh,S*£ UTTT KiH5>J0 5 8ftM 1 4 1 0#g 

(DX9 U^~ T K b ^ -£7 U^~ T KlE^iJb -§> 'J ^ -£7 U^~ T K$.t£lE 

?iJ#-§-6 KiH5>J0 6 1 ftM7 1 1 #g(7)*^ UTTT 

Kb -§> ^ *J U^~T KlE^iJ b -§> /K 'J X *3 U^~T K$"a"tjN ^ <!: <!: 

~f~<§> (4 6) 13 IE 18 (7)/K"J ^^7 Ko 

(6 1) IE?iJ#-§-5 6 IZTT^tl&Xtnsl-J- KiH5>J0 5 8ftMl 4 1 0#g 

(DX9 U^~ T Kfrb&<§>^*£7 U^~ T KIE^IJb -§> /K 'J ^ -£7 U^~ T K$.t£lE 

?iJ#-§-6 UTh^ KiH5>J0 6 1 ftM7 1 4#g(7)*^ UTTT 

K b ^ -£7 u^~T KIE^IJb -§>/K 'J ^ -£7 u^~T K$"a"tjN ^ b ItWIkb 

~f~<§> (4 6) lcfEi8(7)7t\"J^-£7 Ko 

(6 2) IE^iJ#-§-5 8 IZTT^tl&Xtnsl-J- KiH5>J0 5 8ftMl 4 1 0#g 

(DX9 U^~ T K b -§> ^ -£7 U^~ T KlE^iJb -§> /K 'J ^ -£7 U^~ T K$.t£lE 

?iJ#-§-7 UTTT KiH5>J0 6 1 ftM7 1 4#g(7)*^ UTTT 

Kb ̂ ^ -£7 u^~ J- KlE^iJhs b <§>/K 'J ^ -£7 u^~T K$"a"tjN ^ b ItWIkb 

~f~<§> (4 6) IcIE 18(7)TK'J^-£7 Ko 

(6 3) IE^iJ#-§-9 8 IZTT^tl&Xtnsl-J- KiH5>J0 5 8ftMl 3 9 8#g 

(DX9 U^~ T K b -§> ^ -£7 U^~ T KlE^iJb -§> /K 'J ^ -£7 U^~ T K$.t£lE 

?iJ#-§-6 UTh^ KiH5>J0 6 1 ftM7 1 4#g(7)*^ UTTT 

Kb ̂ ^ -£7 u^~ J- KlE^iJhs b <§>/K 'J ^ -£7 u^~T K$"a"tjN ^ b ItWIkb 

~f~<§> (4 6) IcIE 18(7)TK'J^-£7 Ko 

(6 4) IE^iJ#-§-1 0 OlZTT^tl&XV U7h^ KiH5>J0 5 8 7bM 1 3 9 8# 

g(7)^-£7 K^)xb^^*£7 KlE^iJb^<§>/K'J^-£7 UJ~?L K&XS 

IE^iJ#-§-6 8 IZTT^tl&Xtnsl-J- KiH5>J0 6 1 ftM7 1 4#g(7)*^ UTT" 

T Kb ̂ ^ -£7 u^-T KlE^iJb ̂ <§>/K U ^ -£7 u^-T K$-#tjN ^ b ItWIk 

b~$~ %> (4 6) lcIEi)i(7)7K 'J Z -£7 Ko 



H-9 SZirfi 4Zfi 

^'-sas s£(ffl#(0S ! H_g L _o e I § ! *• • 
O 80jnos9^^D^^dH cl e J i s | H [2HI] 

"^cpawsis^nMa^si^iji^md szirn 4z 
fi^-sa s£KTOs !H — 9L — oei§! sx£^--n niiiaH 

8 0 jnos9^^D^Y^dH Cl e J 1 s ! H [LUI] [ 1100] 

sm%tW(D®sm&w \siw-irs5i* [oioo] 

0¥;¥M^(D*m 
a>?iBS-i (08) i« (oD ?ix (o s (s) qs^^si<2£mmz*\ 
]sn#^^TO¥iia)?iai2] (6 9) (8 9) (oD 

°TO¥Qvajsair] ( L 9) (69) 

h^CDC—^Vf^COmZi-l (9 9) (S17) (89) 

h^CDC—^Vf^COmZi-l (9 9) (S17) U9) 
6*LUW-CDMll-\ (917) 

4*ri^£:^v<m21d ± 

-£1 OZCDMgP I L^ttl I 9(0[i£21d -$=-£s\ 4K£1^^-117 0 L £-#[]£ 

i#8 6 s 1 8 ganoid 4=^ 6-§-#[i£3i (9 9) 

\H 4=^ 6*LUW-CDMll-\ (917) 

4=^ 4: 

-£1 4K(0i#l7 L Z-Stf I 9(0[i£21d -$=-£s\ z 0 

i#8 6 S L$qT8 9(0[i£31d 4=^ 6£-#[i£3l (9 9) 

t6Z9£0/0I0Z<IfAL3d 81- llOLimiOl OAV 
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[@3] H i T r a p protein A i)7A^P7 h TfffM LfrT 

Siglec-1 5- F c(7)|iSJt£S DS-TK'J7£ 'J ;U7 5 <t 

&ffefe T?Mi L fc:$SS T? & 3,, 

[|H4] i g I e c — 1 5 — F c HlftHb ~~3 U— h <§> 7 y hft"? 0 

XSiglec-1 5^/^P-ti^fW^^EL I S A;£VU%% Ltz 

(•) (£#1Alftfa£N v^Ttt^U (•) tt#3A1 

ftfa£, V>^;u (A) [£#8Alftto£N v>/1i\iU (x) li#2 4Altji 

V>7tt>U (•) li#32A1 ftfa£, V>7tt>U (O) It# 3 4 A 1 ft 

V>^;u ( + ) li# 3 9 A 1 ftfa£, V^Ttt^U ( - ) It# 4 0 A 1 ft 

v>^;u (-) (i#4 1 B 1 ftto£, v^Ttt^u (O) li# 6 1 A 1 ft; 

v>/-K;u (•) (i=i>hP-;n gG^ftif^iLti^„ 

[05] 7 ̂  hftT^XS i g I ec-15ty^ •— "fjUftfa (#3 A 1 N # 

8AlXtt#32A1) 

-fb (RA N K LfflM) ^0)&W&U&Ltz1fc&Vfo&o 0t©77h 

=i>hP—;n gGIt IH5St/6Trft®(7)^t4=i > hP— ;UTrfeSo 

[®6]^y hftT^XS i g I e c - 1 5 =E / 0 P — "fjUftfa (#3 4 A 1 N 

#39AlXtt#40A1) ~7 V 

flS$Mb (RA N K L») 

^ftT^XS iglec-1 5/"Pj^ P—^UftfaN o. 3 [£, HI 5 St/ 

6Trft®(7)Ht4=i > hP— JUTffoSo 

[®7] H i sT r ap H Pj]7A^P7 hit Re sou r ce Q 7 A-£7 

P7 hTrHMLfrt hSiglec — 15 —Hi s(7)|iSJt£N S DS-TH'J 

7^ 'J;U7 5 

[®8] Protein A^D 71\0 P7 h Tffit M LfcthS i g I e c — 1 5 

- F c (7)|iSJt£N S D S -TH 'J 7^ 'J ;U7 5 fo 

S o 

[|H9] t hS i g I e c — 1 5 — F c HlftHb ~~3 U— h %>z> y hft"? 
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Siglec-1 I S A&VU&Ltzffi 

v>^;u (•) ^ A MjiitZ s v>^;u (•) ii#3Aift 

V^Ttt^U (A) tt#8A1®s v^Ttt^U (x) I£#2 4AM;JL{* 

v^Ttt^u (•) ii#32Ai (O) ii#34Ai mt 

V>7ti\)U ( + ) [£# 3 9 A 1 v^Ttt^U ( - ) li#40A1 mt 

v^Ttt^u (-) tt#4i BI (O) tt#6 1 A1 

v>7t^;u (•) (i=i>hP— ;u i 

[010] i g I e c — 1 5=ES 0 

S RA 

LfrsiM¥m^fe^0 
[011] iglec-15^/^ • —(#3 2 A 1 

ftte) iE^t h^-tfiiEm^b0^A^'tm^f5)c(7)trp§ij 

£T RA P^£l^LfcSIM¥STr&<§>o 

[012] i g I e c — 1 5^E/ ^ (#3 2 A 1 

ifcttO IE^t 
TrfoS ( N = 6 ) o 

[013] hlji^OXS iglec-1 5^E/ ^ •— ± 

v (A) 
v/ U (B) 

[014] =>y i g I e c — 1 5^E/ ^ 3 2 A 1 

thS i g I e c — 1 5 (7) V — set >(3$q-n ^ <t ^!IP E L I 

SAlC^;oT^Lfr0Trfe-§>o 

[015] 5? y h#3 2 A 1 tfLiktZtKDt 7^XS i g I e 

c - 1 5 — F L I S AlCj; 

•oXTjzLtzMVfo&o 

[016] =>y iglec-15^/^ •— tMsiit (#3 2 A 1 

A PMm%^X7KLtzf7Z>T:&& ( N = 3 ) o 
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[017] =j iglec-1 5=Ey <7 2 A 1 (7) 

J&0ffllflj £ T R A P grfe^ L /= SI ffllWi^KX h & o 

[018]:7,y i g I e c — 1 5 t MfctrCfa6 

MLt^OXS iglec-1 7^XS i g 

I e c — 1 5- F cmfHt^U- h£ffll^E L I S A&IZ^ oTfitH Ltz 

mx&&0 
[019] 7 y htrCT^XS i g I e c — 1 5 t Mb tit fa6fl^\ £rifa(7);|iJ3il-

MLtt hSiglec-1 thSigle 

c 1 5- F cmtHt^U- \-&m^tzE L I S A:£lZ&-oXmmLtzmX 

[020] =j»j i g I ec-15ty^ Q—i~Mn.it (#3 2 A 1 

ftfa) JkX$^(D*t^M*(D%kmzkZ)s T N F 

&Apm&x^LtzimwL^Kx&&0 
[021] =yy hfeiT^XS iglec-15^/^ •— "fjUtfifa (#3 2 A 1 
tfifa) &t/^(D^^ftfa(7)ffl[::£&N T N F CtmMTXO^^Xt&^m 

RA Pmm%\£XfKLtzyv7X&& (N = 3) e 

[022] 7 y hfeiT^XS i g I ec-15i/^ P—^l/Jftfa (#8 A 1 S 

X$# 3 2 A 1 ftfa) (7)^^[Z^SN h T R A Pg 

ti;£t4T^Lfc^?Tffo<§> (N = 3) o 

[023]^ P —~>^Ltz=7V h#3 2 A 1 S®£(7)3^ UTTT KlB^iJ, Jh.X$T 

5 / IIIB^J £ i* L fc: 0 T* & 3 o 

[024]^ p —~ h#3 2 A 1 £ UTTT KIB^IJ, St/T 

5 / IIIB^IJ £ ̂  L tz 0V fo & o 

[025] #32A1th+> TtftftEfHO)* £ KlB^iJ, 7 5 / ItIB 

m&TjkLtzmXfo&o 

[026] #32A1 t h + > ̂ tfifalftltf)* <? UTh^ KIB^J, &t/7 5 J SilB 

$l]£^Lfc0T?fe&o 
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[®27] h#3 2 A 1 -T 1 H(7)*^ UTTT KlB?ik JkXST 5 / L 

tzMVfo&o 

[IH28] h#32A1—T2 H(7)*^ UTTT KSB^J. "BLXST 5 / SilB^J^^ L 

tzMVfo&o 

[IH29] h#32A1—T3 H(7)*^ UTTT KSB^J. "BLXST 5 / SilB^J^^ L 

tzMVfo&o 

[IH30] h#3 2 A 1 —T5 H(7)*^ UTTT KIB^J, &Tj>7 5 / SilB^J^^ L 

tzMVfo&o 

[®31] h#32A1—T6 H(7)*^ UTTT KIB^J, &Tj>7 5 / SilB^J^^ L 

tzMVfo&o 

[®32] h#3 2 A 1 - T 1 LOXO UTTT KSB^J. RXS7 5 / SilB^J^^ L 

tzMVfo&o 

[IH33] h#32A1—T2 LOXO UTTT KSB^J. RXS7 5 / SilB^J^^ L 

tzMVfo&o 

[IH34] h#32A1—T3 LOXO UTTT KSB^J. RXS7 5 / SiIB?iJ£^ L 

tzMVfo&o 

[IH35] h#3 2 A 1 —T 4 LCD^UTTT KSB^J. XtfT 5 / SilB^J^^ L 

tzMVfo&o 

[®36] h#3 2 A 1 —T5 LOXO UTTT KSB^J. RXS7 5 / SilB^J^^ L 

tzMVfo&o 

[IH37] h#32A1—T6 LOXO UTTT KSB^J. XtfT 5 / SiIB?iJ£^ L 

fclHTrfoSo 

[IH38] h#3 2 A 1 - T 7 H, h#32A1-T8HN RXS h # 3 2 A 1 -

T 9 HOT ^ y o 

[®39] h#3 2 A 1 - T 1 OHN h#32A1-T11HN RXS h # 3 2 A 

1 - T 1 2 H075/SiIB?iJ£^Lfc®Trfo<g>o 

[IH40] h # 3 2 A 1 - T 7 l_N h#3 2 A 1 - T8 L, h#32A1-T9 

L N h#3 2 A 1 - T 1 0 L N J&XS h#3 2 A 1 - T 1 1 L075/ SilB^J 
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[®41] h # 3 2 A 1 - T 1 2 l_N h#3 2 A 1 - T 1 3 L, h#32A1-

T 1 4 L N h#3 2 A 1 - T 1 5 L N RXS h # 3 2 A 1 - T 1 6 L075/ 

[®42] h # 3 2 A 1 - T 1 7 l_N h#32A1-T18LN h#32A1-

T 1 9 L, h#32A1—T20LN RXS h # 3 2 A 1 - T 2 1 L075/ 

[|43]h#32A1 - T2 2 L, h#32A1-T23LN h#32A1-

T24L, 2 A 1 -T 2 5 L (7)7 5 J Ltz &<§> „ 

[®44] 7 V M/i^XS i g I e c - 1 5 t MbtnH* (h#3 2 A 1 -T 1 

\ h#32A1—T2N h#32A1—T3) (D^PlC^ T^X^M 

T R A Ltztf? HI4107 y 

h#3 2 A 1 IH4 4£t/IH4 5Trftil(7)llt4=l > hP—;UTf&<g>o 

[IH45] 7 y M/i^XS i g I e c - 1 5 t MbtnH* (h#32A1-T4 

N h#3 2 A 1 —T5N h#32A1—T6) T^X^M 

[®46]^y M/iT^XS i g I e c - 1 5 t MbtnH* (h#3 2 A 1 -H 1 

— 1 / L 5 N h#3 2 A 1 —H5/L5) (7)^^P[Z^SN T^XfiSiHHlflSJlS 

T R A Ltztf? HI4107 y h # 

3 2 A 1 2 A 1 t HI 4 6&t/®4 7 Tfftiltf) 

H14=i > h P— JUTffoSo 

[H147] 7 y M/LT^XS i g I e c - 1 5 t MbtnH* (h#3 2 A 1 -H 1 

-1/L2-1 6S h#32A1—H—1/L2—1 5) (7)^^P[Z^SN "7 

T R A -J-Qfo&o 

[HI48] z> V M/iT^XS i g I e c - 1 5 t MbtnH* (h#3 2 A 1 -T 1 

N h#32A1—T2N h#32A1—T3N h#32A1-T4N h#3 

2 A 1 — T 5 N h#32A1—T6) (7)^^P[Z^SN IE^ t hi^-MlStf)# 

0^5)7 7 h#3 2 A 1 
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%.TS#3 2 A 1 t HI 4 8&t/®4 9 TfftiI(7)P|t£=i > hP 

—;UTf&<g>o 

[®49]^y M/iT^XS i g I e c - 1 5 t MfctnH* (h#3 2 A 1 -H 1 

— 1 / L 5 N h#3 2 A 1 —H5/L5N h # 3 2 A 1 - H 1 - 1 / L 2 -

1 6, h#32A1—H1—1/L12-5) IE^t h^# 

^ L tz?=>7T:&Z)0 

[IH50] h#3 2 A 1 —H5/L 5 Lfc+f-^E^ATf 

[12151] h#32A1—H1—1/L 5 \^tz^—=E<f=7 

AT?&30 

[12152] h#32A1—H1—1/L1 2 - 5 L tzV— 

z> A Tr <£><§> 0 

[12153] h#3 2 A 1 —H 1 —1/L2—1 6 L tzV— 

z> A Tr <£><§> 0 

[12154] h#32A1—H1—1 (7)*^ UTTT KlB$lk 5 / SiIB?iJ£^: 

LfcHlTffoSo 

[IH55] h#3 2 A 1 -H 5(7)*^ UTTT KlB$lk JkXST 5 / SilB^J^^ Lfc 

®Tr&<g>o 

[IH56] h#3 2 A 1 —L2—1 5(7)*^ UTTT KSB^J. XtfT 5 / SiIB?iJ£ 

[IH57] h#3 2 A 1 —L2—1 6(7)*^ UTTT KSB^J. XtfT 5 / SiIB?iJ£ 

[0012] DNA^bfmRN 

AN cDNAMcRNAtt^t(Dtt§„ 

[0013] UThT Kj 

DNAN RNAN Z>°U — ?\ sj-ij dxt UTTT h\ 
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[0014] t rgSMj (£l*SiJ-t±-f [efflux 

[0015] rRNAl^J tits RN A£-£AyT?l^<S®#£l^ 

O o 

[0016] r$B!fl&j [c(iH 

[0017] TSiglec — 15J (iN Siglec — 1 51 

S M <t Is] Trffl ^S o 
[0018] ^mm^izfs^Xs it, bj xit r 

[0019] rftfa(7)iitii«^j tits \mt(D^^^t 
3fttt0®#0ff)n££ll*LTfcy, Fab, F (ab' ) 2N Fv, scF 

v N d i a b o d y N ftltKftfa, &tfftftRfr)n <fc LJ MtfLZtltz£^M14ftft 

&tzs F (ab' ) 2^mjt^WTxmmLtzmt(D^mm(D 
-w^fe^Fab' &m*(Dm^mfrizt£H&o IIL, mm to 

-ftb^^M^ft&l^ £tz, -ftbMtl 

^ftfcMfiSCt-a-^ftSo 
[0020] JfcESBlSlCfcltS, r^t°l y°J tits s i g I ec-1 5ft 

ft0ln p t § S i g I e c—1 5 (DnMfr^ZfJ-

~3~&o fijSE(7)S i g I ec —1 5 (Da^^y°f- KTf <&<§>! t° I 7?°(£N &]£. 

Yy-iz-r^H#lz<fc < *P bftTJjftlzJ;ot 

7^\ 0]*[£&T0^&[C<fcoTfT5 C<tjb<ttJ3fe3o Siglec-1 5(7)*§ 

T ^ S i g I e C — 1 5(7)CT^5I 
&s^[iN^as^b3S^^^T*ji^s< Ltz-mots'j^y0^- K^H# 
IC MI *p (ains^na^gi * a t-i £ m i vr L tz m % ^ft b ic ** f & ftfatf) & 
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£ bC:£al^?> 
K<t(7)xt° I— 

X, iglec-1 5tfifa(7)$££-f &S i 

g I ec-1 5 h-?°[£, X^f^ftflZ^oT 

|ijSH(7)fc!Lfa<!:|^^"^"-g) S i g I ec —1 5 (7)7 5 / C. t (3 

cfc - ttfX^&0 W- — 0)tflS i g I ec —1 5 S 

— (Dfcts i g I e c— 1 5Kft^lnpt 

i-©tjifttiz®wfti(j)ie h-7°&%t&tnmt&Zt 
^Tfcf'So £tzs W> — (D$JLS i g I ec —1 5 fctfa(D S i g I e c — 1 5 |Z 

LTf£ — (Dfcts i g I e C — 1 Stjift^IIp t§ 

s f£ — (DfafotfiW, — (Dftfat S i g I e C — 1 5 (7)$P n"$-#jlf <§>) - <t $-fft 
is-r im^ie h-^(7)iB^jx[^i^^^^ftr^^ 
<tt, i-©^tiz0Witi(7)ieh-7°&%tztnmt&z 
ttfx-z&o £blzs I-(7)^tIz0m^I®ieh-7o[:^L 
, ^0^-(7)ftfa^/LJl(7)^?PSt^(7)!fm^^m^^-rSli^^ ^-(7)ft 

&ztmmx$&0 

[0021] ftfa^(7)StI^t;i5iI[3[i^ft^ft3®P/T(7)t@Mt^^I^ (CDR : 

Complemetarity deterring region) 

hztmPbftTl^o JgRT&il# (h y p e r V a r 

iable domain) fctfa(7)Mil^Lt/$5il(7) OJ^PI^I^I 

[zfeor, y, stist;i5ii(7)7K y ^ 
KtI(D-^i^±[zfc^T, *ft^ft3*j3r[::#gtLTl^0 

117 5 / SilB^iJ (D 7 5 / TMUJ^ bCDRH 1 , C D R H 2 N C D R H 3 t 

aiB U ^Iifl7 5 / iiIB^iJ(7)7 5 J *3SfeiJfr b C D 

RL1S C D R L 2 N C D R L 3 -ft b(7)SlM£(£3£faff;i£(7)± 

•eftSCiifiJg L\ <§>Ltl^o 

[0022] ^f§0j[z^^r, rx h y >vx> h^^TTr/\-r :?y ^vx-f&j <t 
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rtTPJx(7)/W zf'j if— ya xpressHyb Hybr i 

dization Solution (>?• 1^=r V 6 8 °CT:V\ 

DN AZmULtz? J J\s$-&m^X0. 7 

- 1 . OM0N a C I #i£T6 8°CTf/W ̂  M £V if—V a 

0. 1 -2{S;lJt(7)S S C;£;$ ( 1 {S;lJtS S Ctltl 5 0 mM NaC 

U 15 mM h >J ^AfrbftS) 6 8°CTf&;ft~<§> 

d <t [Z«fc y & C <t ^ 'J ?y 

[0023] 1. Siglec — 15 

^f§0J#b[3^oT, Siglec-1 5»ttMl[:fcUt^I 

^[Z#gIJELTl^-<!:^Ji.ai£ftfco £tzs *#&W#bl::<fc oT S i g I e 

[0024] *#gET?ffll^S iglec-15lt t K t b J^MILS]^ ($1*. 

[£N ^;u^EyK ty?s 

jb\ foZ>Wt±BZ<D$BBS<D$BBSB£Wft$fflMLT&mi-&z£tfV£s £tz 

\ Siglec — 1 5| i n vi tro |ZT p)tt" -§K tb%> 

S i g I ec —1 5 c D N A £—I-

tm&Ajmk, fK¥<tsiRK{&^fcs¥iit, ssc&t 
fatpT-Gtfit&s 

i g I ec — 1 5 $-f§3EicF1±<§> — 1.13 J; y N 

[0025] t hS i g I ec — 1 5® c DN A®7{7 U^~ T KIE^J (£N G e n B a n 

k[Z7^i?7V3>#^: N M 2 1 3 6 0 21?£®£*U 

l^-So 7^XS i g I ec — 1 5® c DN A®7{7 U^~ T KIB^J (£N Gen 
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Ban k[:7^-t7V3>#§ : XM_8 8 4 6 3 W.¥\^(D 

IB?iJ#^3l:tfv^Tfcy, W5/ (£IB?ija<7)IB?iJ#^4 [ZTF: 

£ftTl^<g>o hS i g I ec-1 5lt IB^iJ 

#-§-2 5 / iiIE£iJ(7) 2 1 #@frb 3 2 8#@(7)7 5 / S 

bft&TS/itlB^JCiflii-f&o v>»;HB^iJ«^ftfrT^7XS i 

g I e c - 1 5 It, IB£iJ#-§-4 5 / SiIE£iJ(7) 2 1 #@frb 3 4 

1 #@(D7 5yii^s^b^S7 5yiiiB^j[ct@^-rSo fcfc\ s i g i e 

c — 1 5 (iN CD33 antigen— like 3, CD 3 3 mol 

ecule-like 3, CD33-I i ke 3XliC D 3 3 L 3 tBf 

Itjn&Zttf&V , -ftb(i^:T|p] Cft^&Tjk LTl^So 

[0026] S i g I ec — 1 5(7)cDNA Mxll Siglec-15(7)cDNA 

£#§IjELTl^<g> c DNA -$$$%!£ LTs S i g I e c- 1 5(7) 

c DN A^ftm^lzmijist (JM 
T TPCRJ (Sa i k i, R. K. , e t al.,Scie 

nee, (1988) 239, 487-49) ^9, <§> P C R;£ 

[0027] i &t/3frbMiR£ft&'>&< t 

lZ7r^ti&X5 UTTT KlB?iJfrb&&7pJ*^ 

UThT K<tx h 'J >VI> h&3H^Tf/W ^'J^VXU S i g I e 

C - 1 5<t|H]1|(7)£^t££^-f&M6SC£=i- UThT K& 

S i g I ec — 1 5(7) c D N A|Z^^^l'§0 cF b I-N t h^Ktt^OXS 

i g I ec —1 5mfc-fMfr'o$E:¥c5tl'*)s{7°^7'1' T> hXli — 

tllZX h 'J > V x > h / W ̂  'J £V Xf & ?H 'J * <7 UTTT KTT fo o 

T, Siglec-1 5 <t |H]1|(7)£^t££^t"<g>MfiSC£=i— Kt~ 

'J ^ -£7 U^~ T Kt S i g I ec — 1 5(7) c D N A|Z^^^l'§0 

[0028] £tzs IB^a(7)IB^J#^2St;4^biliR^ftS/>^< 

5 y iiIE£ik X(iiIftb(7)IB^J^b 

syiiiB^Jic^^T, 1 ^L<[£M(D7$/ii^Mu xitmz 
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Siglec-1 

SfiSCt S i g I ec — 1 ^bl-N th^:L<C(i'7rl7XS i 

g I ec —1 5mfe-?-JilANb$E:¥cFft<§>X:70:7^' V>-?Ay "7 > hlczi— K 

1iL<li»75/ 

ii^Mu xiittfln^JiikTsy&iB^bfcy, fro, s i g i e 
c — 1 5 t |p]lf SSSMtS i g I ec — 1 

o 

[0029] 2 . # 

S i g I e c —1 Siafe-f-liN t IcfcIt<Sill'fs-p-(7)f§ 

mmcommzt&t, 
\ flmffctiftpJi M. t LXit:&M'\^Oit%&Wi:ctW$lt~!f & (Bui lough e 

t a I . , Atlas of Orthopedic Patholog 

y 2nd edition, p p 1 7. 6—17. 8, Lippinc 

ott Williams &. W i I k i n s Publishers ( 

1 9 9 2) ) (Giant eel I tumor; GCT)|Z 

fc^T^ElcfgiJEl^i^p LXi^&zttfM.tti£lntz0 

[0030] ^tzs S i g I e c —1 

z. t tmtn $titz0 

[0031] Ltztf-oXs Siglec-1 5 (£G C T (7)£ a&#PMifr/ui-f & t h 
S i g I e c — 1 Siafe-f-

&t//x(£s igiec-i 5(7)#m, 
zfflmt&ztxs igiec-i 

IEP^CT)# 

56^ic<fcoT^is#itbtiSMT*&y, (mmkmz 
mfcs XTP^ 
um'&mmfc, , nipy^T^iz^a# 
i®i£, m 
IMI, ni4 
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f^-vi7hm, 

ztftx^z>tfs ztib[c©$£ 
[0032] ^^§0^13^3L^T S i g I e c —1 5mfc-flklf/'X.ltS i g I e c —1 5 

tits 

tzs 'tils f\ flftjiJ!!* I^SUN &fSLs HAIL PE, DBHIH 15S 

UnSsi, ^JSN PL /JNI1N ~AWks IPIIN JFFfllu ilSs Jills B-s ftU 

MMiL flMs =?-•£s 00H, %Ws 'J>/^ l£l*U ilftH 

liUMiit Mm, #&!£[:: fcivt 
y Jf £ Li\, 

[0033] QliftlMfoOftiklzM&ir&ZttftiakitlX^&RANKLlZ'D^Xlts J 

V17*1? h7^XWi^tfcy, RAN K \-0)mtt>^t>Htzm£(Dm 
(Young — Yun Kong, et. 

a I . , Nature (1999) 397, p. 3 1 5-3 2 3) „ S i g 

I e C - 1 5[zo^Tt|H]4i[cy vOT^ ̂ v^X&ftWt&Ztlz&^X 

, sigiec-i ztt<x 
1*%)o 

[0034] 3. JjiS iglec-1 5fctfa(7)M]a 
*%W(DS iglec-1 5[Z^f StnHfcli* S i g I e 

c 1 5XliS iglec-1 5(7)75/SiIB^JfrbiliR^ft-g)ffE(7)7Ky 

cfc o X % %> Z t tfiXi* %> o triJjri <t -§> S i g I ec — 1 5 (D^fc^fKi t h (3 

7^X, =j<y hfOt i g I e c-

1 s&Myulzf&'jzt&zt&x^&o zomSlzlts i g 
I e c — 1 5 lz$pn"3" thSiglec — 15 t(7)3£l£t:fc$'litl£~3~ 

&zt Icj; ot, t RTttfefctfa£ME|J'^^r<§>o 
[0035] £tzs •^^•(7)^/4 (^JX-I^N Kohler and Mi Istein, 

Nature (1975) 256, p. 4 9 5- 4 9 7, Kennet, 

R. ed. , Monoclonal Antibodies, p. 365 — 
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367, Plenum Press, N. Y. (1980)) Clot, S 

i g I ec —1 5 5 x •— 

K—-?&m±LLs =ES 1 •— 

t&V^<§>o 

[0036] feifcs fctJS i g I e c-1 5liS i g I ec — 1 5 

^ft[c<fcya±^[cg££l±3c<t[z<fcoT*#3;i<!:jb<T-#30 

[0037] S i g I e c —1 5Refect? $ — Ls 

— LTl^il'fs-f-$'f§3Ei^-i±N $£IMLtzS i g I e c —1 

5 *U£<fcl^0 MTs iglec-1 5[Z^f StnHfcO)® 

(1) 

£riS i g I e c — 1 5 £:<&(?)fctJiri <t LT(£N S i g I e c 

- 1 5 Xli•€•<&'>£ < <t £ 6 LkSBtfT 5 / SilB^iJfr b £3*° 'J ^ 

[0038] Siglec-1 5 Its t h(OiiiIife^l\[iII*^bIililL 

T "^" <§> C <!: ^Tf c?\ S i g I ec — 1 5$-i n v i t r olZt 

[0039] isfe-f-JifETf (£N Siglec-1 5 (7) c D N A $-f§3EgoJtt 

$E¥£fflzRiz!&mtj:mms ssc&t;x*;u^-
Ss fo&lVti&(DM&±W!is X.itM&±W!l(M§± 

— <tl3j;oTS i g I ec — 1 5 Z. 11-

cfc y N fctJ^$•!#-§> — <t frttSS-So 

[0040] §IM6SCTffo£S iglec-1 5 

#a&MGSC<t Z <t 

[0041] S i g I ec — 1 5(7)cD N AltfflTL&s Siglec-15(7)cDNA 
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LTl^ c D H fK~p y( 'J — $-|iM £ LT, Siglec — 15 

c DN (ia 

T I"PCRJ (Saiki, R. K. , et al. Scien 

ce (1988) 239, p. 487-489 #Rg) O > & 

P C R ;£[::£ 

[0042] /f\ 1J ^ 7?° T K (7) > • tfhP (i n v i t r o) nf&t. LT(£, 

• VZL • £V 7 •£// Xj -f X}±§£(7)71° y K h7 U—v a >vXf 

A (RTS) 

[0043] <!: LT(£, All® (Escherichia c 

o I i ) (Baci I lus subt i I i s) & if $^l"f <§> — 

tftX^Z>0 -ft b0?t±iMfiTf^SC$E}&£-t± <§>[::[£, ?t 

idriSn- L!#<g>fIfiS0) \s7°lJ =i >f *>if M£3,&<t, PIPIB^JA, Tr 

1^^7X5 —— tL 

xits (mmm) 

[0044] &&M®S mm, w 
&m%m¥&£LXlt, m*.l£s •tJ-;U0£fflflS-e&3COS$llflS (G I U zma 

n, Y. C e I I (1981) 23, p. 1 7 5- 1 8 2, ATCC CR 

L - 1 6 5 0) , T^Xl&iitaMfflJi&N IH3T3 (ATCC No. CRL 

- 1 6 5 8) X • /\AX2—IfllMfflflS (CHOiM, ATCC 

CCL-6 1) (3)i?t KPlSIjcSi^tt (Ur I aub, G. a 

nd Chasin, L. A. Proc. Natl. Acad. Sci. U 

SA (1980) 77, p. 4126-4220) <fc < ffl ^ bftT l^<g> 

-ftbdRl^ft&l^ 

[0045] ±aH0<fc a lz LTt# bft£^SC$E}&fa(£, - <t jb<T*£ 

[0046] l£iniil3ffl^bft<§>in±t!l<!: LT(£, Sffl CT'lIffl £ft£ 
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o 

[0047] ±mm\z&vs 

• mmt&ztt><x$&0 
[0048] mn&tLxit, m%<Dm&mmmz&&mm, © 

(^;u;Jtii) , ®f^P7hV=j~j 

-r —, h^77-f", 77^fY-fP7h^77^-

[0049] ztz, 
ztlzj: I)s -v'rJ\,7 7'(-^'(-t)^AX®]mmzmmt&Zttfx$ 
<g>o &&IMI g G(7) F c <§> - <!: Ic 

^Pj-OAi)7-§>z.<tfrTr^r<§> 

ztiz&v^cinxf, &mmx-g 
£zxmizm&x$&0 

[0050] (2) ft Siglec-1 5 =E / 0 P — i~MjL{*(DU& 

S i g I e c — 1 5 n-"^ -Sftfatf)^ t Lt, Siglec — 

1 5 <t 0 P— "^"JUftfa^^lf<§> - ti}*X££1)K ^0) 

JMT[::SEirf£iIl'JTffo£o 
[0051] 5 n-i-Mmomiklz&tz-oXIt, -fl£[::TSE(7)£d&fF3lilSfr 

!&WX&&0 

ttet>-tbs 
(a) \mt Lxmmt&±i*&#=?-<Dftms 
(b) tiifc&WiWz&Mir&ztlz&iJft&Ltz&s M£*»L^(7)ftfa 

\ 

(c) -tMMim (JMT r = ip-7j <t^a) omm, 
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(d) sxp—T<t(7)imi^ 

(e) g 

(f) v?u--^v) s 

(g) =ES 0 •— i-Mjifo&AMizm&t&tzisbO/U -J 

>j h-705sis xi*/\j7'j 

(h) Z<DJ;5(ZLXM&£tltz=ES RXS^O) 

mv&&„ 
[0052] MTs ? n-+Mm(Dim%&±Bzx&izfe'DTm&?£i)K tm 

[0053] (a) famo.rmm 
LTIi, luSH Ltz cfc O Ltz S i g I ec — 1 5Xlif 

0—& Z tftX^&o 

[0054] ^tzs S i g I e c —1 5LJ MM LtzWkWfts XliS 

igiec-i £^izs 

i^Xs K^tsjWst Lxitmt^z 

t&XZ&o 
[0055] (b) 

X® (a) Xm^tltzWWts :POF^XW^7vi/^h 

, xitt> u s a^/^>0«fca^siiSij<b^;i^L, ^Ji<t Lxmrnrnz#. 
(D/x-r^1; K— 

<§>Z<!:frTf^<g>o tz t -V^r\ t 
l)v, fcf£U tsai 

-7iflS0A¥^ttf0i^b, 7^xxtt7 7 

h&ffiftj5z9b$l£i~Ll\ 

[0056] ztz, m&iz&mi-&wx&v:7y bammizitmzfimit&Ks 
X0)mnlzt£s AN AKRN BALB/C, BDPN BA 

N CE, C 3 H N 5 7 B L, C57BL, C57L, DBA, FLN HTH 
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, HT1, LP, NZB, NZW, RF, R I I I , SJL, SWR, W 

B, 1 2 Wi s t a r, Low 

, Lewis, Sprague, D a w I e y , AC I , B N, Fisch 

e r Z (tfrTTcf-So 

[0057] ztib(?)7^xa(l7 7 'J A-, 

[0058] Z(D?-tbs i£&(D 5 xp—Tim<!: 014^^14 

(i BALB/c ^ hTrliW i s t a r RXS L o 

[0059] t i 

Ll\ 

[0060] fcfc, :tib?OXXtt77 h0ftgEB#0jIS&[i, fc?£L< (£5- 1 231 

i£, £ b L < (i 6 ~ 8 31 IftTf <£><§> 0 

[0061] Siglec-1 m*. 

[^, Weir, D. M. .Handbook of Experimen 

t a I I mm unology Vol. I. II. III. , Black 

well Scientific Publications, Oxfor 

d (1987), Kabat, E. A. and Mayer, M. M. , E 

xper imenta I Immunochemi st ry, Char I e 

s C Thomas Publisher Springfield, I 

I I inois (1964) HlzP L < fEit 

[0062] Zftb(7)&-6;£(7)d*>, tz 

tz.tf&LTfDttiVVfcSo 

[0063] tftfr-ibs £-f, t 

AS £ W]& <D j£ R lijg® P»3 iz f £ o 

[0064] fcfiL, ftj¥(£j£ 



±xitw:zm$<2£&-)*mYC>±--i-v$mmmM2-n ?¥m=!g::]q£ [^ooi 

m~) ^tm-m 
m Mfifi^f-i (^vi? rvsaj ±r?f) <$£irzM<W<*0£in:\$ SM9 

@*nia)§H -n0d^,9 6ivs 113zmw-+nwm¥A%zixwm [c/.ooi 
° ^ ̂  ? Z C fl ^ Z]c ̂ <§< ^ 

aizi±rcr W^:i?vs i naymifl s£]inTOM^mi^z]rs5£¥ [^AOO] 
° vi #y: £ isi[i$zi¥^o) ̂  i* - >7 £ ̂  a>7 

i i 3?]^v i a \sm$ s¥ian [L/.OO] 

^mm^mm'-i-^^ymv^mmm sn^fii^»m-]^ia)ar \<*# [OAOOI 

ri ss~2¥i 
> H £±$Z] <?£ ^ B 9 ~ 2 £] > n £±S sIBO L~L9 v<^ WWSIT [6900] 

0~l 0¥l>1$^:]9? S§UJ9 0~l • 

o£i>n£±s k§ujs~so 0¥]z]^if0)x^^?]^[^ s-isi-
Mfi?-]H££¥ sIltI£Wffi s£]»irSfOTC0ifl^3^rra s$£# [8900] 

°^:Ms~2ll>1$n^? S^M 
®i7~2¥]>n$±$ smm®9~Lco-k^mmcoriWCDTW U9oo] 

W9 0~l 0¥l>1$i? VS^9~90 0 

^izissf- smmmm s£i»irSfa>OT %-t$. [9900] 
Mn $±$zi^ 17-2ssyy^-s SMP~ eMM 

irSf s>n$±WWM9~zm\&-k® sH]9~SJiII]^ra s¥)z]^- * 
%mn(Dwm&#w %w\(-T=64Y-k&(Dm'& [9900] 

^LU2-k&wmWM(D\5\M&W&ik® 

t6Z9S0/0I0Z<IfAL3d 9S IIOZJI/OIOZ OAV 
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ztiz&yN z>0 

[0075] 4HP(7)^;£ 

Kohler et al. , Nature (1975) 256 

, p. 495, ;Kohler et al. , Eur. J. Immuno 

I. (1977) 6, p. 511, ;Mi Istein et a I. , N 

ature (1977), 266, p. 550, ; Wa I s h, Natur 

e, (1977) 266, p. 4 9 5 , ) [Zft o Tft d Z t frTf <g> „ 

[0076] mz-l£s 
(MEM) 

[0077] (c) tiiijs (JMT, r = ip-7j ti^=>) omm 

b®:tMIRLTffll^Z<tfrTr££0 tztz U b/W K—"7 
zmfttLT, LTWHGPRT 
(Hypoxanth i n e — g u a n i ne phosphor i bos 

yl transferase) L l^o 

[0078] 7^XfiJ(DX63-Ag8 (X63) „ NS 1 —ANS/1 

(N S 1 ) „ P3X63—Ag8. U1 (P3U1) „ X63-Ag8. 6 

53 (X 6 3. 653) „ SP2/0-Ag1 4 (S P 2/0) , MPC1 

1-45. 6TG1. 7 (45. 6 T G) „ FO, S149/5XXO, B 

U. 1 =j y h 210. RSY3. Ag. 1. 2. 3 (Y3) i, 

t 2 6 6 A R (SKO — 007) N GM1 500 • GTG-A1 

2 ( G M 1 5 0 0) N UC7 2 9-6, L I C R - L O W- H M y 2 (HM 

y 2) N 8 2 2 6 A R/N I P 4 - 1 (N P 4 1 ) 

[0079] ZtLb0HG P Amer ican Type Cu 

Iture Collection (ATCC) If bA¥1" %>Z t. 

[0080] 3IMa&i£±t!u ^J^[i8-T-tf^7->tglfe [RPMI 
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- 1 6 4 5 2-y;u^^°h x£/—;uN 

, (JMT TFCSJ <tl^d) 

— >£fln*.£:Jgife] „ -<X=I =ii£±tt} (I scove' s M 

odified Dulbecco' s Med i um ; )JJ,T I" I MDMJ 

<t O ) \ V =l —9 yUpttll (Dulbecco' s Mo 

dified Eagle Medium; JMT I" D M E M J <tl^) Trffi 

$fflisi^(7)3ftM4sifriziE^tgJte 1 o% FC 

S^ttASFI 0 4tgJfe (B*0iit (*fc) *±M) ] 0 

1:2x1 O7JM±0imifc£fii{£LTfc< o 

[0081] (d) assi^ 

5xp—-7$!flS<t0S!ll£[i, (We i r, D. 

M. , Handbookof Experimental I mm u n o I 

ogy Vol. I. II. III. , Blackwel I Scient 

i f ic Publ icat ions, Oxford (1987) N Kab 

at, E. A. and Mayer, M. M. , Experimental 

Immunochemistry, Charles C Thomas 

Publ isher Springfield, I I I inois (196 

4) W) l:|l\ 

[0082] •€•<&£5mmts /KUx^u^^'Jzi-yu^cDiSjlJtTKijT-

[0083] ZOoibs 

lZlts ^11 5 0 0~6 0 0 0, £?£ L < It 2 0 0 0~4 0 0 0 0/H'J X 

TlsXfV^—JlsfefatpVs 3 0~4 0 °CN £?£L< It 3 5-3 8°C(7);^Jt 

TftfifajS ^$XP -TIM t £ 1 ~ 1 0 flfilh L < It 5 ~ 8 flfHl 

fbpt -So 
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[0084] ( e ) /U -J 'J 

±SEi®ra£[::£ y*#bK—"7(7);£fi^IcfijRI (£ ft l ^ 

tfs il^HAT • 75/ 7T'J > • f5 v» (K 

ohler et al. , Nature (1975) 256, p. 49 

5 ; M i Istein et al. , Nature (1977) 266, 

p. 5 5 0) 

[0085] ZOlJ&lts 75/Li^l^HG P RT^l|i©5iP-

~3]J K—' 

[0086] ?y K—T^HATtgjte-^tg^-rsctiz 
75 / ^y K— 

[0087] (f) (^P-_>^) 

*U?lJ K—7©^ P——>^<b LTIi, T;HZ;UP—X;£N 

®?7^fP— (0i]*[£ 

Barbara, B. M. and Stanley, M. S. :Se 

lected Methods in Cellular I mm u n o I 

o g y , W. H. Freeman and Company, San F 

rancisco (1980) 0M) o Zftb 0)Jj}ii(D O 

[0088] Z(7)^;£Trl£N "7-T <? P ?°U— hlc^ v 

Mifflin Jg7kSfflflSfc<tf0;7-r—( f e e d e 

r) *m.lLtfc<, 

[0089] —Jjs fobfr K—•T£0. 2~0. 5j@/0. 2 m I |:^§ 

<fcdlcJglte*T-;ft&U Z(7)#)|RLfc/W ?'y K--70j$iS?a^#^x;Hz 

0. 1 m I foAtL, -^SBPHIS (01] *1*3 BS) [::$n / 3 0±p±t!l$-fjf L 

l^0[::£& Lfctfb 2 3irB1ISJt±S#^l%lt^) ztlz&iX/U? 'J K--7 

[0090] 01]*.[£©##&&I-<fcP—=> 
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2 ~ 4 [H&SJJI Ls bftfr &0$-£riS i g I ec — 

1 5^7 1 •— J'J K—Ttti: LTiiW^So 

[0091] Z0<fc5[CLT£P-->?£j|lf::/vr:?lJ K--7*fc00l]<t LTIi, WO 

0 9/4 8 0 7 2 IZ|ESt(7)/W 'J K—7#3 2 A 1 £^lf <& Z <t 

0 K—T#3 2 A 1 It 

— (p/rSife : 3 0 5 — 8 5 6 6 S^HI 

0<tfr1iIlTllSJfe1 4^116) l:2OO8^8^2 8 0#lfe^ 

cFfos ant i — Siglec — 15 Hybridoma #3 2 A 1 © 

£ffiO?g|f£#^F E RM B P — 1 0 9 9 9^#4^tltl^„ 

/W^'J F-?#3 2A1^|4t§SM, T#32 

A 1 I"# 3 2 A 1 J <t!E#6t"<§>o £tzs 

fcl\X#3 2 A 1 

££tEirf&o #32A 1 mmo 

SB$IJ##2 802 0 7^1 6 7 #§07 5/ i£$ISfrb&£7 5/ S£lE?iJ£ 

^t&0 ttzs #3 2 A 1 mm 

H0IE^iJ#-§-3 00 2 1 7b^^ 3 9#@07 5/ b&<§>7 5 / SHE 

-§>o 

[0092] (g) JU -J'J K—'70i£#lz£&=E/ 0 •—1~ MlifoOWiU 

Z0J;d[3LTjliR K—"7 its t [z J; y 

\ =ES <%%> ztftX^Ws gftj 

tir&=E; >j •— :h;i4/ifa$-jS£t~<g>/W ;?y K—y — - <§> 

Ll^o 

[0093] :0X{7 

[0094] ^f§0J[zfcMt^ftM0;liJ^(is 0i]a.tf±aE (b) 0JgSflfclK Lfc E L 

1 S A^lzj; yfid Z<tfrTf^<g>0 

[0095] \>jL±(DJjmz&'DXmtz/U JiJ K-T[ i, 0°C&T 

0ft;£j¥*fo:£$S#S^ffi#-f <5 zttfv£&0 

[0096] ^p-z>^i7Lfc/W^'J h-7lt i£±t!}£H Tigi-ftfrblE^iM 
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[0097] xmtmit, $>&w*xt£i—t&mx?tt> 
%L o 

Z(7)AM±S#[3fcMt-g>±}ffrb, 

it&n&zttfx-z&o 
[0098] £tzs ($J*.(£\ ±IE(DBALB/C) N &3lMiNu/ 

N uT^X0Jg®rt[z/\>r K—T£&ltU 

•&&ztiz&y N &§GW<D=ES o •—£!#<§>z<t 

frTr^<g>0 

[0099] JgErtlZg-^-r^ii^lZli, $fij (3-7 Bttr) [3 2, 6, 10, 14-

f h7^ T1^) >(2, 6, 10, 14 — tetramethyl 

pentadecane) (77° 'J X £ >) If & t s cfc lJ 

^ M 0 IS 7K t# b tl <§> o 

[0100] £<!:*.[£, /W^'J K-T<t 

&itu 2os^iz 1 o6~ 1 o7m<D/\-r^'j K 
— ~? • Ou — yMV&Z, (o. 5ml) £i±T 

JgJgfldS^U m&tftz£r>tztZ?>W1?X&Vm 

7k£Sffirf30 

[0101] Z(7)^[Z^yN Jgg&^lZ.tfc^T&n 0 Ofe&±<DMfe<D=ES 0 0~i~ 
;uftfafrt#btL-g)0 

[0102] ±15^^13^ y mtz=ES 0 • —$J*.(£We i r, D. M. 

Handbook of Experimental I mm u n o I o g 

y, Vol. I, II, III, Blackwell Scientifi 

c Publ i cat ions, Oxford (1978) (CHEIScFfoT 

^feX^W?& ZttfXZ&o 

[0103] PT 
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[0104] LTI*S ^R<D=E J I h m*. 

llMAbTrap G I I $rV h ; 7 7^7v7til) 

&X^&0 

[0105] fr< LT!#bft£^/ ̂  Siglec-1 5[Z^LTiS 

-So 

[0106] (h) 

fr< Lxmt>titz=Es $ 

[0107] |p]!^/S t LT(£^~ 0 'Xjun —— (Ouchter lony) ;£N E 

L I SA;1 XltR I 

[0108] ;£(£fHlTf(£&<g>fr\ =ES 0 •— -f 

a I-(£lli|fsf#fE!&WV & <§> o 

[0109] -fts E L I SAliXliR I A&$mMzt§s£l£s ±S#±)f $-Z<D££tri 

mwMmtBtKfezns ^^izm~mmt A/ fn z?'j 

fait® 
[0110] £tzs Jbl:ilI4^;iiLt, h ($J*.(£\ 

h; R±M) w&mmtz>ztibx$&0 

[0111] £b[^ iai©^ili, yt—]J y-;£, M2 8 0 nml:j3lt 

§®bfcj£ [ 1 • 4 (O D 2 8 0) = >f A/ > 1 m g/m I ] <fc y g 

ajf §^£[::<fc yfrd z<tfrTr^-g)o 

[0112] (3) 

^f§0J(7)ftfa[C(iN ±=HS iglec-1 5lZ^f &=ES 1 •— ̂ UtnH* 

[cjjna.^ t McfcN" £1*Setting to <t LtA^Wl: 
#!l^.l£s 7 (Chimeric) fctfaN 

t Mb (Human i zed) fctfaN t hfctfa^<!f & "a" £ ft <§> 0 Zftb(7)£ri 

S££P £>;£;£ I 5ctA<f#So 

[0113] ** =?mtt LX\£, 
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s 

Lfc-^r^ "f <S Z <t fr T? cF <§> (Proc. Nat I. Acad. S 

ci. U. S. A. , 8 1, 6851-6855, (1984) #fig) o 

=yv 2 A 1 S£(7)^ ̂ tfifa(7)-#ij<!: Lt, WM^OW. 

?|J## 4102OM47Of@©75/lt$SSfr b^75/ S£lB?iJ£W 

f £ML &t/IB?iJ#-§-4 3(7)2 1 7^JM2 3 7 # g (7)7 5 J St^lSfr b £3 

75/IIIB^IJ £*Tf § Iftlfr b ft 3 tnH* £3* If 3 C <t # 3 „ 

[0114] t Mfcj5ifa<!: LTIis (CDR; comp I eme n t a 

rity determining region) 0)<fy&£: hd9^(7)£rLfa 

133AAy/£(Nature (1986) 321, p. 522-525 

#EI0 , CDRiiiiiaots C D R(7)IB^J[CtoH.-gP0^ U-A9-^7 
©7 5/®SStt Lfctfifa (mi&&§fl/<>7 Isy hW0 9 0 

/ 0 7 8 6 1 ) ^ff-SZ £;&<-£#.&„ 77hSj$#32A1(0thttft 

(DUflJi: LTIi, IB?iJ^(7)IB?iJ#-§-5 1 (7)2 OftM 1 4 0#g(7)7 5 J MB 

S, IB^iJ#-§-5 3(7)2 OftMl 4 0ig®75/®SS, IB?iJ#-§-5 5 (7) 2 

OftMl 4 0Sg©75/iSI, IB^J#^-5 7(7)2 0 7^JM1 4 0#g(7)7 

5/iiMSs IB^iJ#-§-5 9(7)2 0 7^M1 4 0fgfl)75>'®SS, IB^J#-§-

9 90)2 07!JM1 4 0#g(7)7 5 / li?iSN IB?i]#-§-1 0 1 (7) 2 0 7^M1 4 

0#g(7)7 5/ii$l&N XliIB$IJ#^7 2 7^JM7 7 [Z=E»(7)^-f ftfr-0(7) 

75/|£lB?iJ0 1 JliI1 2 1 #g(7)7 5/ l£?£Sfr b&£7 5 / l£lB5iJfrb 

&tfIB*iJ#-^6 10)21^11 3 3#g(7)7 

5 / IIMS, IB^J#-§- 63(7)2 1 Jill 1 33fg®75/IB$IJ## 

6 5(7)2 1 JbM 1 3 3fg(3575y®SS, IB^J#-§-6 7 (7) 2 1 1 3 2 

Hg<7)7S/i£?iS, SB^|J#^6 90)2 1 M1 3 3#g0)7 = / It^S, 

IB^iJ#^-7 1 0)2 1 ftMl 3 3f@(D75/iSI, !E?iJ#-§-1 0 3 (7) 2 1 

AMI 3 3#g(7)7 5/ Si^S, IB^J#-§-1 0 5(7)2 1 ftMl 3 3#g(7)7 

5/1IMS, XliiB5»J#-^7 8rt$9 6(7)l>-rftfr-OlClEi6(7)7 5y SUB 

$!J0 1ftM1 1 3#g(7)7$/ii^Sfrb&£7$/liIB?iJfrb&£l£tInT 
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[0115] LTfi, SB*>J##5 1 0 2 OJbm 1 4 Of|07 5 J W& 

Sfr b4^75/ b Q 1 

©2 1 7!JM 1 3 3f|(D75/SISS^bftSTS/ 1£IB» b&<g>l£tIW 

b & £ IB^iJS-§- 53020^11 40^1075 

/ it^Sfr b4^7 5/ SilB^iJ b ft £ Sirt/IB^ij# 

•*§• 6 302 1 1 3 3S@©75/Sfr b&<£> 7 5 / S£lB»b&<g> 

$mbSB*IJ##5502OM14OS1 

07 5/ il^Sfr b4^75/ IIIB^IJb & £MW^IMt?SIMXS 

1B^IJ#-§-6 502 1JliI1 3 3#@07 5/MISfrb&<g>7$/iiIB?iJfr 

bbIB^iJ#-^-5 5 0 2 07bM 1 4 

o # @ 0 7 5 J itssfr b & & y 5 y itiB^ij b # h nm^mm £ s 

m&xsmm^G 7021/1111 3 3#@07s/ii$isfrb&<g>7 5/s£ 

SB^'Jfrb7^-§»$flIoJ^pI^$:'a'tjN^IIfrb^-Stri^ IB^Jfl"^-5 7 02 OTJ 

S1 4 O#@07 5y ll^frb^^7 5y lilB5iJfrb^^MiI°T^Iia^ 

6 9 0 2 1 ft M 1 3 3#107 £ J ll^Sfr b t£ & 7 

5 / itiB^ijfrb&&m^mm£ ^b&&&&, IB^JS-^ 590 

2 OThMl 4 O#@075/S£?iSfrb#<g>75/ g£lB?iifr b & <§> 

pI^£^t,NSf.l;&t/SBM#-^7 1021 Tbmi 3 3 #@07 5/ It^iSfrb 

4^75 /iiiB^ijfrbbIB?IJ#^ 

9 90 2 OftMl 4 O#@07 5/ ItSS&fr b&<§>7 5 / StIB?iJ b & <§> S 

6902 1 Til! 1 3 3 ft @ 07 5 / MB 

S^b4^75 y lilB^iJfr b&£$£11^11$ IB 

^#•^•1 0 1 0 2 0 1 4 O#@075/b&<g>7 5 / ItlB^iJfr 

b4^StlW^I^^^t*tlSt;iB^J#^6 9 0 2 1 Till 1 3 3#@07 

5 y ItSISfr b&£7 5 J lilB^iJfr b^^) 

tnH*. IB^iJ#-§-9 902 OJbM 1 4 Of@075/Si^lSfr b&<§>7 5 / It 

IB^iJfrb^-SSilRl^fiill^-^^StlSt/IB^J#-^ 1 0 30 2 1 1 3 3 
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si(D75/mn&fr mmm b 
frbfc-StrL^ 9(7)2 OftM 1 4 0 ft g 0)7 5 / b 

&&7$/iiiB?ijfrb&&Mw^iM£#t:M;&t/iB?ijft-^i 0502 

1M13 3ftg(7)7 5y iilB^Jfrb^^lSilW^fl 

^ # frlftl b £ § fcvft £ ̂  If £ z <b jb< T? # § o 
[0116] £ bl-JfjS^ijSS'niti: LTIi, IB^Jft-§-5 1 (7)2 0M4 7 Ofgfl)75 

/ ii$ISfrb&<g>7$/iiIB?iJ£^t-£M;&t/IB?iJft-§-6 1 (7)2 1 ^12 

3 8 ft g (7)7 5 / b^^75/ iilB^iJ <§> Iftlfr b £ £ , 

IB?iJft-§-5 3(7)2 0ftM4 7 Oftg(7)7 5 J itSISfr b§57 5 / SiIB?iJ£ 

*Tf 3S$g;&tfIB$lJft^6 3(7)21^12 3 8tg(D7 5/®SI^b4^ 

75/&IB$IJ££-f S^fSfrbftSinH*. IB$lJft-^5 5(7)20ftM470ft 

g075/SiSISfr b 4^7 5/ illB^iJ £*Tf £ M&tfIB$iJft^ 6 5 0) 2 

1 ^12 3 8 ft g (7)7 5/ ii$ISfrb&<g>7$/ iiIB?iJ£^"f <g>l£tlfr b & 

IB^Jft-§-5 5(7)2 0J!il4 7 Oftg(7)7 5 / itSISfr b&<§>7 5 / 

iilB^J^^-r^Stl^t/IB^Jft-^e 7021M2 3 7 ft g (7)7 5 / 

b^^)7 5/ bfe-Shrift, IB^iJ#-§-5 7 (7) 2 0ft II 

4 7 Oftg(D7 5/ ii$ISfrb&<g>7$/ iiIB?iJ£;pf-f <g>StI&t/IB?iJft-^ 

6 9(7)2 1 ftM 2 3 8 ft g (7)7 5 / itSISfr b&<§>7 5 / &IB$lJ£*Tf 

ilfr b IB£iJft-§- 5 9(7)2 0 ftM 4 7 0fg(7)75 / b & 

^>75/iiIB?iJ£^"f £M&t/IB?iJft-§-7 1(7)21ftM238ftg(7)7$ 

/ ii^Sfrb^-g)75 y iiIB^J$-^t"IB^Jft-§-9 90) 

2 ojiii4 6 6ftg(7)7 5/ii^sfrb^^7 5y 

IB?iJft-§-6 9(7)21^12 3 8 ft g (7)7 5 / itSISfr b&<§>7 5 / StIB?iJ£ 

IB^iJft-^-1 01(7)20 ftM 466ftg (7)7 5/Si 

$isfrb&<g>7$/6 9021ftM2 3 8 

ft g0)7 5 / Si5SSfr b^^)7 5/ SilB^iJ-SISilfr bIB^iJ 

#-§-99(7)20 ftM 46 6 ft g (7)7 5 / itSISfr b&<§>7 5 / &IB$lJ£*Tf 

-SMLRtflB^Jft^ 1 0 3(7)2 1 ftM 2 3 8 ft g (7)7 5 / itSISfr b&<§>7 
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5 J 9 9(7)2 OftII4 6 6 

#@(7):r$/ii^Sfrb&£7$/iilB?iJ£^t-£M;&t/lB?iJ#-§-i o 5 

(7)2 1 ftM2 3 8#@(7)7 5y 

[0117] {IU #3 2 A 1 MfctnHfct LXlt, # 3 2 A 1 (7) 6 U±X 

(7) C D RlB?iJ£f£f# U y N ±SB(7) 

t Mfcifcft[C©$£jh,fcl\, fcfc\ # 3 2 A 1 ftft(7)MW^1M(£, IB^IJ 

#•§•4 4[Z^£jtlS7'5>'ilIB$IJfrb&<5CDRH 1 (DYFMN) N IB$IJ 

#•§•4 5lZ^:^ft-g)7 5yiiIB^Jfrb^-g)CDRH 2 (QIRNKIYTY 

ATFYAESLEG) X(£IB?iJfr§-9 7[:S^CDRH 2 (Q I RN 

KIYTYATFYA) (7) &t/IB?iJ#-§ 4 6 [Z^ 7 5 

J StlB^iJ ̂ b^*SCDRH3 (SLTGGDYFDY) £ffi£LTl^<SoIB 

?lJfr§-4 5l:^Jtl§CD RH2tts K a b a t (7)£# (SEQUENCE 

S OF PROTEINS OF IMMUNOLOGICAL INT 

EREST VOL. I, FIFTH EDTION (1991) ) l:J:5 

&0)V&£o IB^iJ#-§-9 7[:S^CDRH 2Tf(i, C^Kabat 

(D^m^V 5BSM$IS^tlXi^0 Z0CDRH 2^#tS||IB^J[Cfc^T 

It, =7V hSS(7)CDRlB^J^;JlEbLTt h ? U-A9-^IB?iJ££ V £ < 

mVAtiXL^tzfclZs t blz®i§-LfcfflzmmtiiM£LX<}z'>J-Mm!ft£ 

tilZ < i\ £tzs # 3 2 A 1 IB?iJ#-§-4 7 

§75 / SlIB^iJ frbfe-SCDRL 1 (RASQSVTISGYSFIH) , 

IB^iJ#-§-4 8[Z^^ft§7 5yiiIB^Jfrb^-g)CDRL2 (RASN LAS 

) , St;iB^J#-§-4 9[Z^^ft§7 5yiiIB^Jfrb^§CDRL3 (QQS 

RKSPWT) 

[0118] &MW<Dtri#ik LTIi, £bC:N t § Z ttfX^&0 ftS i 

g I e c — 1 5 t hfctft<!:(iN t h^feftfiS(7)fc!Lft(7)m'fs-f-IB^iJ(7)(^$-;^' 

"3" <§> t -So fctS i g I ec — 1 5 t t M/ift(7)jE 

tI<!:l£tI(7)Aa^£#t:t 
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tzjj/ii (Tomizuka, K. et al. , Nature Genet 

ics (1997) 16, p. 133—143, ; Kuroiwa, Y. 

et. al. , Nucl. Acids Res. (1998) 26, p. 3 

447 — 3448;Yoshida, H. et. al. , Animal 

Cel I Technology:Basic and Appl ied 

Aspects vol. 10, p. 69-73 (Ki tagawa, Y 

. , Matsuda, T. and I ij ima, S. eds. ), Klu 

wer Academic Publ ishers, 1999. ;Tomi 

zuka, K. et. al. , Proc. Natl. Acad. Sci. U 

SA (2000) 97, p. 7 2 2-7 2 7f^#i„ ) [Z<fcoTM"f<g> 

[0119] Z(7)£d&t 'J 

\Xt> LJ IzM&AX^&fo (Yeast 

a r t i f i c i a I ch romosome, YAC) ^0 % — 

LT t ?>J 
/ 7^7^ h7yIZ7^ 

btf)a^±£&Hti=r;b« z t iz& y ft y ttjf z t jb<T#30 

[0120] tts *<&<*: a# t 

DNAN #l£L<mZc D N iZ& yEM 

<!:[:: £ y N Z(7)ftft£i£#±)i4]frb!#<g>Z<!: &T^<g> 

o 

[0121] ZZT\ ?l±<t LTM^[iIi«, SSKliCHOia y>/^ 

^5iP —Tlf (7) nifLffi] #!]»$• T §• § „ 

[0122] £tzs t hftft^-r^^y-^yiisiJLfr^T-vxVx^u-rss^t 

ormstone, I. M. et. al, Inv 

estigative Ophthalmology &. Visual 

Science. (2002)43(7), p. 2 30 1 -2 308 ; Ca 
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rmen, S. et. al. , Briefings in Functio 

nal Genomics and Proteomics (2002), 

1 (2), p. 189-203;Si r iwardena, D. et. al 

. , Ophthalmology (2002) 109 (3), p. 4 2 7 — 

43 1|#i, ) &*Qb*lTl^0 

[0123] 0I]*[£, t ( s c F v) t LXy 7-vi 

ftJjrll-fn n"~3~<§> 7 T —-§) T? T — VTV X ~J 

/S (Nature Biotechnology (2005), 23, (9 

) , p. 1105-1116) 

[0124] § Z <!: X-miRZtitz 7 T~ § Z <!:[::£ o 

T, Kt^DN 

ZttfX^&o 

[0125] 3 s c F v (7) D N AIBWIE bfrlc&fttf, i5ISIB$IJ£*rf 

JS^J£j:a±[^ALTf6S^i±SC<b[z<fcy t h 

(WO 9 2/0 1 047, WO 9 2/2 0 7 9 

1 , WO 9 3/0 6 2 1 3, WO 9 3/1 1 2 3 6, WO 93/1 91 72 

, W09 5/0 1 4 3 8, W09 5/1 538 8, Annu. Rev. Im 

munol (1994) 12, p. 433 — 455, Nature Bio 

technology (2005) 23 (9), p. 1105—1116) 

O 

[0126] Ja±0^;S[3cfcoT!#bili 2 5 lZ7jk£jntzJj:,£;Wlz£. o 

wmztrnt xmrnmo-mt LTI*, 
tfxz&o iffii3 3hyy hy- (DSC) is, m 

(Tm) 

lEffUcfciJ^-f 3 DSC^ffl^tT L, 

& zttfx$&0 

zttmbft 
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TcfcU (Lori Burton, et. al. , Pharmaceut 

ical Development and Technology (20 

07) 12, p. 265 — 273) , 

t, t %mi%> z 

t£l^(DX\ Ja±[3^frJslI[cS-5^T^to[3¥iJHf Lt, t h^(7)^[3 
St® Lfcftft^jSIS"^ 

[0127] £tz, 

— A/^P^'JV(single chain immunoglo 

b u I in) <§>^J/£ & £P bftT (Lee, H — S , et. a I 

. , Molecular Immunology (1999) 36, p. 6 

1—71 ;Shi rrmann, T. et. al. , mAbs (2010) 

, 2, (1) p. 1-4) „ z(D£d&-*iJKAy^n^'jyit-Mitit 

tzztizk-Dx, £mm{*x&&m*tmm Ltzmsttzimt 
&zttfni&xfo&o tts *%w<Dfomzs 

z^a&ftftii, ̂ -Ky-r> 
ft ft (single domain antibody:sdAb) Jfcli 

"fy^xV (nanobody) t. <fc lJ , 

(Muy I d 

emans S. et. al. , Protein Eng. (1994) 7 

(9), 1 129 — 35, Hamers — Casterman C. et. 

a I. , Nature (1993) 363 (6428) 446-8) „ ±!E 

©ftftii, zzt^mx 
(fc'So 

[0128] *#&W<Dftftl::$Sn LXl^&'M&i&M&MWt&Ztlz£-oXs ft 

M<t LXlts wo 99/54342, WO 0 0/6 1 7 3 9, WO 02/ 
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[0129] Lxtrnz^mtzms 
izlts $— ZttfX^& „ 

Lxit, 

o MilIB^iJil,fs:f-1$£tIIB 

x&mt&m^s mmmi&s mmm, K&wt±fo&m^&zttfx$&0 
Lxit, (D nifijijm, 

IS (Gl uzman, Y. Cel I (1981) 2 3, p. 175-182 

, ATCC CRL-1 650) , T IfiM N I H 3 T 3 (ATC 

C No. CRL- 1 6 5 8) W z-X •/\AX^-@Pltt (CH 

OiM, ATCC CCL-6 1) (7)vt KP^iiSTElf^^ti^ (Ur I 

aub, G. and Chasin, L. A. Proc. Natl. Aca 

d. Sci. U. S. A. (1980) 77, p. 4126-4220) £ 

^[f<g>z<!:frTr^<g>o £tzs All®, 

lsIl:J:LJiAL, in v i t r o Xtmt&zt 

l:J; Ja±0i£#;£[3fc^T(£ftft(7)IB?iJ[::£oTMfr 

M&<g>^HZw-ZlrSWAzmMt 

[0130] VU7°t LT(7)$lJ|5|(i^< , $]*.(£ I g G ( I g G 

1, I g G 2 , I g G 3 , I g G 4) N I gMN IgA (IgA1, IgA 

2) N I gDfe^l^lil g Elf£^[f<g>z<!:frTr^<g>fr\ Jf£L<lii gG 

Rlt I gIVU £b (::&?£ L< It I g G 1 Rlt I g G 2 

o 

[0131] 
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(D\M%^\Xh-oX^^0 ^?°v>1f(7)M6SC:9^?ifllTr 

i£#)M[3fci^T#gijE£-t±<g>10? £r £!#<§>zttfVZ 
§0 m*±WAT(Dft^mt(D±X-Z\&-m 

LT ̂ § Br<t P¥& - <t #T-# § „ t 
LTIts &Jli0);S14£*firr3;S14, 

14, 

sigiec-i 5[z^-rsie^si4T*&y 
, K£L<im#mi&<DMi£&mMt&%&x-$>i>)s <fcyjf^L <im#m 

[0132] 0I]*[£, LXlts Fab, F (ab' ) 2, Fv, XliSf® 

st;i5ii(7)F v^M^^y >^-TrJi$s^-t±frv>^;u^x-r>F v (s c 

Fv) , d i abody (d i abod i es) , ftlc^trift, St/fctftlffJn 

£ lJ F (ab' 

) 2 Fab' t 

[0133] Sbiz, *mmm*\$pt£<t^2mm(DW£Z>\m\zttLxsim^ 
*rf§£ftmi4inH*T-btUi\ il^ z (7) £ d2fI^i(7)tfiJl[z 

$p n"~3~<§> & 0)X&>£rf (iP"#b, — M^Jt14£ilft (bispecific a 

n t i bod y) ) , JfcfglKIZfclta [*, (01* 
[£, 3fS^I) <DtfilMlz>tfLXftMi&$fii~Z>tn;#$&-£i~Z>:b<DVfoZ>0 

[0134] ^^bfcainH*, 

(0i]*[£, F (ab' ) 2 - Siftmtitfift) ~S^mi4ftft(i2 
mmtDtintommtmm (HL*t) 

y K—"?$•!&-n£-t±T, — 

^z^iz^ort, ftig-r-5c<b^T*#-5 ( 
Mi I Istein et al. , Nature (1983) 305, p 
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. 53 7-5 3 9) o 

[0135] ( s c F v t tSEitf <§>) 

mt, >jK<& >J >*-vm 
(P I u c k t h u n, The Pharmac 

ology of Monoclonal Antibodies, 113 

(Rosenbe rg $.t/M o o r e $§, Springer Verlag 

, New York, p. 269-315 (1994), Nature B 

iotechnology (2005), 23, p. 1 126—1 136) 

o 2O0s c F — 

i s c F v BfJn $• — II<t LT{js!iffl~3~<§> Z t 

[0136] (0i]*[£, * 

946, 7 7 8§, *11^115, 260, 203^, *a& 

ifrW- 5 , 09 1, 5 13^, 5 , 4 5 5, 0 3 0 -§-1f£#HS)0 

zo) s c F v izfciM:, => 

ft b ̂  ̂  a ̂  ^ ̂  L < TK 1 j ̂  K 1 j > ^ ̂  L r ^ 
(Huston, J. S. et al. , Proc. Natl. Aca 

d. Sci. U. S. A. (1 9 8 8), 8 5, p. 5 8 7 9-5 8 8 3) 

o s c F 

tu<, 
Lxit, i 2-1 9tm 

[0137] scFv^-htSDNAlt =1-

Kt^DNA, Kt^DN A©^s 

b(7)IB?iJ(7)d ^>(7)^:^X(iP/TM(7)7 5 J $• =i — K"f § D N A^£lf 

mt U ^0j»£^t-3?°^T-;tt£^TPCR;£[z£LJi^iU 

K'J>^-^^^=i-K-r-g)DNA, RXftOm 

Ti^if &ztiz&i-J!#bft-g)o 
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[0138] 3-tzs -ISCFV^-FY^DNA#!^^ b 

ot£t=.s ttfots 

cFv^l5:iA<t't5. mtitmmizLXrni^ 
Lmmz-Gs 

[0139] ^f§0J(7)ftft(iN 

<fcl^0 LT(£, 1 |p] —(7)ftJl(7)it 

!fc(7)it0 I—fbf <§>;£ 

a^Ltli, I g G CH 3 2 0(7)s c F v <t(7)$££, X h U?° 

hy^yV^lg^s *—> - >^X^f-70lAf^ 

[0140] ^f§0J(7)£rift(£, 7 5 / iiIE£y^Jife&^ifcfI^I(7)£riS i g I e c —1 5 

£><§>, /PJ ̂  •—TK'J^P—f;u 

tfifttf)—01] <t LTIi, C D <§> Z <!: 

jb<T?#§0 •— LTIi, 

(WO 2004/061 1 0 4-§-#0S) o 

[0141] ftft(7)Mfii^<!: LT, TH >J X^ L>^ 'J =i-JU (PEG) 

L tztrnzimtz zt=bx$&0 
[0142] Ml3Zftb(7)ftft<!:^(7)^iJ^=i >VZL^— h£ffML 

T lN<§> & (7) (Immunoconj ugate) T&cfc l^o Z (7) J; O 

(DiM t LTIi, 
f •& Z &Xc? •& (Nature Biotechnology ( 

200 5)23, p. 1 137 — 1 146) 0 

[0143] 7)^11, HM(i 

7A^7P7h^77-f- iMf, PMffl 

/K u 7^ 'j ;u7 5 K^usm^a, 
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If, Z t. ̂ Tfcf <§> (Strategies fo 

r Protein Purification and Charact 

erization:A Laboratory Course Manu 

al, Daniel R. Marshak et al. eds. , Col 

d Spring Harbor Laboratory Press (1 

996) ;Antibodies:A Laboratory Manua 

I. Ed Harlow and David Lane, Cold Sp 

ring Harbor Laboratory (1988)) Zfrl b 

[0144] ^P7hy77^-iLtlt 77^-j<-^P7h^77^- -T7h 

P7h^77^- 1% 7K'I4^ P7h^77^- ? MMMO P7h 

PT h^77-f- ff£^lf§ 

[0145] :^lb(?)^P7h^77<-tt, HPLC^FPLCi©»P7h^ 

"7 ^ -f — 

[0146] 77^zf^-^P7h^77^-l:ffll\§^7A<!:Lt[t 

[0147] filJj{.[^PT'f>Ail7A^fflL^7Ai:Lt, Hyper D, PO 

ROS, Sepharose F. F. (77il/7v7) If $^l"f <§> Z <t 

^ & z <!: £ nj tlTr <fc <§> 0 

[0148] 4. IjiS i g I ec-1 5 

±}£(7) r 3 . SSiglec-1 

!# bft&triS i g I ec —1 StriftCDi^^bN S i g I ec —1 50)£.$i/£ 

:tibS i g I ec-1 5(7)^^^ 

£ftftTf(7)S iglec-1 5(7)^^^14, ® 

f»^bSOVXIiii^PIItl)CIS^drLT, «f«0 
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&«£) lc<fcoTftl£ttltbft^1^li0l«T-&oT£<fcl\, -tele, ft 
Siglec-1 sftftlz^a^&tf/Xli^R&li, 

cFft&o fts i g I e C — 1 5 ftftTwp^&LKV'XIii'' 

R&RTEti&fl'ttsSM^i: LTIi, -tllfl-lE ^Ati-tllfl-lE 

a-fillip) , lfU07f[:ffafi®il -lSt£iS*i;Uv^ 

Aite, H 

«Jl^[c<fcS||056^, AX^IPMISKT)#!^?, H14#M&[cfcMt6#i8l£ 

s f^-vi^hi, £^lf<5^<t^Tr 

# £>*><, ffi#^[c<fc3IEil*0#&££#5&I^&ft[£, eft £>(::©$£ 

ft&l^o ±aH0IS^<b LT(7)ftS iglec-1 5fttt00l]<t Lt, #32 

Alftft^b3. (3) r^-(7)^(7)ftftj 

^^ftttxiit Mfcftft;£^[f§;i<tjb<T?#§0 #32Aiftft<t 

iHlLxt0 I—^ftft, t Mfcfttt&tft hftft£E^<!:LT 

oJttTrfe-So fe-SftS i g I ec —1 5ftft^\ # 3 2 A 1 ftft<t |p] £ 

xt°l ?°£f#oe<!:[£N Siglec-1 5 KlcftL 

X Zft b (DftfWftildig n§ C <t [z £ o TfiiHTr# § 

o £tzs (fc-SftS i g I ec — 1 5ftft^\ S i g I e c — 1 5 <t(7)#nniZ 

fcl^T#3 2 A 1 ftft<tM£t~<§>tf)Tffoft(£\ :ftb©Si^ftlfl)X tf h 

[0149] in vitro XO)ft S i g I e c — 1 5 ftftlC cfc <§> S i g I ec — 1 

5 <D±m%fe<D Siglec-1 5%m%mmLX^& 

siifla0®#siifla^0^k0ffl]fij?si4T*;i$-rsc<b^T*#so m*.i£s -?o 

X^SS$ffliS^RAW2 6 4. 7$l!flSX[iRAW2 6 4 

Trfts i g I ec-1 5ftM^DL, R A N K L&<§> I Mi T N F - oiMM. 

lz£&s ®#Sllfla^0^k0ffl]fiJ?S14^;l$-rSc<b^T*#So tts #M 
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iglec-1 R 

A N K L N T N 5 > D 3JIJ;t[Z^ 

^bicN ^th®fni« ( 

Normal Human Natural Osteoclast Pr­

ecursor Cel I s N lJ IfAWttN t) £ • 2 T — 

1 1 0) [CfI/?(7);lJtTrftS iglec-1 RANKL& 

t/M-cs 

e<7)£ a tmmmmftitmmhmt, mm§ stii i® 14 ? 
(TRAP) LXmiZX$&0 £tz, T 

zmmtLxib, £bc: 
, t°v hTv-tz-r (T a k a d a 

et al. , Bone and Mineral, (1992) 17, 

3 4 7-3 5 9) 

jlJtTrftS iglec-1 5}m&%}jnLXm5FV]fr±(D£°V h(DJVf$&m 
il <t ICcfc oTN in V i t r o (Zfc It-§>^#$01^1-cfc -§) 

e <t7^Tr^r<§>o in V i t r o ICfclt<§>iJ$ii,&ll]l£ll-ck<§> 

LTI*. •.-• e^A^sjsg^L^t b^=?-? 

>$•=1—X-f >^LfrT?°U—e <t foJttTrfe-So in v i v 

oTr(7)H,|tS!]^$-^Jffl LfrftS iglec-1 5 § 

T^Uft^XliS i g I e C —1 5 

LTl^-S h7>Xvi — y l-fctS i g I ec —1 5£rift 

U £/!$?"§-<bTHill-f 

[0150] X CO cfc ? 13 LTtibftfc S i g I ec-1 5 0£&S14£43ftr3"<Sin;ffcli 

s mmtLx, mzmm-fc, ifj^Tficffawi mommizw 
LtzmMk&tfLfot Lt, & 

LT*UBT*&30 

[0151] (RA) (7)^dfcivt\ &H0f&£[c#oTf&£-f31HS 
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tftp ,is to ft f£flj £ ̂  fz L X L'^ § d t Jb<IR^ £ tlX I^ § o R A [Z It <§> M 

mmm (^Mt, J^IO , 
btltl^'T h^J'TVttRANKLtTNF-Qfffe'S (Romas E 

et al. , Bone 30, p 3 4 0 - 346, 2 0 0 2) „ 

RANK L(7)x=i-r lsizy°$—Xfa&O C I F/O P GTrliR A N K L T:i^ 
TN F-axim£ti&m^mm$ 

t(D-JjX\ iglec-1 

l:J:ot, RA N K T N F - a £ ft § 

m^mmmomjjmmmzwuztitzo Ltz^-ox, ^n^fts i g 

I e c - 1 5ftft[Zj;oTN R A & E [CfcltS T N F - a T?Slg£ft3iHS 

R A N K L -JUy-h— (O C I F/O PG, ftR A N K Lft 

ft# if) &L±lZ&ti [ZffllfljT* # § C t tmftZtl&o 

[0152] SSiglec-1 5inH*[*, —300] t LXlt, 

£fc-O00iJ<!: LT, ftSiglec-

1 LTis-^-rs c <t 
^TfcT<§>0 fctS i g I e c —1 5 tivftitfjfffl <t LTIi 

N ifX/frX/fc^— h (^JX-I^N alendronate, etidrona 

teN ibandronateN incadronateN pamidro 

n a t e N r i sed ronat eN Xliz o I edronate) N /S14 

Se^ = >D3s ^]Jl/yhz>S(lf0iIfts XX h^vTh—;Hf(7)7t-wu^ 

>, SERMs (Selective estrogen recepto 

r modu I ators) N -f "7°1J "7 ^ N tf £ 5 > K 2 (^tf h U/ 

>) N jl JU AM^'JN PTH (parathyroid hormone 

) N ^Xf P-f (^JH.!^ c e I e c o x i bXli r o f e c 

o x i b) N RT/H'I:£T N F ls-iz~?°$— (0iJx.(S\ etanercept) N 

fctTN F Jn (^JH-I^N infliximab) 
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, jjlPTH r P (parathyroid hormone— relate 

d protein) Jn s I L— 1 7 

—X h (j^JX-ISa n a k i n r a) , til L - 6 U-tZ"7°£— 

ffJn t o c i I i z uma b) , JjiRANKLt/i 

Jn d e n o s uma b) „ &{|OC I F 

(osteoclastogenesis inhibitory fac 

tor) 

^ftb^^ijiiiH] zmM(D 

4Mz^At~£-<!:[3£oT|n]B#[::#y&t~<g> -

Siglec-1 5ffi^|^i:il8J04Mz|tA1-3c<t[z<fcoT^B#[z#y& 

t&Zt&T-Z&o tts h<t L 

T^At"§-<!:[3cfcoT|p]B#[C'fit^^) - £ tTr^<g>0 $.tz, ^ftb(7)^ij 

(tfctS i g I ec —1 5 }jtft(£5jiJ^(Z#!$p"3'"'g> Z. t iais-f-zp^l-

IfiItt©f <!: S S i g I e 

c —1 5 5J!J ^ (?)<£><§> I M£ |p] Czfu^E — £ — 

SO ^ (£>£><§> I M£, |p] £^9 

o 

[0153] ftS i g I ec —1 5}jvftN tb%> lM£-?-(7) T7 7^ > h Lit^liJp-H 

£lj n" cF"ti''5>Z<tl3cfc|'JNM. C. Garnet l"Ta r g e t e d d 

rug conjugates: principles and pro 

gressj, Advanced Drug Del ivery Revi 

ews, (2001) 53, 171-216 fEiiCDlIlftM^if 

CflgtfjCK*, 

LTl^fel^j! V s > h tjIfflWtlTr 01] 

Z.l£s Fab, F (ab' ) 2N F vf©77^> Ltf IfS C 

fctS i g I e c —1 > h <t 
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<t M. C. Garnet l"Ta r g e t ed dru 

g conjugates:principles and progre 

ssj, Advanced Drug Del ivery Reviews 

(2001) 53, 171-216, G. T. Hermanson l"B 

ioconjugate TechniquesJ Academic Pr 

ess, California (1 9 9 6), Putnam and 

J. KopecekrPolymer Conjugates with 

Anticancer ActivityjAdvances in Po 

lymer Science (1995) 122, 55—123 If ICgEiK cF 

lJ !#<§>o fctS i g I e c —1 5 tflifct 

££^<§>*§5^, LTlSn § - t 

x-z&o mmmomtLxit, <Jzt& 
X^&o LTIi, £ 

t 11>< >J *° v- A IZ&$ $ ti, mu *° V- A t m* <t *><*§£• L 
&t/, (^11 000M1 0 75IS 

Lfc*§i£, £0i]<t LT^IfS 

(XttH77^>h) 'J/HV-AX 

L£7K/Ilt£ili;9^If <t n"(£, G. T. Hermanson l"B 

ioconjugate TechniquesJ Academic Pr 

ess, California (1996), Putnam and J 

KopecekrPolymer Conjugates with 

Anticancer ActivityjAdvances in Po 

lymer Science (1995) 122, 55—123 ICgEiK 

(D?jmw(D%M%m$\\(Dj3mz&vmMt&zttfxz&o 
'J /f\ V—A^(7) cil'ji'li, D. D. LasicTLiposomesiFro 

m Physics to Appl icationsj, Elsevie 
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r Science Publishers B. V. , Amsterd 

am (1 9 9 3) y C <t 

^TfcT<S0 "nliN D. Putnam a 

nd J KopecekrPolymer Conjugates wi 

th Anticancer ActivityjAdvances in 

Polymer Science (1995) 122, 55—123 HHOi 

y N HJfef § - ttfX^&0 ftft (XlilS 
77^>>h) (XttH77^>h) t<D&£ 

mts ±tz(DH}ik(Dtefi\ 

[0154] /p!Sl&L£/X(£^R&l-^^feii:(7)ft S i g I e c —1 5 ftft<t 

& ti&f § o 

[0155] /p!Sl&L£/X(£^R&l-^^feii:(7)ft S i g I e c —1 5 ftft<t 

}§{*, W;^k£ik ?Uk8k ^£iJ£UVX(;fc*i&MiJ£^r£; 

-t^s^»j<!: LXlis tzXtsXts*- h (0i]*[£ 

N alendronate, etidronate, ibandronat 

eN incadronateNpamidronateN risedron 

a t e N Xliz o I edronate) N bf^5>D3N ;U v h — > 

J1X h?isl-—Jl'W(D'kJl'=E>s SERMs (se I ec 

tive estrogen receptor modulators) 

, -<y0'jy^7ji>s tf£5>K2 (/tf hb/» , JjJUisOlxMftL PT 

H (parathyroid hormone) N ^Xf • -f KtiftifelOE^y 

(^JX-I^N ce I ecox i bXlirofecox i b) N RT/Ht:£T N FU 

izy°$— (0IJH.(S\ e t a n e r c e p t ) N ft T N F 01 ftftXIis^ftfttf) 

(^JH-I^N i n f I i x i m a b) „ ft P T H r P ( p a r a t 

hyroid hormone— related protein) ftftX 
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I L - 1 zT-X h (0l]*[£a n a 

k i n r a) N ftl L — 6 U"fe $ — ftftX(il^ftft(7)#ttl4Bf Jn (^JH-IS 

s toci I i z uma b) N ft R A N K L ftftX(il^ftft(7)#ttl4Bf Jn ( 

denosumab) N JllOC I F (osteoc I astog 

enesis inhibitory factor) If ̂ ^("f <§> il <t 

£ <§> f}< Z tl b (Z £ tl fc l^o 

<D&(D1)<ttf£ Ll^o 

[0157] ^f§0J(7)|S^flji)c^[i, p H N ;IilJ±, ttJg, HlWJt, £u ff3S14, it® 

14, mm$Ltzvt& 
mmwmt 

£$>, 7X/^^X 7;U^->Xli'J ft®$k 7 

x=i;ue>si, h u o&xi£EffiM7kmj- h u u 
>Ms s ^x>iiN fcOW<y7 7—s 0tM7kMj- h 'J OAs HJX-i&ii 

(T r i s-Hc I ) mfe%?<Dlfcffi#\s V>^(7)3t±l^lJ 

\ Ifb>v7 5 (EDTA) 1f(D^U-h$lk ?H'J 

e_;ut°p 'J V>, yS -v^ h 'J KP^V?°P t°;u-yS -V 

^pf^xhU^iom!, ?>=i-xN 7>;-xxttf+x h 'j >ff 
=«t&ff0ffe00t7Mb!feU #P*£lk ^f^k IL 

'J e - ;u t° P 'J v>lf (7)fl7k*° 'J -7-s 'J K\ £ 

tl-'JTJUMs T^P^ 
—;k ;k ?°P t°;u/^H>N ^PU 

Jpvvx v;ui£>&X[iM^b7kiMf<&R&JS3ik <f'J-b'J>s ?0Pt°u> 

• ^'Jzi—JUXIi/K'Jx^^'Jzi—;uff0}g$g, -7>- h-JUXltVJU 

e i—s^k v^e^>xxfik /-pjvyu^-h 
2 0 ^TpJ y;UK— h 8 0 If (7)/t\ 'J V;UK— h, h'J h>(t r i t on) 
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N ^ 5 > (t romethami ne) N UvT UXyD — 

xo p-x^v;ue ^k\t± h 
'J fait* 'J I—JU • v;ue h-;ulf(7)$£t£i^£ik $t& 

ztibomfflRwyvmomnmit 
, ft Siglec-1 5ft|$0Sf[:^Lto. 01-10 OfS, f^CO. 

1~1 Ll^o 

§ o 

[0158] =b mftTr =b £ l^0 

>£-£t,s£5i£^ 
=bX$&0 Il»l:lip H 7. 0-8. 5(7)T r 

i 8/^77- p H 4 . 0-5. 5 (7) If It/ ̂ 7 7 7 — N pH3. 0-6. 

2(7)^X>ii/<^ ̂ 7 — £tz, Z4nt>G)/<v77 — lZ 

y;n£ l—=bx£&0 ^f§0J(7)E^5ii^[c[ift 

S i g I e C — 1 5 fts i g I e c — 1 5ft 

< <t § d <t jb<T?# 

fn^llatnntfc'S lM£$jft<!: LT^HiicFft-So fts i g I e c — 1 5ftft$-'a'tJN 

E^fl^a£t/[3N ftsiglec-1 5ftft&tP>&< t t-OCD-ffttW 

^ • — X(7) £ a &jlia 

[0159] *mmmmmmm3mm9.5-m{zmmt&ztibx$&L, rnniz*. 
&zt=ibx$&0 msmmtfL&ifmmitiBLttmz 

*%W(Dm^Uj&l®Uz^£fo&> fts i g 
I e c —1 5ftft(7)S i g I e c —1 5 iP"*bN S i g I e 

C - 1 5C:*ff3fl¥St$!& (Kdffl) izttL, $l*Pt£^iS^ (KdfitAm^ 

) (5<t\ t h^(7)^M$-/>^< LT£^$]£#gfft~&ZttfX^&(DX\ 
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ism-wits t hMftS iglec-1 h[C^LT^4 

"3" <5>IB£(3(£N 0. 1 ~ 1 OOmg/k g^ 1 ~1 8 0 El PHIIZ 1 (Htx-%1*^" ti 

(Scfcl^o 

[0160] ^f§0J(7)IS^flji)c^(7)M<!: LXlt, j£jg£^fr&lt3ik £8k &Mk 

^T^iJ, if£j£PM£iJWX#30 

H«J 
JMT, *f6w^njf5«ij[c<fcymfomztmt&tiK 

y s (Molecular 

Cloning) J (Sambrook, J., Fritsch, E. F 

. $.t/M aniatis, T. M, Cold Spring Harbor 

Laboratory Press<tyi989 ̂ |3^§"FIJ) I ZgH WiOjl/i; 

izcfcyfTdK xii, mi50sc^^JF^ h^ffl^§ii^[3(imp^nDn(7)^^» 
[ztotffifflLfco 

nw\ 1 
[0161] W&SlT^XS iglec-1 5M6SC£)#§IjE=i >X V=j*J h(7)ftM 

7^XS iglec-1 Kt~ U 

^^KIB^IJ, mmmomm75/SIIB^JIt, mmmomm 
if6t-fe4o zo&oteuftmm&mmt&ztiz&i), 

i g l e c — 1 5S6SC£jS££-t±<g>^<!:^Tf 

[0162] a) WjgMT^XS iglec-1 5lfe?(D P C RlC^i^i 

7^XS iglec-1 5(7)$ffliS^pI^c DNA^PC RTfi^if&tzSb 

LX 
5' —ggggacaagt t tgtacaaaa aagcaggct 

t caccATGGAG GGGTCCCTCC AACTC-3' (m 

S i g I ec—1 5 — ECD—F : IE5IJH0IB5IJ#"§' 7 ) 
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5' —ggggaccact ttgtacaaga aagctgggt 

c TCCGGGGGCG CCGTGGAAGC G G A A C — 3 ' (m 

S i g I e c — 1 5-ECD-R: IB$lJ^0IB$lJ#^ 8) „ 

Ctlb 

— It, G a t e w a y X> h -T T 

— dr LT, mS i g I ec — 1 5 - E C D - FlZli a t t B 1 IB^JA^ m S 

iglec-1 5-ECD-R[:lia t t B 2 IBWttflP & 7 l-fSIt 

Ltza f>7°U-hd:Lt70AS i g I 

e c — 1 5(7)7^— T^yV'yis—AIB^J^fr/K'J*^ K£ 

ffll\ SmCl^PCR^Tofco -tl—9 4 

°CTr 5 flfil] JjPf& L tzr 9 4 °CTr 0 . 5 5 5 °CTf 0 . 5 6 8 °CTf 

1. 5#J (7);^Jt+M^;U£ 1 5@iyiLt^b, 68°CTf5#»U 

4°CXi%)^t Ltz0 

[0163] b) Gateway B P £ § X > h 'J — 1 • — X7)ftM 

A 7 7 - V© V X f A LtzG a t ewayx^/ 

• v— (>r >tf hPvi>tt) l:J; 7^XS iglec-1 

i^(7) c D N A^&fl^jAA,f£x> h 'J—^ • — >££lT(7);fr;£TfftM Lfco £ 

t\ a) TrftMLfc, a t t BlB?iJ£i»[::f#o P C Rli <!:, at t PIB 

DNOR221 (>f >tf hPvi>ttl 

) <t(7)PBIT?S BP^P-f—tf^fflL^BPSJS^frofeo 

TA11SDH1 0B^1I$EHL, ^IJIt'14^ P->l:^Lt3 P"-P C 

R£m\ h+MX£fitHLfc0 h(7)^-TX^IEL<mS 

£tltz$ P->[:oi\t, -T h©^DN AIB?IJ(7)V—^X>X^Jf$-

gto<tf§7^XS iglec-1 

=i - UTTT KIB5IJ (IB^ja0IB^iJ#^5) i^l:-g(t§x> 

h M—£ • —>^#bftfr0 

[0164] c) Gateway L R J^J^IZ J; • — XT) ft M 
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A ~~P 7 — vXjA^lSffl Ltz G a t ewayT^/ 

• V— (J>t£ hPvi>tt) [:J; y, 7^xs i g 1 e c - 1 

MO) c D N A Ajt£§£lM<7 • — >$lUTO)Jj}£VftMLtzo b) Tfft 

MLfrX> h y-£ n — yits << >-9— h(7)i^5i[Za t t l_IB$IJ£*T LTl^ 

<g>0 ^(7)x> h'J—^ • — ><!:, a t t § 2fI^I(7)f:VX h* 

— *> a £0^1"*? L R£P-f—-t?£El^::L RJ5J££?Tof::0 fcfc 

fV X -< h0C^fJ[zv 5x t° I—:?<!: 6 

XH i s f?t><tt1)n£in&mzmi£jntz p DO NMN h©c 

^fj[z t h F c £ Wttflp £ft<g> £ a dl&It p h I g F c 0) 2 fl^l£ 

mi^tz0 L Rj£j£[z£ yt#bftfcJ£j£;$£ffll^T;y§®D H 1 OBBIIE 

}&U P->l:^Lt3 P--P c R£frl\ -O+f-

h+MX£fifHLfco -0-9— h0+MXWL<fitll£;h^ P->[:o 

-o+f— hfj^b^^^— fj^0i^^ui0v—^x>x^jf$-^Tofr 

o 

[0165] v-^x>xffl?0^-TT-IB?iJ : 

5' — tgcgtgaagg t gcagggcag — 3' (mSigle 

c — 1 5 — ECD—seq — ups tm: IB^JH^IB^JH^ 9 ) 

RXS 
5' —cctcgcctgg tcgggtc — 3' (mSiglec — 1 

5 — ECD—seq — dns tm: IB^JH^IB^JH^ 10) 

V—^X>X^Jf0$S^, p DO NMSlIp h I g F c(7)i^TfIEL<5i§ 

• —> (WjgMT^XS iglec — 15/p DONMS(| 

S i g I ec — 15/phIgFc) b fotz0 

S iglec — 15/p DO h^>X? 

I^va>t§:<^l:j;y, IB^a^IB^J#^ 1 1 CifEiiLfci£SlB?iJ£^f 

t^mRNA^'l?^, IB^iJH0IB^iJ#-§-1 2 [ZfEitLfcTS / iiIE£iJ£ 

(T^XS iglec —15 —His) ^fH-IIRcFft-So W/HM 

7^XS i g I e c — 1 5/ph I g F c t* lZ h^>X?i^ 



H 2LIH £Y^¥d H de JIS | H (E 

WM(DS ! H — 9 L — ° 0 I § ! [Z.910] 

c mmm 
(°d — 9 L — oe I § ! 

£ ° d H 3 ZHI^OjQ'S? (S!H-9L-39|§! SY^*-

) ! Hx9?o^-HoqT9A:|[i^O|fiW 

QQ L-oe I § ! s¥]Z]4di<T#Sl^nni^iinz]C^a)- °^ 

(f//?!0 9 2 n m 

5T?iH] (LaJsi7) M9 6ao0^s SKI^OO %o 8 °-+nwm-) (M 
Ti<T^nH =1<>) OTd -£ 6 2 8 I A 1 s e e J 

($9?CY^/1L) 19x |Ui 

/^ilSfgO I x I • iXtb (niTi^^^nH ̂ <>)ujn!P9|AI uojs 

s e J d x 3 062 e|A}s88Jd S%WMB':(D- E<> — 

v"^< y\&vo 2 asm « i w OL? (®Ti< • H ? <» 
U ! 138JS62 

sn^? (niTi<T^nH .?<>) IAI3IAI-! 1 cl o^^5Y^:/n| 

III I ! >1 dejdeSjo p j 

ujseid 8jnd!H >1 u ! n s j n d <i/$cH S¥)Z]M 

«id 5^^0<ia)^^afi¥^n#^»¥ \<*# 
^ (od§IHd/9L-38|§! S*4j^iitgJk}f}#l/MN oa d / 9 I 

-OS I 3 ! SYb^mmiH.) -^vWSi2^1|^a.L»|i 

niliiw¥C0 

L — ° 0 I § ! S*£^IS^lEl-.M^£TOd - s 6 2 [9910] 

Z MWM 
(°d — 9 L — oe I 3 ! SY^^) 

^^[^3B^/5Z^n?ias-ji7 L ##[£2Ba>^[£2B 

L ##[^3BO)^[^3B s fi ¥-1 ? ̂  E <, 

t6Z9S0/0I0Z<IfAL3d 99 IIOZJI/OIOZ OAV 



^9 o 9 3 J n o s 9 U --MSfanqHizk 

Q?4:a (9 ' Z. H d ) I O H — s ! J 1 lAl^o 9§4.^Sd V 

HO % I 0 s^^n¥f9a (fiTiZ^fis) -^f>£AO x 0 I I 

\ V^^WMTCDZ 01:1 ^ a J0 

00 e so0i7 sz]^-^n#ifa-KDV$ i ^9 22 (9 "z.Hd)^®n 

1 OH-s ! -I 1 IAIW 0 9?^|#?SdVHO % I ' 0 2] I w 9 S 

lOK-fr^fMSa d-l-^HMftiaH 2iDZ/Y^¥dH d e J 1 s ! H 

H2iDZ/Y^¥0 so J nosey (q [8910] 

i^9 sir^^-fr^n^tM-isa 
d-i^f^ Sn»sad-1 ̂ Iv^-I (®Ti^<x>-fr^>vY^ 
<>2iZ) i —ad'-MSfanqHizka (sad-i) 
^W^fgK fi 02 u e e M j_ o/oL0 0 SZ)%W] 3$i:-] I w 

9 2a (fiTiZ^fi s) 9L-BJ } in U o o i w V|£SJ£I<I[K1'I^ 

(02-17 L -Jd) i ^02^@^igr^$si °=nMi 

2) • J d/ I w L 2] (fiTi^/OO 0qnt d J o s — i u i lAP-M^i 

"*•[££ I ^ 0 I 02 u e e M j_ o/o0l Q?4- s£]$p.n flRg< °^n flRg< 

^MeM^vian^^aziY^^au \ \ ^ if^rUvi^£ i ^ 09 ( 

0 ' 8 H d ) WMW IOH-S ! J1 IAIW09 s I o z e p | UJ \ 

IAI 1x1009 ' 1 oBN IAIWOOS sz]^-^nVQ¥au \ 1 

w 1 U3jgiv1IM£ 1 ^ 0 9 (0 • 8 H d ) WMW IOH-s ! J 1 IAI w 

0 9Q^ I O B N I/MLU o 0 S °^-f-]v^au ! w/ | W2f^r:-] (niTi^ 

<X>-fr-£»'Y<V<-^Z) V<^WB¥£(D~\ ^9 dH d e J j_ s \ 

H^visfan^ax^^^i^amma (nrfta BHO^IV) NV 
3 I o o J *d • ri¥¥^i<T^n M'Q?4- °--nw*9a (M 
TiZ^ri 5) -$1f>£AO xeAjjei S2]$=n #Sf > 

(0 ' 8 H cl ' 9 I o z e p | LU j |AI^0 0 2 'IO®N IAI 9 L 's 

!J1 IAI1X1 0 0 9 ) J0i inqxoi0l^9 2 2:]l 2$^§fC0Si 

|dS6 2Si S!H-9L-OS|§! S 2 WWIM 

t6Z9S0/0I0Z<IfAL3d Z9 IIOZJI/OIOZ OAV 
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•+Mx>x*±iD [zgfESIi m I /m i nTrf>M-J\ 51 ^ 

TaftiEl m I /m i nt^7A|^Lts 7 AlCl®^! L&l^lififtili# 

ZMfitzo ^AlZP^LfcMSSCl^ o. 1% CHAPS, 1 M Na 

C I -5 5 OmM T r i s — H C I ifjt (p H 7. 5) £ffll^T 

SfE& 1 m I /m i n T/Htij Lfco ^ ̂  AlZPifc^jf Lfe^of;:!!!^ 2 6. 5m I 

$\ 3S'C>fiI;slSf|A m icon Ultra — 15 (5 'J T 2 . 

Om I lZ^ffiLtc&lZs 4°CN 3, OOO r. p. m. |ZT 1 O^PBIJI'OL 

Ltza jl<CM£(7)±}i ££T- 8 0°CT&$Sft# L 

tz0 (HisTrap HPi T? A^7 P7 hs Resour 

ce Qtl^AO PT h) ^2H]^|yjgLTllJf5Lf=0 

[0169] c) ftMLfc^XS iglec-15-Hi s CO^HtS <t 

_hlE(7)fit MIHfE (HisTrap HPi 71\0 P7 h, Resourc 

e Qij^pvh) xmMLtz-y-yzfjis&m^xmTt^ftTxs DS-

THy7^y;u75 

7^5/i I [Z|H]M(7)S DS-*!lgjft£Jjna.T, 9 5°CT1 0 ̂ PHIIMII Lfc 

o MULfr^^^^UO. 3// I £SDS-/Ky7£ y;U75 

IZi&mLtzo W.%btW](D/f)l't LT 8 — 2 5%/Ky 7^ 'J ;U7 5 F^7Vi 

> h^;u (77i/^A/NV^>f flSSitfkffijIiP has 

t System (77 Vt AAV X >X*±M) l^THjjfe Lfco £ 

— d: LT U'f —^v;Fl7—— (7"7 v-vA/H 

X^XttM) P hastGel Si Iver 

Kit (7 "7 V-VA/H X <t P h a s tSys t e m $• 

ffll'vT$§§fe'fe$'fTl\ 1 I-7K Lfro Resource Q 5? 

AlZP^L&frofcMSSCII^d^M&jS 5 k D a(DlfiI (7^XS i 

g I ec — 1 5 — H i s) 

[0170] — ~£) — <t LT ECL DualVue Western Bio 

tt i ng Markers, 7 "7 V-f AA^f ̂ ""9"^ X 

|H] L^j^T'B^,^®!] Lfc^fjl/|:l:|(Z)lifift£\ PhastT ra 
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nsfer Semi—dry Transfer Kit (7"7y-vA/^ 

<tPhastSyst em»tPVD Ffll (H y 

bond-P, [Z$E¥ (^P^h) Ltz 

0 ^(7)P VD Fj]I£0. 1% Tween 2 0 y (B 

i o c k A c e, nmimim) iomi 1 smiiwizjf <t a L 
tzo Z(D^U p r o t e i n HRP (7?VtA/\V 

7|-^X>Xti) 1 0 JU I ttiiV 5 - H R Pftft (Monoc I ona I 

Antibody to Pk — TAG — HRP, Ac r i s Antib 

o d i e s itW 1 0 u I &1)Q7LX, 1 O Ltz 

0 PVDFl^O. 0 1% Tween 2 0 'J 

7K (PBS) 50ml Wlzjf <!: O L Wb 5 flfil] 4 Lfc0 )% 

^®PVDF1I^ECL detection k i t (77y-\' A/ ̂  

X>xtt) (D^p MSSC(7)A> K£>#§ 

EC L mini—camera (7"7 I>Xtt) /f\ 

^P-T K^-<;UA (Polapan 3 2 00B, /K^P'f Ktt) Tflttii L 

fro $Sm^lH2[Z^Lfro SV5-HRPSft[:Sftt§ 

5 k D a©ISI (7^XS iglec-15-His) tfi R e 

source Q* 7 AlZlR^ 

Htz z t £>HtiEX # tz o 
[0171] d) mmLtz^OXS iglec — 15 — Hi s SCjlJtOTJ^ 

If Siglec — 15 — His (Resource Q^D^AIZ 

iMLftfrokMSSC®#) IZ-Divt\ 

t LTffl l\ DC—Protein Assay kit (B i oRadft 

w xm&mMm$:MjZLtz0 mi iz^Ltzj:dizs 2\B\o)mmm^xmf 
1 . 6 6 m g Siglec — 15 — His 

[0172] 
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[^1] 

Protein Cone, (mg/ml) Sample Vol. (ml) Total protein (nig) 

lsl. 0. 475 2.0 0. 95 
2nd. 0. 354 2. 0 0.71 

Total 1.66 

HMJ 4 
[0173] i g I e c - 1 5- F c (DftM 

a) HiTrap protein Ai)7A^P7 h 

i g I e c - 1 5- F c#§IJE2 9 3 FiM(7) 

8 l_£Ster i vex G V << ;U£ - ( 5 >J V 

ZMLtzfe, 1 PBS (D-PBS, ^>ehPyx>til) 

T^ttHb LTcfcl^f:: H iTrap protein A 5mLi]7A (7 

TV^A/^V7hHt-rx>XttM) [Z3SEJl5m I /m i nVfrtftZo D-PB 

S£flH^T3fEil5m I /m i Ltz&lZs 0. 1M ^X> 

Sit" h 'J ^ ( p H 3 . 0) 5 0ml 5 m I /m i n Tf 

t) 7 AlZPifc^jl Lfro /Utti Mi n i — so r 

p tube l:5ml/Fr. [CT#® Ltc&lZs 1M T 

r i s 1.3ml $W-tb(zjjnz_Ztp%nLtz0 

tcfflft ( F r . 1 , 2) $-3S'0EI;slSf|A m icon Ultra — 15 ( 

5 'J /K 7 ttiSl) T2. 5m I 0. 01% Tween 2 

(TO-SS, xw-mitLx 
fcVfcPD-10liji^7A (77i/^A/\V^x>^ttS) [CjbMtT 

TO-SS-e^mit, i^MTO-S SIZM^Lfr^^^US. 5m I J 

mtzo f£ffl"f<g>£T-8 0oCT?&$Sft#L*:o 2. 9L© 

2 9 3 F$!flS0jg£&£E^T, lM(7)fi!Mi#fF£M[::i 0if#y MLTHjjfc 

Ltzo 

[0174] b) mmLtz^OXS i g I e c - 1 5 - F c 0^1 til t ffim&M 
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±B(Dmmm^mmLtzv^z>o)\s&m^xm7t3ki*T<Ds DS-TPJT-
O 'J^7 5 ?°(7)^>70;U5 
u I [Z|H]M(7)S D S -m^^TLXs 9 5°CTM 0 Ltza IMS 

L 1 / 2 ;lJt(7) S D S -fllgjftT? 1/300 Rlt 1/900 

i%mRLtz-y-yZ>°)\,0. 3 u I DS-7fsU7^ U;U7 5 

mLtz0 •^;7lcS!]<!:0^'fe[i|IWiJ3N c) [zSEitCDT^X S i g I ec-

15-Hi s(7)|i6Jt^^<!:|H]4i(7)^;ST||^LT, 

(7?°^ Ltzt%m:,fe(Dp H^8. 9Xli7. 0 

)<tft(C:|ll3(C7SLfCoHiTrap protein A i]7A^bi§ 

5 k Da(DlfiI (7^XS iglec-1 

5 — F c ) 

[0175] c) UMLfcT^XS iglec-1 5 - F c (DgSSCjlJtM^ 

Hl7^XS iglec — 15 — Fc (PD-1 0 Jjfciktl Z> Afr bjttH £ 

titzM&MWA) l:oi\t, ^vifiUiTju^'S 

N DC—Protein Assay kit (BioRad fctM) t'MS 

SC;lJt£;liJ£Lfco ^[Z^Lfccfcdl^ 20(7)ftMJ#ftT£I+9 2mg(7) 

Hl7^XS i g I e c-1 5-Fclfil^|fc = 

[0176] \MZ\ 

Protein Cone, (rag/ml) Sample Vol. (ml) Total Protein (mg) 

lsl. 8. 0 3.5 28 
2nd. 18. 5 3.5 64 

Total 92 

HMJ 5 
[0177] 7 7hfi7^XS iglec-1 5^E/ 0 •— lJ K—7 

0^af±Z 

a) 

HWJ3TftMLfrN 7^XS iglec-15-Hi slfil^ 1 0 0 
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jUg/0. 5 m I t fe-S cfc O l-sJp|M Ls 

>y[:ti?^va>^ILfco F 

reund' s Complete Adjuvant (FCA, 

fctM) LN 2 0 @ Freund' s Incomplete A 

djuvant (FICA, Lfco 

[0178] b) 

77h (W i S t a r N M, 6 SIS*. 0*0 U7ttJ: VIf A) 

Sbffit LT{j£ffl Ltzo a) TM#b^fcx7il/ya>^s Kii^5 0/ig/ 

h<t&<g>£dJ£T;&t/j£l*][::2 7 JMPf 7 0 

4 Lfro 4@|©M^b7 0^l3jl|fMcfcy>M 

(2 0 0 u I) SlfilU tfilfiUi ZMMLtzo fatfn.imOfilfotlM&ME't&tz 

tsbs iglec-15-Hi sISI, H JfeflJ 4 

TrfFMLfcT^XS iglec-1 5-FcISI, &<§>vlfiUi7)\y 

(BSA) E L I S A^HjjfcLfco 4EE07 

^ h (^y hNo. 1 ~4) ©HWcfc^ttT^XS iglec-15-

H i siaiS(/7^XS iglec-1 5- F c SC^0J£J£t£^§iS#> 

bftfro -JJ, BS A^Ofcfc'mtm&b^tltefr'Dtzo f&'&Ltz 
=7 V h0)ifiUi ̂ LTl^-S C. t ;Wr| SB£tltztz&b, 

tiS^ofrNo. 2^V hlz-Dl^xlMV&MnMft^M&btzo 

[0179] c) aflS"^ 

issa^it (7 7h) Bi«<t5ip-7«^a 
^[z^oTHJf5Lf=0 =j*v h^x-xyuSl^TTr^flicfcy^ifllLTS^ 

5E£-t±, tommzmmLtzo m*Ltzmm^t, 7^x>ip-7i 
P 3 X 6 3 A g 8. 6 5 3* (ATCC CRL 1 58 0) ^ 

s Tpjx^u^'jzi-yu (PEG) 96^^U 

— h I LN hypoxanthine ( H) N aminopte 

r i n (A) N thymi d i ne (T) ^"a"^ L tz ±p ±t!l (HAT jSIRip ±i!l 

) £»LT7~1 O0PB1i§#Lfco ^ffliSl^Lfr/N-r K-7(D£#^ 



WO 2010/117011 73 PCT/JP2010/056294 

6 1 ^(7)±s#±}f \HW-t LTffll^T^XS i g I e 

c - 1 5 — H i sISI, iH5l4-eMLfc7^XS iglec-15-

FcISI, fe^LMiBS A^-mtHtLfcE L I S AlZt^fti^lfiLs 

S?OXS iglec-1 5^E/^ •— ?'J K—' 
iJ——>yLtz0 M y — — 

N K—7$-^ P—— 

[0180] d) 

^y F-7l:oi\t, y I&£P ——ytfLtz 

o l®J^f^0iS#(£2®pBim\ H»iJ4 

TrftMLfrT^XS iglec-15-F c MSSCfo<§> I Mi B S A £@tHfc 

LtzEL I SAlzrH^Lfco RH4£ P — > t H#> bftfr 1 1^P — >l:o 

ut, £ bt2;^ P — - >^£HJf5 (1 p — - >^<t|H]4i(7)ft^) t 

&ztiz&yN Ii^l:tji?^XS iglec-1 5^E/^ p— 

£/W?y K—7£ 1 0^ p —> (# 1 A 1 s #3 A 1 s # 8 A 1 s #24 

A K # 3 2 A 1 N # 3 4 A 1 N # 3 9 A 1 N #40A1, #41 B1, # 

6 1 A 1 ) *tfi£Lfco i\4~3x) K—7# 3 2 A 1 It 0 

(fiffSife : HHI#^3 0 5-

8 5 6 6 B*m «o<ismmTI 1 #±tin ^ri6) 1:200 
8^8^ 2 8 0cF^I^ ant i—Siglec — 15 Hybr 

idoma #32AKD^i"ef!t#^FERM BP—1 0999 

-^£*lTl^§0 

mmm 6 
[0181] =jy hi7^XS i g I e c - 1 5=ES 1 P"ti^jil$(?)il 

a) *-K7^Xflt7k0PM 

H«iJ5T:1tf3£ Lfc/W ?y K-7^N 10% FCS^tTI L Me 

d i a i ( (m t&i&&m^xt&mLtzo 
TO5X 1 05»/m I ISJt[Z±iMLfrB#,#^@g[z4^0 1ISJtl3#|R 

2-3siz 1 jtn^Lfro ^yx^>^jg®rt[z|friS4 (o. 
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2 m I LtzX— i£#Lfc/\-f J'V K—"7$• 1 x 1 0 7 

<<7'J IS 
7K0gfI^+^[3l.btLfrB#,#.TrlS7K$-SIXLN F-?3r^ 

F-7l:oi\t, IS7ktf)SS$s:£^3 [::£<!: #>fc0 

[0182] [||3] 

IH7KMtt (ml) A-f^'J H-7 K*kM®® (ml) 

#1A1 12.5 #34A1 8.2 
#3A1 8.0 #39A1 14.5 
#8A1 6.0 #40A1 20.3 
#24A1 7.8 #4 IB 1 10.5 
#32A1 5.5 #61A1 12.3 

[0183] b) 

&WLtcBM7K<D±S$s 20m I (DP r o t e i n G^A (G E He 

a I t h c a r e tiM) I g GLtza %mMc5%ltz I g G 

f (Superdex 2 OOi]7^P7 h) [Zj: <-J |iSJt}£ 

-gP^ia'l>Jl;l^Lf=0 -ffcfr*,. UMLfrftT^XS i g I e 
c 1 5^ £•—f;UinH*0F^ #2 4 A 1 

3S'C>fiI;slSf|A m icon Ultra — 15 (5 'J /K'T'tiM) 3 

000 r. p. m. N 4°CV3 0~6 0 <§> - <t (Z £ o T&J 6 

8 fulfil Ltzo # 2 4 A 1 LtzM<D 9 

L^T, (BSA) DC-P 

rotein Assay Kit (BioRa d fctM) TMS 

fcLtzo ^(DtgftlZjzk), S?0XS iglec-1 5 =E J 0 U-±)\,\K 

foZMMLtzo 

HMJ 7 
[0184] =yy M/iT^XS i g I e c - 1 5^E/ £ P-til/W^^XS i g I e 
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C - 1 

7 V M/C7 ̂ X S i g I ec — 1 5 / -^7 P —7X S i g I 

e c — 1 5geSCl::*ff3$S£14£E L I SA;il;J;yifiLfc„ HJfeflJ 4 

TfftM Lf::"? 7X S i g I ec — 1 5-F cISI^5/! g/m I <t fe<§> cfc 

a [3 0. 1 h 'J 77- (pH 9. 5) Tr^lRU 96^ 

7°U— h P^#-§- : 430341) IdOOji 

I /Jft&flP Lfro 1 B#P01$Mf£[::;£;i££|&£ U 3 0 0// I /^(Z)gfc 

f/\*7 7 7- (0. 0 5 % Tween 20 ̂  'J 

) £&JjPLT\ I^SLfro blc 1 2 5%7P 

y£i—x £^t?y o o 

// i U 1 C <t [Zcfc y 7P y Jp >^£fTort:0 

3 0 0// I /R<J.7 7—X*20&;$ HWiJ6T*D3 

M Ltz^> V M/C77X S i g I ec — 1 5^/^ P{;£<£><§> IM£5? V 

h=l > h P—;u I gG (R&D Syste msttl) E L I S A/<y 

77- (12. 5%7'Py^X —XN 0. 05% Tween 2 0 

y >ii^M^II#^7K) £flH^T*t;lJgjb< 1. 28-20, OOOng/ 

m I ( <t fe-S cfc a Ls 1 00// I Ltz0 

X' 1 3 0 0// I 7r-Tr3[I]^;f L 

fco IJCI^TE L I S A/^777 — 1 , 0 0 OfS^lRLfrH R P (ffi 

#9^t:^;U7|-^v^—if) h I gGfctfa (^y^T>=i — 

;u£-*±M) ^100/i l/ftfflU 1 ftffifomLtzo 

3 0 0 U I /$L0)%tft/iy 77-T?3[H2fc&^ ^;U7^ v?—iffflfg-fe^F-

y h httM) Jpy 

"7-< P 7°U— h y — *$— 

XttM) ^ffll>T4 9 2 n mX'OJ&tftm^MMLtZo Z0^Lf=7 

y M/iT^XS i g I e c - 1 5^E/ £ P—^UtnHfcl O&ft^TlCfcl^T 

, ̂ 0;lJt[3{^#LfrT7XS iglec-1 5MGSC'M&$S£jWrlB8£ 

(04) o —-fi=7V h=i > h p—;u I gGt'tt, T7XS i g I e c -
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1 

nnm 8 
[0185] 

5~8jlt£(7);fctd d Y7^xj; y *11#£11#L, M$t£|&£L 

fr0 u 2 

v'J^vl^y D-P BS£;iALTLtiiLT, 

dHUXLfco liSt 1 0 0gN 5^rBl3l'C>LT±}f^ttTfr^[3N 

U7 hlCH emo I yt i c Buffer 1ml (RED BLOOD 

CELL LYSING BUFFER, y^7ttl) ^JD^THL, 

f;Ut5MiLfco 2 Om I <7)D —P BS^to^TlSt 1 0 0 g, 5 

^Peljl'frL, h[:5ng/ml M-CSF 

(R&D SystemsttM), 10% ^V»if (FBS) 

t§MEM-atS® (-r>tfhP yi>ttl) 1 Om I ^D^THL, i? 

;UXhU-T^-— (4 0/im Nylon, BD77i^>ttl) ^ilLT/H 

S#D£I&1^O C(DHJS^7 5cm2-T 7^X=I I^LT 

, C02>r 1 B£i§#Lfc0 1 T-7^X=I[Z# 

^LTl^l^im^limXLT, LTf£ffl Ltz0 

nnm 9 
[0186] =y»j M/iT^XS iglec-1 5 =E / ̂  

T®4i 

HWJ6[Zfc^T^MLfr 1 OHMT0S7^XS i g I e c-1 5i 

Lfco H«J 8 0^)£TiiM 1 o % F B 

SM On g/m I M-CSF (R&D Syst e m s *±M) 

-MEMigifeT 1 . 5X1 05im/m I [ZpMLfrt(7)$-9 6R?°ls— h(7) 

^ijU:2 0 0/i I tSflLTs CO2^>^a^-5!-^T2 0fB1iStLtz 

o 9 6^:^l/- h^OSl^tiSf^SLT, thRANKL (RANKL 

\ ^ZfUn-vOQW) ^$t;lJt2 0 n g/m U M-CS F £ 1 0 n g/m 
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I lZt£&£?lz%i1X\Ltz 1 0% FBSt^MEM-aMl 00/i I 

liULtzo M/iT^XS i g I e 

c - 1 5=ES 0 U—1-)\,fcfos Tt7||x(7)^y h=l > h •—;U I g G (Pur i 

fied Rat IgG, R&D Systems *±M) «fc y 7 V-fb^" h 

'J r>A£|&£LfcH^>7°;k iglec 

- 1 5 TH y £ • — (No. 3) $32~1, OOOng/ml (7);I 

Mi3 3 sr0ico2-r 

y o •—(No. 3) iiN ^ 

mmtjOTlzfflBgJftftT-&£o Jg&lfstT 

ttlc, ^-X 7 T £ —tf (TRAP) 

7£&.&&LT<DmftT?mmLtzo 9 6^7°u- K&#^x;K&Jg£$£iR3l|& 

SLt, 1 % Triton x - 1 0 0 <§>5 OmM^X>i|^- h 

y^AM;^ ( p H 6 . 1) 5 0// l^#^x;UzJP^., 7°U- Mf<t a«l 

T5^rBiJi<!:aLxm^^mitLtzo ZH^O^JLMZ^M^ (5m 
g / m I p — nitrophenyl phospha te$.t£0. 46 

% hy^A£^*rr a50mM^i>it hy^Aisis (PH 

6. 1) ) 5 0 U I £JjPa.T^ST?5flfiSK h Ltzo 

— Mid 9 6^7°u- h©§^iiU: 1 NTkSHb-J- h y 7A;£;$5 0 // I £ 

JjP*.TlflU£j££ii±Lfco lf^JSJ^{f±^[3#7x;K7)4 0 5 n mWJk% 

Jt^/l$LTTRAPS140iiSI[3Lf=o 5&t/6[::;^Lfco mi5 

©77 h=i>hP—;n g GTrliSI^&T RA PS14<Dfflfl][iS#b;ti&fr 

ofro *<D — j5Vs # 3 2 A 1 3 2 n g/m I frb 1 OOOng/ 

m I (7)|EHT:\ #8 A 1 fcfot T 7 -f —=r << 'J 1 • ~i~)^ N 

o . 3 63ng/m I ^ b 1 000 n g/m I (7)|E|S|T:\ T 

R A PS140ffl]fl]jb<B8tf> btLfro 3 A 1 mts # 3 4 A 1 # 3 

9 A 1 5 0 0 n g/m I l^±0ik®WiS/US[-fcL^T T R 

mmmowmtmsbtDtitefr-otzo &±<&$ss<fcy, mmLtz^vh^ 
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^XSiglec-1 7^X©US#iflSi)lll 

$tzs #3A 

1 inH$* # 8 A 1 # 3 2 A 1 # 3 4 A 1 # 3 9 A 1 tfifa 

LT, 1 0 0 0 n g/m I , 1 g/m I Jil~F(7);It 

Jt [cfcl^T^# Rl^f £fFffl If <§> - <t Jb<T# £ o 

HMJ 10 
[0187] hSiglec-1 5M6SC(7)#gIjE=i >X h(7)fFM 

thSiglec-1 K1" UTT-

^KIB^JI*. i 5t-fcu, Tsy&iB^ji*. 

#^1 6t-fe4o C0<fc5fc®#IB^J£*JE1-3c<t[z<fcy, 
©tsi±;f^OTinths igiec-i 

[0188] a ) BJ/HM thSiglec—15 iJHs-P-#) P C R |Z J; ̂ iUte 

thSiglec-1 5(7)$ffliS^pI^c D N A £ P C RTi^if ZtztSbO) 

LT 
5' —ggggacaagt t tgtacaaaa aagcaggct 

t caccATGGAA AAGTCCATCT GGCTGC-3' ( 

hS i g I ec — 1 5 — ECD—F : IB^J^CDIB^J#-^ 1 7 ) 

RXS 
5' —ggggaccact ttgtacaaga aagctgggt 

c CCCGCTGGCG CCATGGAAGC GG-3' (hSig 

I e c — 1 5 — ECD — R : IB^J^CDIB^J#-^ 18), 

0IB$IJ£^f Z>J-'J =fZ$ Is*? K^^[C^oT^J?£Lf=0 CtLb 

(7)?°7-f T — It, G a t e w a y X> h 'J — 0 • — ^7•< "7 

— <t LT, hS i g I ec — 1 5 — ECD — FCtta t t B 1 IBW, h S 

iglec-1 5-ECD-R[:lia t t B 2 IBWttflP £ £ 5 l-fSIt 

Ltzo f>7°U-h«tLTthS i g I e 

c 1 && 
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C R&fi-otZo %h*ltz P C PureLink PC 

R Purification Kit (^f > tf h • V x >£t||!0 

mmLtz0 

[0189] b) Gateway B PJ5J£[Z££X> h 'J — 0 • — XDfEM 

A 7 7 - V© V X f A LtzG a t ewayx^/ 

• V— (>f > If h • Vx >*±) [Z<fc y H thS i g I e c — 1 5 

(DcD N A£jjj§#.&Ay*£x> h >J—<7 n — tz0 £"f 

, a) XftMLtz, a t t BlB?iJ£i»[::f#0 P C R|| t s a t t PIB5U 

DNOR221 (>f >tf hPyiVttl) 

<t(7)PBIT?N BP^P-f—tf^fflL^BPSJS^frofeo 

*liSTOP1 O^^IKSIL, • —>I3^LT=I P--P C R 

$m\ -o-tf—b-tf-^x^msSLtzo -ov-hcDv^xtfiELKmmz 
tltzt? n — XZ-DL^Xs f h©^DN AIB^IJ(7)V— 

JfeLfdg^ g W<bf £ thSiglec-1 SMSSCMj^il^zi — 

is*? KIB^IJ s) t^±iz-&?&jL^ h 
y—£ •—>^#btLfr0 

[0190] c) Gateway L R JSxJfclZ cfc • — ls(DWM. 

A 7 7 - y © y X f A LtzG a t ewayx^/ 

• V— (>T > If h • Vx >*±) [Z<fc y H thS i g I e c — 1 5 

(D c D N A&mft&Ajtz%m9 • — y&WTOJJ&VftWkLtzo b) XftM 

LfrX> h y-^7 n — yits << >"9— h(7)i^5i[Za t t l_IB?iJ£^f LTl^<g> 

o ^(7)X> h y—^ n — yts a t t RlB?iJ£^t~ <§> 2fI^I(7)f:VX h*— 

£/a £0^1- R£p-f—-t?£JBl^::L RJ5J££fTo*:0 fcfcx 

-fx h^-ya>^^-lt -r h(7)C^fJ[zv 5X t° I—-?°t 6 X 

H i s ^ P DO NMN h(DC^ 

fJIZ t h F c £ WttJjP £ a dl&It p h I g F c (7) 2 

l^o L Rj£j£[z£ yt#bftfcJ£j£;$£ffl^T;y§®TO P 1 0&JVM$E}& 

U &btltzM&M1&2 • — >tZ$tLX*>—£x>XflMJf£?Tl\ &&*.;&< 
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IE L < Ltz0 

V—p DO NMSlIp h I g F c (7)i^TIE L < 

fo-otz%ZM,9 •— y (RT/HM t hS i g I ec — 1 5/p DON M&t/oJ/ll 

ithS i g I ec-15/phIgFc) tfs 

t hS i g I ec — 15/p D O N M %WMhWfo1Si E [C h7>X7i^>3 

1 9iztmLtzi&mzm%^t&mR 
N A^iK¥^ti, mm<Dmm^2oiztmLtz7$;mzm$:^t&m 
SM (t hS i g I ec — 1 5 — H i s) ^f$liRcFtl<§>0 RT/HM t hS i g 

I ec — 1 5/p h I gFc E I- h7 x v a <§> Z. 

tiz&vs mm<Dmm^2 1 iztmLtzi&mzmz^t&mRNAmi 
¥£*u mm<Dmm^2 2iztmLtz7$;mzm$:^t&m&n (t 
hS i g I ec — 1 5 — Fc) 

mmm 11 
[0191] 2 9 3- hSiglec-1 5 M6SC^i§#;$(7) 

^•il 
a) thSiglec — 15 — His #;^'±p#;S(7)|p|M 

ili 1 0 TM# b thS i g I e c — 1 5/pDONM^2 

5mgIILfc0 ^iSiLfc^)II^b(0^7X5 Kf*Mlz(iN f 

> tf hPVi> PureLink HiPure Plasmid Gi 

gaprep Kit (^T>lfhPVx >}±§£) L tz 0 MML tz~?0=? 

X5F^Opt i-MEM ('f^ehPyxVttl) tMSLs 

ya >St2£T?&3 2 9 3 f e c t i n hPyxVttl) ?50 

m I ;^DLtfSt2 OflfiSK >^K-va >Lfc0 1 

%K - V'J >-X h U?° hT-r -5 Freestyle 293 

Expression Media (> tf h • V x >£t||!0 ^t3 T 1 . 0 

~3. 4X1 06$ffllS/m I £&<§>£? [3 2 5 L AV 7T?0i=Hzxi£#gM (w 

AVE Bioreactor) l^Tip® Lfr FreeStyle 2 

9 3-FiM (^>ehPyx>ttl) [C^iPLf=0 6-12% C02;lJt 
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, 3 7°cx9 6B#PH1 (4sr0D mmm (300$^) Ltzmztm&z 
HUlRU m>b/M%LXtm±:M^mmLtz0 c©d;ai:LtiILfciSi± 

thSiglec-1 5(7)$ffliS^fI^C^i|lJ[ZV 5X t° I ~J t 

6 x H i s £ ^#}JQ cFftfciiicfiSC (t hS i g I ec — 1 5 — H i s) 

[0192] b) thS i g I ec-15-Fc^»ll 

H«|J 1 o xm t h S i g I ec-15/phIgFc^ 

5mgiiLfc0 xmtmLtz*mmfrt>(D7o^x=- -r 
^ bf h • V x > PureLink HiPure Plasmid Gi 

gaprep Kit (> if h • V x >}±§£) L tz 0 MML tz~?0=? 

X5F^Opt i-MEM (-T>fhP yi>ttl) :7-f;U£ — 

MSLfcft h^>X?x^ va 2 9 3 fect in (-f >tf h 

• yi>ttl) ^10 ml » LT^Tr 2 OflfiiK >> a > L 

fr0 ZFreeStyle 293 Expression 

Med i a (Ot"hPyi>ttl) ^t~1. 0~3. 0x1 06ffl/m I 

x 5 L (1 L/77X^5$) <t&<g> 

Xt^mLtz Freestyle 293 - FffllflS (-f > If h • yi>ttl) 

ClMlLfco 8. 0% C02;lJt, 3 7°CT9 6B#P01 (4SPB1) 0$E±S# ( 

1 2 5 0!K/#) ^'^HLT±S#±}f^PML 

fr0 thS i g I ec-1 5(7)$ffl 

t h F c £ WttJjP ZHtzm&M (thSiglec-1 

5 —Fc) %> t%7L btL-g)o 

UMI 12 
[0193] Mt hSiglec-1 5M6SC(7)fi!M 

a ) "SJjgM thSiglec — 15 — His 0)|*M 

a — i ) HisTrap HP^):7A'i7P'7'h 

1 1 N a ) TTIRIM LfcthS i g I ec — 1 5 — H i s 

tz 2 9 3 F$ffliS(7)±S#;S 12L|Z1350ml(7)10xbuf fer (50 



Z)Y^¥HUJ9 o 8 J n o s e y ̂ v1SfanqHizkQ?4:a (9 •L 

Hd) IlllOH-s ! J1 IAIWO VHO %L 0 

^^niF9a (HTftz^CiS) — $ir>£Ao xs i i i 

z 01:1 w d -"ooo e so0i7 
s-]^^n (@s sn D i/^a-ao0i7Z] (9 ^Hd)®nioH-

s ! J 1 IAIUJQ 9§4.^Sd VHO % I " 0 £ I w Z 

MS a d - N-^n niiiaH 21 • 4Y^¥d H ssojBndes-IN 

H2LIH4Y^¥0 so J nosey (| |_B [^610] 

°-mz i ^ 
8 3 S!H — 9L — oel§!SH^ ^ fl #£0 L 2) 

MZ^mcDz •eir<£<-A-=nigM=Jssd-N^f^ sa 

1®sad-N SW-I 

Mo L - a d --Msp an ̂ Hizka (s a d - N ) W^flK u Q 

I^IOBN IAIlQ?4:£|wg ea 

o0i7 s w ci • J ooo ezw^-t^u-mmw \ 
Zt$X (MTiZ^ri s) 9L-BJ } in U o o i ujvS^iffQii s-l 

I ^8®^ I O e N ^9ai)Pi§4-?g|»G)I9 

M-i i °-+nwv-) arft£<>o 8 

q n i d J o s — | u j |AI sXI ¥2- u 

! w/ I 1X1 9 2 U^givl 1^002 (0 " 8 H d ) ty'MW lOH-s 

! J 1 i/Mtu 0 9Q^ e | o z E p | LU j |A|w o 0 9 ' I 0BN IA|w 

00 S s:ii-ni:¥?Y^¥au ! w/ I w8U3jgiv1IM£ I wo 0 17 ( 

0 '8Hd) ^®SI OH-s ! J 1 IAI wo 9s^$ I O e N lAI^OO 

S °^-f-)v^au ! w/ I WO I woo L 

»'Y<V<-^Z) dH ssojBL|des— ! N (>^0 
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1 ec — 1 5 ̂ (7)$p-n ̂ Rlii£+L<g> ^ <t cfcoT, 7 7 htJi?') 

XSiglec-15^/^ •— 2 A 1 (7)1 If I 7°li, t h 

Siglec-15 V-set (NCBI 

©ACCESS I ONf^N P 9 9 8 7 6 7 0)7 5 / SilB^JXIilB^tf) 

IB^J#-§-2[ZlBii(7)7 5y mW\0)3 9M1 6 5 # g (7)7 5 / b 

T&&Zttf7jk£lntz (014) „ 

nnm n 
[0213] 7 7 M/iT^XS i g I ec-15^y{7 • — 3 2 A 1 (DR^PI 

^3-h't^cDN A^ii^^^SlB^iKT)^ 

a) mRNA®ll 

/W^lJF-7#3 2A1tt, iM(6, a) l:toTigiLfc„ 4x1 
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0 J'lJ K—"7# 3 2 A 1 fr b, QuickPrep m R N A P 

urification Kit (GE Healthcar e £t) 

T, &6 5|ig©mRNArilLf:o 

[0214] b) cDNA (5' -RACE-Ready cDNA) 0-&JS 

cDNA (5' -RACE-Ready cDNA) a) 

LfcmRN A0O. 3 |J Pr imeScr i pt Revers 

e Transcriptase (T A KARA#) <tSMART RACE 

cDNA Amplification Kit (Clontech £t) 

i^XmMLtzo 
[0215] c) 5' -RACE P C RIZ&&# 3 2 A 1 c D 

N A (Dittos 

# 3 2 A 1 cDNA^PC RXt%^* ZtztSbO) 

"7° 7 — d: LT, UPM (Un i versa I Pr imer A Mi x 

: SMART RACE cDNA Ampl i f icat ion Ki t [Z# 

M) 

RXS 
5' —GGCCGGGT GGGCT ACGTT GCAGGT GACGGT C 

T G — 3 ' (RG2AR2: 2 3 ) 0IB$lJ£*Tf&* 'J =f 

Is*? U PMli SMART RACE cDNA Amp I i 

f icat ion Kit (Clontec h £t) 1L, R 

G2 AR2lif-^-X©77 hM (I gG2a) 

bmi LtziklZlg}Hzm'DX£j&Ltz0 

b) Xnf&Ltz c D N A (5' -RACE 

-Ready cDNA) £|fM<!:LfcN 5' -RACE P C R [Z £ <-J # 

3 2 A 1 c D N A^i^rpsLfco PCRli, A d v a 

ntage 2 PCR Kit (C I o n t e c hft) +f~—7jl/ 

9 4 °CX 1 ftfhWmLfzik, r 9 4°CT0. 5# 

s 7 2°C-e3^j 0)%m-y-'f<7Jl'$5lE]mijmLs XlZ r9 4°C-eO. 5# 
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, 7 0°Ct-0. 5 fts 7 2°C-e3^j ^ ;U£ 5 M L, £b 

I: r9 4tt*0. 5 fts 6 8 °CT 0 . 5 fts 7 2 °CT 3 ft\ 0 ;U 

^2 0@iyiLt^b, 4°CXU)mtLtz0 

[0216] d) 5' -RACE PCR[:J;§#32A1 c D 

N A (Dittos 

# 3 2 A 1 cDNA^PC RTfi^St" &tztSb(DZ>° 

7*1' "7— d: LT, UPM (Un i versa I Pr imer A Mi x : 

SMART RACE cDNA Ampl i f icat ion Ki t [Z#M) 

RXS 
5' —CATGCTGTACGTGCTGTCTTTGCTGTCCTGA 

T C A G — 3 ' (RKR2: 2 4 ) (7)IB?lJ 'J =? 

U PMli SMART RACE cDNA Amp I i f 

icat ion Kit (Clontec h £t) 1LN RK 

R2iif-^-x©7 7 h$m uti) 

[C^;S[Z^oT^J5)cLfco 

ZG)Z>0z"(^—(Dmft£t>-&t, b) T^LfccDNA (5' -RACE 

-Ready cDNA) <!: 5' -RACE P C R [Z £ <-J # 

3 2 A 1 c D N A Ltza PCRli, A d v a 

ntage 2 PCR Kit (C I o n t e c hft) +f~—7jl/ 

+)--( 0 9 4°CT 1 ftmumLtz'iks r 9 4°CT0. 5 ft 

s 7 2 °CT 3 ftl 0)}&J!+M^;U£5[I]if#<'JML, &.IZ r 9 4 °CT 0 . 5 ft 

s 7 0 °CT 0 . 5 fts 7 2 °CT 3 ft] (7);iij£+M ̂ il/^SSiyiL, £b 

[: r9 4°CT0. 5 fts 6 8°CT0. 5fts 7 2 °CT 3 ft\ 0 ;U 

^2 0@iyiLT^b, 4°CT{^<!:Lfco 

[0217] e ) c D N A(7)^SlB^iJ(7)^^ 

c ) Ti^i Ltznmo^mmo cDNA^M i n E I ute PCR 
Purification Kit (QI AGENtt) tz& 

[Zs D N AIB^IJ(7)V— 
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LT, 

5' -CTCCAGAGTTCCAGGTCACGGTGACTGGC—3 

' ( R G 2 A R 3 : 2 5 ) <J>WM 'J £ UTf" 

J- F^f-^-X07 7 hittl (I g G 2 a) blxff 

LtziklZlg}Hzm'DX£j&Ltz0 

[0218] d) T±ifpSLfc$5il(7)"pr^pI^(7) c D N A^M i n E I u t e PCR 

Purification Kit (QIAGE N*±) l^TftM^T o 

tz'ik[cN D N AIB^iJ(7)v—^x>x^Jf$-H^Lfco v— 

— t LT, 

5' —TCCAGTTGCTAACTGTTCCG — 3' (sqRK: IB^lJ 

6) (DIB?iJ£^f-f&7NJ dxv K^X-^^-X(7)7 

7 h$£tl (/cUS) 

o 

[0219] is-oc DN Ait, mm 

(7)IB?|J#^ 2 7 [ZiBii(7)^SlB^J^^ LTfc y , IB^a^IB^J#^ 2 8 [ZfE 

18(7) "7 5 / SilB^iJ$•=! — KLTl^-So IE^IJ#-^- 2 8 ©7S/ 1 7b M 1 

75/it#^2 0 7^1 4 0l: 

^-LT7 5/ii#-§-1 41J^I1 6 

7T^^tL^,7 5yiiiB^j^sti^^i^ (gp^) ±SB(7)Sii 

IB?iJ#-§-4 4[Z;^£;|x£7$/iiIB?iJfrb&<g>CDRH 1 (D 

YFMN) N IB^iJ#-§-4 5[Z^^tL-g>7 5yiiIB^J^b^-g)CDRH 2 (Q 

I RNKI YTYATFYAESLEG) „ &t£lB?iJfr§-4 6 

5 J StlB^iJ ̂ b^*SCDRH3 (SLTGGDYFDY) ^MLTl^„ 

stz, cDNAit mmomm^o29iziEiitf)^ 

£lB$IJ£*ILTfcy, IB^ija0IB^J#^3 0[ZiBii(7)7 5yiiIB^J^=i- K 

LTl^^o IB^iJ#-§-3 0(7)7 5yil#-§-1 JbM.2 0 (Zjr^fo&T 5 / SlIB^iJ 

tffr&tsVi-Jiss 75/ 11#^ 21M1 32 IZw^fo&T 5 / StIEW$£ 

H^LT7 5/ii#-§-1 3 3 ftM 1 3 9 5 / itlE^iJ 
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±sE<7)$£ti^miM[£, IB?IJ#^4 7 
[3^£;fx£7$/iiIE?iJfrb£:<g>CDRL 1 (RASQSVT I SGYSF 

I H) N IB^iJ#-§-4 8[Z^^tL-g>7 5yiiIB^J^b^-g)CDRL2 (RAS 

NLAS) , St;iB^J#-§-4 9[Z^^tL^7 5yiiIB^J^b^-g)CDRL3 

(QQSRKSPWT) 

HMJ 18 
[0220] 7 7 M/LT^XS i g I e c - 1 5^E/ 0 • — 3 2 A 1 (7) t h^r 

>7fcv>X h7^ h(7)fEM 

a ) ^-pEFl/FCCU-Ui;pEF6KCL 0)fEM 

a ) - i ) t £-pEF6KCL (7)^^ 

^7^5 h'p E F 6/V5-H i sB (I nv i t rogen) <t 

LTTSE^-rT-^ffl^TPCR^Td-^ICcfci'J, BGHpA©It ( 

2174) Sma I (2958) IT0DN AUT^T ( f 1 o r i 

gin of r e p I i c a t i o nJ[{/SV40 promotor 

and or i g i n^tsDNA77^>h, IjlT, l"?^?V>hA 

J tt&o ) 

5' —CCACGCGCCCT GT AGCGGCGCATT AAGC—3' 

—E F F 1 : IB^lJUcDIB^lJ#-^- 3 1 ) 

5'-AAACCCGGGAGCTTTTTGCAAAAGCCTAGG— 

3' (77^7-EFsmaR : IB^lJi^3 2) 

!#btLfc^7^v> hAt, t h/cil^v^;u, 
tfthpo I y A#J)Dy^tJ^^- Kt~ £ D N AlB^J^fr D N A?7^ 

>>h (IB?iJ#^3 3) JMT, l"?^?V>hBj tt&o ) 

7^PCR[:i:yiS^Lfc„ !#btLfc^7^V> hA<!:?7?V> hBi^' 

ftp n" Lfc D N AlffJn (JMT\ r 7 V* > h A + B J ) ^WMlf ̂  

K p n I MSm a I TiPHt U Willf! K p n I RXSSm a I X:Mit Ltz 

7°7^ 5 Kp E F 6/V 5 - H i sB (I nv i t rogen) <t 7 4 f 

-va>L, E F 1 ?°P^—£—^ •— -
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K t &t/t hpo I y A#}JPV^;UIB?IJ£&ON t h 

$ — pEF6KCL ZmBLtzo 

[0221] a) -i i) PEF1/KCL0il 

±tZ(Dfi}£bftfc p E F 6 K C L fr bOTllfl! Kpnl S m a I 

T?tf]yaj£jtlf::DN AHf^T^N Kpnl Sl/Sma I TiPHtLfcp E F 1 / 

m y c — Hi sB (Inv i t rogen £t) —V3>L, 

5 Kp E F 1 /KC L$-timLfco 

[0222] a) - i i i) t hStlfgljE^^-p E F 1 /FCCU- 1 0^ 

t h I gG 1 v^;UIB?iJ£t/:^1M07$/ii£=i- Kt^DN A IB 

5>j^t?DN AWTK- 4) zmmmu h e i &t/pm 

e I TiPHbU N h e I St/Pm e I TiPHt L fc77A5 KpEF1/KC 

L<tJS£U E F 1 ^P^E—0T3SE[ci/^-f;UiB5>J, ^P-->^+M 

hN t hp o I y AfaflP t hit 

HHIjE^^-p E F 1 / FCCU - 1 

[0223] b) #3 2 A 1 t h^7fctMH#§IJE=i>X h7^ h0fFM 

#3 2 A 1 EtlW^H^0c D N A£P C RTfi^if ZtztibOZ?^'t — 

t Lt, 

5' -aaagc t gagcGAGGTGCAAATTTTGGAGACT 

GGAGGAGGC—3' (32A1HF: IB^J^0IB^J#-§- 3 5 ) 

RXS 

GGCCCCAG — 3' (32A1HR: IB^J^0IB^J#-§- 3 6 ) 0IB5U £ 

[0224] t£t$s :tlb©7°7'f7-ttPCRli^pEF1/FCCU-1[:|l^ 

^ijpiii^B i P i mmzmtftti)u£ti&&:iizmiLtz0 zo 
>7°u- h t Lt, H«|J1 7 N e ) till 

^nzm^pcR^^-otzo PCRII 
$-M i n E I u t e PCR Purification Kit (QIA 



) I M ! s g SQ# (ftVid V>1 V±) I a P NiSll$n 0>l9d 3 d 

N a^n^H&a (Tis a v i o i a aNvnoN3 A/\3N) 

IM! sa (Tivyv^vi) i 8PN^£1MI$ 

(TtN30V I O) 1 ! » uo!ieo!j!jnd U0d ® 1 

n I 3 u ! o d °:^^yOdv1i:]?^ MilVN a o CD 

(s v i»n 

BjfO)-^>^a)i: °^n4-I?S=J&^?"^^D?#>yf^3B3lsSs IM ! sgia 

S|[l$¥j2jy 1 LV2S ^[£2B$sS: I 0 P N ̂ |1®|[|$¥]Z] d 1 LV2S SZ] 

O* 9 d 3 cl o d£J —[9220] 
o^np^ac^z]¥^$.d 4 zj=r,-t<2 

±&ZtemCD ( 6 S ##[£SBC0^[£SB ;yi LV2B) ,e-0O0VOO 

:Q# 

( 8 S £-#[i£3l(0^[i£3l : dl I V 3 £ ) ,0-00111001001 

san =? 

-2i>^0g?-^4-H^ayod$vNa oWi^MIi5i1 vz s# 

fi^OH >^H ^ LV2S# (o [9220] 

rnood/ 

L d 3 d/H L V 3 S J £-$4vlE5£-.^aY£{^H —fr<> > H 31 

a e^mMmcD 
^[l£3l : L Id) ,e-oooviviovoiovoovivvi- (9 

san :?—*.>£:,£a>9?^a>*<x£—<«. ° 

—fr<> 

L vs 

[&a (Ttsavio i a ONVIONS M3N) I a I gL 

-nood/td3d N a^n^'a (Tis a v i o i a ON 

V10N3 M3N) I cl I a^|l®|[l$ (TiN 3 O 

t6Z9S0/0I0Z<IfAL3d 66 IIOZJI/OIOZ OAV 
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NEW ENGLAND B I O L A B S *±) TtfJRfr LtzBpftiZffiAir & Z 

t |Z # 3 2 A 1 t h ̂ r- > 7 =i h7^ h H L tz 0 -i 

>•9— h(7)IB^J[iv-^x>xmjf[3^ MULfco is—<7JLyX<Dtztib<D 

7 LTI*. 7[ZiBii(7)^07-rT-F 1 1 

fflLfro IEL<-r>-9— r3 2Ai L/PE 

F 6 KC LJ Ltzo 

[0227] b) TfFM£*Wi#3 2 A 1 t h + IB^a^IB^iJ 

#•§•4 0 IZtiWiOy? 1/*? KlB^iJ^-^" LTcfc lJ N IB^IJ||(7)IB^IJ#-^-4 1 |Z 

1518(7) "7 5 / SilB^iJ£ =i— K LTl^-So IB^iJ#-^-4 1 ©75 / Si#-^1 ftM 

1 9[c^^tL^7 5yiiiB^ijfr^v^;u, 75/ii#^20ftMi 40 

^LT75/it#^1 4 1ftM4 

7tts c) vim 
Ztltz# 3 2 A 1 t IB^iJ H (7) IB^iJ #•§• 4 2 [Z|B 

KiB?ij£^r LTfci-j, sizsEi^ys/ 

SiIB^iJ$-=i— KLtl^o IB£iJf|-§-4 3(7)7 5/iif|-§-1 ftM2 OIZ^^tL 

^>75/iiIB?iJfr#$v?^;k 75/2 1 ftM 1 3 2 

5 / iiIB^Jfr$5ilW^fI^, f LT75/1 33ftM237T^£;h, 

^>75/ 

UMI 19 
[0228] 7 7 M/iT^XS i g I e c - 1 5^E/ ^ • — ̂ Utfifa# 3 2 A 1 (7) t h^r 

* 7fct^(T)|p|M 

a) th + >7»4i 

ftifciiMSHtf) 2 9 3 F r e e S t y I e ijtt 3 x 1 O M@ £§TII& 3 Om 

I (30ml 1 • 7 h <t LT 4 • 7 hfEM) ©FreeSty I e2 

93 Expression Medium (Inv it rogen £t) I-

ISflL, 3 7 °CN 8%C02-r TJI<t d±S#Lfr (125rp 

m)0 Polyethyleneimine (Polyscience fctM 

#24765) 3 00jU g^Op t i-ProSF Mt%t& ( I n v i t r 
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0 g e n *±M) 1m I [Z&Jg U iSf 5 Ltz„ H«J 1 8[ZfclM: 

ftmZtltz# 3 2 A 1 t 3 2 A 1 H/pE 

F1/FCCU, RXS#3 2 A 1 t h £ — 3 2 A 

1L/pEF6KCL^, PureLink HiPure Plasmi 

d ^r7h(Inv it rogen £t) L tzQ 3 2 A 1 H/p 

EF1/FCCU (15/ig) St/3 2A1 L/pEF6KCL (45|ig 

) Jim I ©O p t i—ProSF M±p±t!l (Inv it rogen £t) IZ^;J=j 

Ls liSt 5 ̂ PEaUftiiE LtzP o I yethy I ene imi ne/Opt i 

Pros FM;I£;$1m I [Z^PH.N £ b [Z^g 5 ̂ PHI^M Ltz 0 ^[ZPo I y 

ethy I ene imi n e / £ —/Opt i ProSF 

2ml£293FreeSty I e $l!flS88>gjft0 1 • 7 hlZ» U Jf <t d 

tsm&mnzo 3 7°C, 8%CO2*T7HP01i$#Lfc^ ±S#±;t£P7 h 
^tlZ\M\l&Ltz0 

[0229] b) th 

±IHT!#btLfr±S#±)f 9 0ml (3 • 7 h^) A L 

GEN EttM #2 9 5-4 54 5)t, P B ST^FtHt LfcM a b S e I e 

ctSuRe 0. 5m I (GE Healthcare Bio — s c 

1 e n c e*±M # 1 7-5438-01) &1)U 8 0 r p mN 1 0°CTr 

-mmtoZ-tttzo 10, JlfaJHUXLP BST&;$^ 1M 
( p H 4 . 0) lZXm*&%ttiLtz0 ;£tii;i££P D 1 0i)7A(G E^MUX^ 

7'U :t+Mx>X*±M # 1 7-0851-01 )IZtP BSIzMJt^ 7 

5 =i >^Jbh7-4 (5 #UFC80500 8)[ZT;l^gL t h 

1. 2m I (0. 9 8m g/m I) B ±L 

KTU-M/UTh^cJtlt U-0 0 8 0 DlZT 2 8 0 n m £;lij£ LIT 

utj Ufco 

HMJ 20 
[0230] 7 7 M/iT^XS i g I e c - 1 5^E/ £ •— i~MjL{*#3 2 A 1 ©t h^r 

i g I e C — 1 5 SSMlZ^l""^"-g)$p -ntiflMiffi 
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nwn h#3 2 A 
1 mmmsmwzuTojj&xmiz Ltz0 HWJ 4 ctii Ltz^ox s 

1 g I ec-15-FcJPBSt'1jt/g/ml -f A/ "7° U— h 

(Nun c*±M #4371 1 1) |C1 OOji I 4°CTr 

hizm&n&vmzvtzo 10, ^I^PBS 
-Til (PBS, 0. 05% (v/v) Tween 2 0) X 2 

\ X^A5;u^ (&&¥LHtt§S[) £p BST5%[Z#|RLfr;§;SJ3 5 0 

I/^I;UT?#&U ^T2B#rB1lfMLfr0 LPBS 

-Ti[;t3 0a;m o. 2 5 U g/m \ (Dt ( 
0 fjt g/m \ s 0. 0 1 6/i g/m I, 0. 0 5|Jg/mlN 0. 1 6// g 

/m I N 0. 5 /i g/m I , 1. 6 6|t! g/m I , 5 /i g/m I ) ©#3 2 

A 1 7 h =l y h • —JU I g G (R&D systems 

#6-00 1 -A) ©;!£;£;$ (g*t;lJgO. 5%©X+A5i^^P 

BS;|) 100/! i/^imMiL, 2B#pBl^T!fMLfco 

P BS-T^TSm^xyUj^jftt, TBS-Tl (TBS, 0. 0 5% ( 

v/v) Tween 20) t' 2 5 0 0 LfcA I k a I i n e 

Phosphatase — conj ugated Af f i n i Pure 

Goat Ant i — Human I g G (Jackson Immuno 

R e s e a r c h #1 09-055-097) J 1 0 0 U I /^i;U 

TrfflU ^mX 1 mm$W:Ltz0 iSL, TBS-Tit 

(Rochettl #1168198 

2 0 0 1) J 1 o o U i /^i;UTffl tt-otz. g^SSC;^ 

JP1 0#&, ?°u- h #3 2 

A 1 t 7tft©70xs iglec — 15 — Fc [Zftf <§>$n 

£tz# 3 2Aliftd:t 

7^J|H];lJt(i : 1 )[3T;I^Lfrli^, &J4 0%©M^ia:i:fr^^tLfr 
o lot, #3 2 A 1 \K\tt t 7^XS i g I e c - 1 5 

- F c[Z^LTI5[S|H]^©ll?Pl4Jf#0<!:#^btL^0 -^7 7 h=l> hP 
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—)l/l gGtt, IPIIJ/iscFfefr-otz (11 5) o 

nnm 21 
[0231] 7 7 M/iT^XS i g I e c - 1 5^E/ 0 2 A 1 (7) t h^r 

a) 

ili 1 7 M/iT^XS i g I ec-15ty^P 

2 A 1 (7) t 

fi«^Mt^(7)§^ £&§* Lfco HWIJ 8 (7)^&TPM L/c^X# «tt 

^)M£10% FBS<t1 Ong /m I M-CSF (R&D Syst 

emsttM) 5x10 5$fll£/m I |Z|S|M Ltz& 

0j9 6^7°U-h(D§^iiU:2OO/i I fHfl L X s 

— ̂ t'2 Sr01±S#Lfro 9 6^7°u- Lt, thR 

ANKL (RANKL, ^7°Pf7^il) 2 0 n g/m I N M-

C S F $• 1 On g/m I [Z&S £ ? Cl^P Lfr 1 0% FBSt^MEM-

ai§±t!n ooii i %mnLtz0 zommsmmz, HWIJ6IZ^^T^ML 
tz^V M/iT^XS i g I e c - 1 5^E/ ^ •— 3 2 A 1 <tH^ 

m 1 9[Zfc^T^MLfr7 7 M/iT^XS i g I e c - 1 5^E/ ^ •— ̂ -;U 

\H\t#3 2 A 1 (7) t 7KI$J3~1 00 n g/m I (7) ;lJt [::£:£ £ ? 

[c«LT, MI3 3 HP0lCO2-r >^zLK-^-^Tr±g®Lfr0 

, JfM £ ft* X ? 7 $ —tz (TRAP) ;S14 

£H«J 9 [3lHii(7)^;ST:ilij^ Ltz„ lff!J£J£ii ±&C:#^ i;K7) 4 0 5 n 

mMftJt J;liJ^LTT RA P S14(7)f||I[Z Lfr0 JIH 1 6[Z^Lfr0 

#3 2 A 1 M/LT^XS i g I ec-15i/^ •—1~ )\s\H\* 

#3 2 A 1 (7) t 5 0 n g/m I Jil±(7);lJtTfflM^ 

m*\tzT RA p%^(Dmwmtsbt>titz0 y, 77 MJCT^Xs 
iglec-1 5^E/0 •— 3 2 A 1 (7) t h + /7^77 h 

#32A 1 m-wmv&oftittf&m 
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[0232] b) (TRAP^) 

IE^ t (Normal Human Natural O 

steoclast Precursor Cel I s N U If A 

s i]^p^2T-i 1 o) h=i-;nc|^9 6ft: 

^u-hcn x 1 -»J£!JE 
ifiUf (*t;lJg 10%) , thRANKL (ItjlJt 6 6 ng/ml) M't 

hM-CSF ($t;lJt33 n g/m I ) UttO P GMg|)DB^7 h 

(H^DI^^ y it A, t> $ • p T - 9 5 o 1) Ltzm^tamm 
MS*Hi£±t!} (OPBM, y If A, t> $ • P T - 8 2 0 1 

) HJf50IJ 1 9TPMLfc77 M/iT^XS i 

g I ec-1 5^E/0 •— i~MjL{*#3 2 A 1 (7) t h ^tnH* 0 

. 3N 1N 3N 1 o/ig/m i C02^>+i^ 

— f£T3 Sr01±S#Lfro U 1 0%4]t£*;UT y 

Lxmv&miz&fi'Dtzo mv&miiik, ms?KT2[H&;$U TRAPM 
(0. 27mMt7l ;U A S - M X 'J >Si (V?T*±M) N 1. 6mM 

Fast red violet LB salt (v^TttM) % 1 %V 

> T;U/1N;UA75 h\ 5 0mM)i5ii^-h y o. 1 h y ^A 

( p H 5 . 0 ) ) £ 1 0 0 // I /ftffl U 

i^7KT2[Hft;$U (H11 7) „ T 

R A # 3 2 A 1 (7) t 7^(7)^^(3^ y 

0. 3/i g/m I 1 0 jU g/m I (7)l5HlTtrp$IJ cSfritz 0 

UMI 22 
[0233] 7 7 M/iT^XS i g I ec-15t/^ n~i~Mji{*#3 2 A 1 (7) t Mb 

tfifa(7)Is:I+ (1) 

a) #3 2 A 1 (7)t MbA— V3 >(7)ISIt 

a ) - i ) # 3 2 A 1 'J 

#3 2 A 1 y >?\t LT-IS 
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flfll-iaSL vV0 L SV6 SVZ. SVS L—2$-^^^l^,arl^-3r s¥)2 Hy ao 
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#3 2 A 1 

0)7 is—A 9— 0 %^0)W.¥\^:, \1iW-0)T 5 J iilB^iJ (7) K a b a tf—£ ̂  

—X (Nuc. Acid Res. 29, 205-206 (2001)) 0)± 

XO)t V7 U-A9-^ <tJ±$£U $SS<t Lt, M3 7 GO 3 7 'CLfift 

fr? U-Ar7-^fIi^[CO^T(7)7 3%(7)IB?iJf!|H]t£[::it50LTN 7^?° 

£ —<!: LTitUR^ftfco M3 7G03 7 ' C L [:oi>t(D7 U—A9 — 

i^(7)7 5y #3 2 A 1 [:oi\T075/Mfc 

^>75/iifrf£ffl£ft<g>M£|H]:i£Lfco -ft b(7)$IS(7)tem(^ 

£ftfc#3 2 A 1 (DH&TE^Ef^U^ffl LT^ftf^ft, 

-f cFft-§>^ cf K"t"—5SSfr\ Queen et al. (P 

roc. Natl. Acad. Sci. USA 86, 10029-1003 

3 (1 9 8 9)) [z£oT-^bft<g>S¥[3£oTMiR£ftfco 

[0236] # 3 2 A 1 0)7 U—A9 — ̂ H^(7)IB?iJ IgBLAST (Nuc. A 

cid Res. 36, D25-D30 (2007)) 0)±X0) t h7 U—A 

9-^ <tJ±$£U $S^<!:LTN LllliA A B 3 4 4 3 Ofr? 

ig[ZO^T(7)7 9%IB^iJtl|H]14[3S5SLT, T 0 ̂ .7° $ -1 LTiliR^ftfr 

o H||[iCAF 3 1 2 8 8fr? U—A9 —^fIi^[CO^T(7)7 8%(7)IB^Jtl|H] 

IfcitSISLT, T0*.7°$-£ LTiliR^ftfro Lfgli A A B 3 4 4 3 0 [Z 

HilliCA F 3 1 2 8 8l:o^t©7U-A9 — ̂ ^(7)7 5/11 

#3 2 A 1 [:oi\t®75/^£<§>7 5/ iifr 

f£ffl£ft<g>M£|H]:i£Lfco -ftb(7)^S(7)M(i, ±Tfim£ftfc#3 2 

A 1 ©H^TE-LT^Jf^ft, •?• L T 7 £-tz — ±I3^7?T-

-f >-^7 eFft-S^cF K"t"—51SfrN Queen et al. (Proc. Na 

t I . Acad. Sci. USA 86, 10029-10033 (1989 

) ) [::£oT-^bft£S¥[3£oTilliR£ftfco l^"fft(7)^;S&s 

ftfclK ofr(7) K-f—<§>-<!:l^ot, t 

h'fb# 3 2 A 1 IB^JjaT(7)||Wij[ZlBi6^ft^)cfca[3timLfro 

[0237] b) # 3 2 A 1 Mil(7) t h'fb 
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b) - i) h#32A1-TlH^ ?°SII : 

2 8 3 2 A 1 £11(7)7 5 J 2 3 (4 

VP-Tv» , 2 4 (P^y» , 2 6 (XU7h"» N 3 2 PJv» , 

4 3 (XU7h"» N 6 1 N 8 9 (A'J» , 9 5 (7X 

, 9 6 , 9 7 , 98 , 

10 0 (A'J » , 10 4 (A'J » N 10 5 (i? U » , 114 (>f VP 

-Tv» ^ 1 1 8 (xu7h-» s 134 (A'j» N 135 

) , 1 40 (P-(V» 

, ^'JvX ?X-;U77->, 7^->, 'Jv 

7X/^^X 7X/^^X A'JX 77 = 

>N XU7h">N i?'J t h 

-ft# 3 2 A 1 Mil £ rh#3 2 A 1 - T 1 H £ -< ?°Et!j <t^n^Lfro 

[0238] h#3 2 A 1 - T 1 H £ >f ?°StI(7)7 5 / illB^JIi, IB?im<7)IB?iJ#-^ 5 

1 IB^iJ#-§-5 1 (D7 5/iiIB?iJ(7) 1 ftM 1 9f|(7)75 

/ $ISfrb£:<g>IB?ik 2 OftMl 4 0#g(7)7 5/it$ISfrb£:<g>IB?ik 1 

4 1 ftM4 7 0#g(7)7 5/ii^Sfrbft£IB?iJfr\ V?^;HB?iJ 

, & 0 IB?IJ#^5 1 (D7 5ysiiB^j£ 

=i— F "3" <§> ^-^7 KlB^iJIi, IB^IJ||(7)IB^IJ#-^-5 0 IZlBili^ftTl^-So 

IB^iJS-^-5 0(7)^-^7 l/JrJ- KlB^iJ(7) 1 ftM5 7#g(7)^'i7 l/*J- Kfr bfe<5> 

IB^iJs 5 8ftM4 2 0#g(T)^'i7 \sirJ- Kfrb-§>IB^iJs 4 2 1 ftMl 4 1 

0#g(7)*^ Kfrbft£IB?iJfr\ 

mm, mmmigmmzm$=i- ati^„ IB?IJ#^5 OOXV W*? K 
IB^iJ^t/IB^J#-§-5 1 (7)7 5 / SilB^iJIi, HI 2 7 (Z 

[0239] b) -i i) h # 3 2 A 1 - T 2 H£ -< : 

IB^iJ||(7)IB^iJS-^- 2 8 IZ/js^ft-S# 3 2 A 1 jEtI(7)7 5 / 2 3 (^f 

VP-Tv» , 2 4 (P-fv» \ 2 6 (XU*-» s 3 2 PJv» , 

4 3 (XU7h"» N 9 5 (7X/"V7^>Si) * 9 6 (-& <J » s 9 7 

;u£s>it) , 9 8 s 100 (A'j» , 104 ^ 1 
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1 4 (-r vn-r v» N 1 1 8 (xu7h-» N 134 135 

, 140 (P-(V» Jf^P-fvX 

, p^>x /<>j>s 77->, xu7h~>N p^>x -tzg 

- <t t h'fb# 3 2 A 1 Mil j r h # 3 2 A 

1 -T 2 H^-r?°stij ttip^Ltzo 

[0240] h#32A1-T2H^ ?°StI(7)7 5 / 5 

3IZiBii^ftT^-g)o IB?iJ#-§-5 3(7)7 5/SlIB^iJ (7) 1 ftM 1 9f|(7)75 

/ ?iSfr bfc<g>IB£ik 2 OftM 1 4 0#|E|(7)7 5 / ii?iSfr bfc<g>IB£ik 1 

4 1 ftM4 7 0#g(7)7 5/ii^Sfrb&£IB?iJfr\ V?^;HB?iJ 

=i— K~3~ 1/*? KlB^iJIi, IB^IJ||(7)IB^IJ#-^-5 2 

IB^iJ#-^-5 2 (7)3^0 I/* J- KlB^iJ(7) 1 ftM5 7 # @ (7)3^ -^7 U^~T hfr b 

IB^iJs 5 8 ftM 4 2 0#g(7)*^ \s*? Kfr b&<g>IB?ik 4 2 1 ftM 1 4 1 

0#g(7)*^ Kfrbft£IB?iJfr\ 

#IB$lk M^1MIB?iJ£=i-KLtl^o IB?iJ#^5 2(7)*^ UTTT K 

IB?iJ&t/IB?iJ#-§-5 3(7)7 5/SilB^iJIi, HI 2 8 |Z 

[0241] b) -i i i) h # 3 2 A 1 - T 3 H£ -< : 

IB?ija(DIB?iJ#-§-2 8lZ^^ft*g)#3 2 A 1 S||(7)7 5 / Si#-§- 2 4 (P 

-<V» , 2 6 (XU7h"» N 3 2 (Uv» , 104 (A'J» , 11 

4 (>r vp-rv» H 134 (/^j»N 135 » s 1 4 0 ( 

P^y» X ?>£5>, /^7h">N A'J>, 

Xlsj-->S P^>x h'fb# 

3 2 A 1 SilJ l~h#32A1—T3 H ^-T ?°Silj <t^n^ Lfco 

[0242] h#3 2 A 1 - T 3 H^-f ?°StI(7)7 5 / SilB^JIi, IB^a(7)IB^J#-§- 5 

5lZiBii^ftT^-g)o IB^iJ#-§-5 5(7)7 5/SilB^iJ (7) 1 ftM 1 9f|(7)75 

/ ?5Sfr bfc<g>IB£ik 2 OftM 1 4 0#@(7)7 5 / Si^iSfr bfc<g>IB£ik 1 

4 1 ftM 4 7 0 ft @ (7) 7 5 / ii£SSfr b<§>IB^iJfr\ v?^;HB?iJ 
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— K~3~<§>^ 0 \s* ? KlB^iJIi, IB^IJ||(7)IB^IJ#-^- 5 4 icSER cFftT l^-So 

IE^IJ#-^-5 4(7)^-^7 \s*? KlB^iJ(7) 1 ftM 5 7# §(7)^-^7 \s*? hfr b&:<5> 

IB^iJ„ 5 8 ftM 4 2 0#g(7)*^ \y*? Kfrb&<g>IE?ik 4 2 1 ftM 1 4 1 

0#g(7)*^ \s*? Kfrb&<g>IE?iJfr\ 

mm, mmmigmmzm$=i-ati^„ is*? K 
IB^iJSt/IB^iJ#-§-5 5(7)7 5 / SilB^JIi, HI 2 9 [Z tSEit^ftTl^o 

[0243] b) - i v) h#32A1-T5H£-T : 

IB^ija(7)IB^J#-§-2 8lZ7r^tl&#3 2 A 1 S||(7)7 5 / SI#-§- 2 3 (4 

VP-Tv» , 2 4 (P^y» , 2 6 (XU7h"» N 3 2 ('Jv» N 

6 1 (^;U^5>il) , 8 9 (A'J» , 95 (7X/^^>ii) , 97 ( 

^;u^5>ii) , 9 9 (-tzy» s 104 (/<IJ» s 105 (iz >J » % 

1 1 4 (>T VP-T V» ^ 13 4 (A'J » , 135 (/^7h"» N 1 4 

o (p-fv» X -iz'J>, ^;u£5>, ^'Jv> 
, 7x-Jb77-X 7X/^^X 'JVX XU7h">N /^7h">N 7 

A'JX XU7h">N P^>x i? y >[CM-§)-<!: J# 

t h'fb# 3 2 A 1 Et!£ rh#32A1-T5H^ ?°Mj 

<!: on£ Lfro 

[0244] h#3 2 A 1 - T 5 H^-f ?°StI(7)7 5 / SilB^JIi, IB^a(7)IB^J#-§- 5 

7|ZlBii^ftT^-g)o IB^iJ#-§-5 7(D7 5/iiIB^iJ(7) 1 ftM 1 9f|(7)75 

/ ?iSfr bfc<g>IE£ik 2 OftM 1 4 0ftg(7)7 5 / ii?iSfr bfc<g>IE£ik 1 

4 1 ftM4 7 0#g(7)7 5/it^Sfrb&<g>IE?iJfr\ ZM 

, mmmms SB^JII-^5KDT^ywmmz 

=i— K~3~ Is*? KlB^iJIi, lE^iJUtDIE^iJ#-^- 5 6 iCgEili^ftTl^-So 

IE^IJ#-^ 5 6 (DX *3 \s* ? KlE^iJ(7) 1 ftM5 7 # g (7)3^ -^7 \y* ? hfr b 

IB^iJ„ 5 8 ftM 4 2 0#g(7)*^ \y*? Kfrb&<g>IE?ik 4 2 1 ftM 1 4 1 

0#g(7)*^ \s*? Kfrb&<g>IE?iJfr\ 

M^iMIE?iJ£=i-KLtl^o IS?iJ#^5 6(7)*^ K 
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7(7)7 5/ illB^JIi, HI 3 0 

[0245] b) -v) h # 3 2 A 1 - T 6H£-T : 

IB^iJ||(7)IB^iJS-^- 2 8 3 2 A 1 jEtI(7)7 5 J 2 3 (4 

VP-Tv» , 2 4 (P^y» , 2 6 (XU*-» s 3 2 PJv» , 

9 5 (7^/<7^>8) ^ 9 7 (^;U£5>Si) , 9 9 (-tz 'J » , 104 

(/<>j» s 1 1 4 (>rvn-rv» , 134 135 (yf^ 

-» s 14 0 (P-fv» iz'J>s ?>£5 

7X/^^x 'Jvx xu7h~>N Ayx 

, p^>x h'fb# 3 2 A 1 M 

II £ rh#32A1-T6 H^-r ?°Sllj Lfco 

[0246] h#3 2 A 1 - T 6 H^-f ?°StI(7)7 5 J SilB^JIi, iB5>J^0iB5>J#-^ 5 

9l3SBii^ftT^-g)o IB?iJ#-§-5 9(7)7 5/SlIB^iJ (7) 1 ftM 1 9f|(7)75 

/@£frbfc3IB$lk 2 OftMl 4O#g075/&@gfrbfc3IB$lk 1 

4 1 ftM4 7 0#g(7)7 5/ii^Sfrbft£IB?iJfr\ V?^;HB?iJ 

, IB?iJ#^5 9(7)7 5/iiIB?iJ£ 

=i- KlB^iJIi, IB^ija(7)IB^J#^5 8lZtm£tlX^&0 

IB^iJ#-^- 5 8 (DX *3 U^~ J- KlB^iJ(7) 1 ftM5 7 # g (7)3^ -^7 U^~ T hfr b 

IB^iJs 5 8ftM4 2 0#g(7)^-i7 \sirJ- hfrb-§>IB^iJs 4 2 1 ftMl 4 1 

0#g(7)*^ Kfrbft£IB?iJfr\ 

mm, IB?IJ#^ 5 8©*^ UTT^K 
IB^iJ^t/IB^J#-§-5 9(7)7 5/iiIB^iJ(iN HI 3 1 |Z 

[0247] b ) — v i ) h # 3 2 A 1 - T 7H^-T ?°SII : 

IB^iJ||(7)IB^iJS-^- 2 8 IZ/js^ft-S# 3 2 A 1 jEtI(7)7 5 / 2 3 (4 

VP-Tv» , 2 4 (P-fv» \ 2 6 (XU*-» s 3 2 PJv» , 

4 3 (XU7h"» N 8 9 ^ 9 5 (7^/<7^>8) , 96 

>J» s 9 7 (^;U^5>SI) , 9 8 (iZ>J» s 100 (/<'J» ^ 10 

4 (A'J» N 105 s 114 (-fVPYv» ̂ 118 (XU 

7h"» N 13 4 (A'J » , 13 5 » s 14 0 (P-fv» 



WO 2010/117011 111 PCT/JP2010/056294 

vX A'JX &Jls#S>s T?->s 71-^7 

=j-^s 7X/\°7^X 'J V>N P^>X 

7h">N 7X/t7^X A'J>, 77->, XUTT^X PYv^, -tz U ^ 

C <!: t h'fb# 3 2 A 1 Jtt!£ T h # 3 2 A 1 

- T 7 H £-T 7°StI j t^Ltz0 

[0248] h#3 2 A 1 - T 7 H^-f ?°SII07 5 / IE?m0IE?iJ#-S| 7 

2 131511^^X^^0 IE?iJ#-§-7 2 07 5/|tIE?iJ0 1 ftM 1 21#|©7 

5/^frb&£IE?ik 1 2 2ftl4 5 1 #@(7)75/S£?«fr b & £ IE?iJ 

fr, IB^iJS^7 2(7)75 

/liIE?iJ[£, IH 3 8 IztlEii^ftTL^o 

[0249] b) - vi i) h#32A1 -T8H^ ?°Sil : 

!B5iJ^CDlB5iJS-§-2 8 ICTFcFfa-S# 3 2 A 1 Mil07 5 / 11#-^ 2 3 V 

P-fv» , 2 4 (PYv» , 26 UUt-» ^ 32 ('J*/» , 4 

3 (XU7l--» N 6 1 (?\fU£5>St) , 9 5 (7X/^^>It) , 9 6 

(-tzU» N 9 7 (?>£5>S£) , 9 8 (-tZ'J» , 100 (A'J» , 

10 4 (A'J » N 10 5 (-tz U » , 114 (>T VP-T V» , 1 1 8 ( 

XU7(--» , 13 4 (A'J » , 13 5 (/N 14 0 (P-fy 

» -tz 'J >N </;u£5X 7^ = X ?'Uv 

>s 7X/^^>, 77-X UVX 7X/^^r>, P^VX = 

X 7X/^7^X y<'J>s XU7h">s P^fyx iz 'J >lzS 

h'fb# 3 2 A 1 Mtl£ l"h#3 2 A 1 -T 

8 H £ -f <!:op^L/io 

[0250] h#32A1-T8H^ ?°M07 5 / illB^JIi, IE?iia0IE?iJ#-St 7 

SIZfEii^ftTl^o !E?iJ#-§-7 3 07 5/itIE?iJ0 1 ftM 1 2 1 #@07 

5/$l&frb&<g>IE?ik 1 2 2ftM4 5 1 #@075/SiSSSfrb&£iB?iJ 

fr\ ^##73075 

/ItlB^lJtt, 0 3 8 IZ^IEii^ftTl^o 

[0251] b-vi i i) h#32A1-T 9H^-T ZfMfB. • 



WO 2010/117011 112 PCT/JP2010/056294 

2 8 IZ/jscFft-S# 3 2 A 1 £11(7)7 5 J ii#-^ 2 3 (^f 

VP-Tv» , 2 4 (P^y» , 2 6 (XU7h"» N 3 2 PJv» , 

4 3 (XU7h"» N 6 1 N 8 9 (A'J» , 9 5 (7X 

, 9 6 , 9 7 , 9 8 , 

100 104 (/^j» ,114 (-rvp-rv» , 1 1 8 ( 

XU7h"» , 134 (A'J » N 13 5 (> ̂ 7h"» , 140 (P-r V 

» JW^P-fvX A'JX 7^-^, Wis 

>N ?X-;U77 = >, 77 = X 'JVX 

P^>x y^7h->N A'JX 7^->. XU7h">N P^>x -tz g ^ 

- <!: £#l^I&I+£ftf:: t h'fb# 3 2 A 1 Mil J r h # 3 2 A 1 

-T 9 H^-f ttia^Ltzo 

[0252] h#32A1-T9H^ ?°StI(7)7 5 / illB^JIi, IB?im<7)IB?iJ#-^ 7 

4lzSEi6£ftTl^o IB?iJ#-§-7 4(7)7 5/SlIB^iJ(7) 1 ftM 1 2 1 #@(7)7 

5/$ISfrb&£IB?ik 1 2 2 ftM 4 5 1 # @ (7)7 5 / SlSISfr b&£IB?iJ 

#s IB?IJ#^7 4075 

ygilB^ijii, m 3 8 dtSEii^ftTi^o 

[0253] b) - i x) h # 3 2 A 1 - T 1 OH^-T ?°SII : 

IB^iJUtDIB^iJfl-^ 2 8 IZ/jscFft-S# 3 2 A 1 jEtI(7)7 5 / 2 3 (^f 

VP-Tv» , 2 4 (P-fv» \ 2 6 (XU*-» s 3 2 PJv» , 

4 3 (XU7h"» N 9 5 (7^/<7^>8) ^ 9 6 (i? 'J » , 9 7 (?' 

;u£s>it) , 9 8 s 100 (A'j» , 104 ^ 1 

0 5 s 114 (-fVPYv» ,118 (XU7h"» , 134 

, 135 (^?yj-~y) , 140 (P-fv» Jftlf^lP'fv 

77->, 7X/^^X 7^->. 'J 

V>, 7X/^^>, P^>x 7X/^^>, A'JX 77 

= XU7h">N P^>x iz 'J >IZM^}&*.<§> l^I&I+£ftfct 

h'fb# 3 2 A 1 st!£ Th#3 2 A 1 - T 1 0 H £ -< ?°Silj <t^n^ L fza 

[0254] h#3 2 A 1 - T 1 OH^ ?°StI(7)7 5 / SilB^JIi, IB^a(7)IB^J#-§-
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7 IB?iJ#-§-7 5(7)7 5/itIB?iJ(7) 1^11 21SI© 

75/1 2 2 ftM 4 5 1 #@(7)7 5/ SiSISfr b&&IB 

mK nmnigmmztmt&o mmmsoy 
5/iiIB^iJli, HI 3 9 [ztSBii^ftTl^o 

[0255] b ) — x ) h # 3 2 A 1 - T 1 1 H£-T : 

IB^iJ||(7)IB^iJ#-^- 2 8 IZ/js^ft-S# 3 2 A 1 jEtI(7)7 5 / ii#-^ 2 3 (4 

VP-Tv» , 2 4 (P^y» , 2 6 (XU7h"» N 3 2 PJv» , 

4 3 (XU7h"» N 8 9 (A'J» , 9 5 (7^/<7^>8) , 96 

'J» , 9 7 (^;U^5>il) , 9 8 (iZ>J» s 100 (/<'J» ^ 10 

4 ^ 1 1 4 (>T VP-T V» N 1 1 8 (XU7h"» N 1 3 4 ( 

/<'J» , 135 N 140 (P-fv» Jf^ftlP'fy> 

, /<>J>S 77->, 7x-Jb77-X 7X/^^ 

X 77 = X 'JvX 7X/^^X P^>X /^7h">N A'JX 7 

7 = X XU7h">N P^>x i? 'J 

t h'fb# 3 2 A 1 st!£ rh#3 2 A 1 - T 1 1 H ^-T ?°Silj <t^iSLfr 

o 

[0256] h#3 2 A 1 - T 1 1H^ ?°StI(7)7 5 / illB^JIi, SB^J ̂  (7) SB^J #-^ 

7 edSEii^ftTl^o IB^iJ#-§-7 6(D75/itIB?iJ(7) 1 ftM 1 2 1 #@(7) 

75/$ISfrb&<g>IB?ik 1 2 2 ftM 4 5 1 # @ (7)7 5 / itSISfr b&&IB 

mK nmnigmmztmt&o mmm607 
5/iiIB^iJli, HI 3 9 iztSBii^ftTl^o 

[0257] b ) — x i ) h # 3 2 A 1 - T 1 2H^-T ?°SII : 

IB?ija(DIB?iJ#-§-2 8lZ7r^tl&#3 2 A 1 S||(7)7 5 / SI#-§- 2 3 (>f V 

P^y» , 2 4 (P-fy» \ 26 (XU7h"» N 32 PJv» , 4 

3 (XU7h"» N 6 1 (^;u^5>ii) , 9 5 (7X/^^>ii) , 9 6 

(iZ>J» s 9 7 (?>£5>ii) N 9 8 (iZ>J» s 100 (/<'J» ^ 

104 (A'J» N 114 (-fVPYy» ,118 (XU7h"» N 1 3 

4 (A'J» N 13 5 (yft-i/) s 14 0 (P-fy» -f 
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v>, ?>£5>, 77 = >, 7X/^^X 

77 = >, 'Jv>, 7X/^^X Q^>X A'J>, 77 = 

>N XU7h">N P^>x 1? U >l::M^^£-<!:£#^IS:I+£ftfct: h 

-fb# 3 2 A 1 st!£ Th#3 2 A 1 - T 1 2 H £ -< ?°Silj <tt]p£Lfco 

[0258] h#3 2 A 1 - T 1 2H^ ?°StI(7)7 5 / iiIB?iJ[£, IB?im<7)IB?iJ#-^ 

7 7 13151)6^^X^^0 IB^iJ#-§-7 7(7)7 5/ StIB?iJ(7) 1 ftM 1 2 1 #@(7) 

75/$ISfrb&<g>IB?iJ, 1 2 2 ftM 4 5 1 # @ (7)7 5 / itSISfr b&&IB 

mK nmnigmmztmt&o mmmior 
5/iiIB?iJ[£, HI 3 9 [ztSBii^ftTl^o 

[0259] c) #3 2 A 1 $511(7) t h'fb 

c) - i) h#32A1-T1 ?°$5tl : 

IB?ija(DIB?iJ#-§-3 0lZ7r^tl&#3 2 A 1 $511(7)7 5 / St#-§-2 4 (P >f 

V» N 2 9 (77-» , 2 9 — 3 0 (7)PHI (£liJiS) , 36 (?>£ 5 

» , 41 , 66 (?>£5» N 6 8 (7;U^--» , 8 1 ( 

-<7P>f V» , 9 9 (7X/^7^» ,100 (y°D IJ» ,101 (/< 

>J» , 104 (7X/^^>ii) , 10 6 (-TVP-rv» , 108 (X 

Uyt-» ,110 (7x-ib77-» ,122 (77-» , 1 27 ( 

P^y» ,129 (P-fv» ,130 (7;U^-» ,132 (77-

» 7X/-V7^>ii, ?>£5>ii, 7X 

A7^>, ?0P'>I>, 'JV>, A'J>, P-TV>, 

5 >ii, A'J>, A'J>, fPy>, ^'Jv>, A'J>, -TVP-Tv>, 'J 

v>, -§>-<!: t h'fb# 3 2 A 1 $5|| 

£ Th#3 2 A 1 - T 1 L^-T ?°$5tlj ttip%Ltz0 

[0260] h#3 2 A 1 - T 1 L £ >f ?°$5tl(7)7 5 / SilB^J (£, IB^a(7)IB^J#-§- 6 

1 ClSEii^ftTl^o IB^iJ#-§-6 1 (7)75 / SlIB^iJ (7) 1 ftM 2 0#@ (7)7 5 

/^Sfrb^^IB^iJ, 2 1 ftMl 3 3#@(7)7 5/ii^Sfrb^^)IB^J, 1 

3 4ftM2 3 8#@(7)7 5/ii^Sfrb&£IB?iJfr, V?^;HB?iJ 

, $5tI^miM, $5iI^^fI^l3t|^-r^)o IB?iJ#^6 1 (7)7 5/itIB?iJ£ 
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=i— is*? KlE^Jfis IE^IJUCDIE^IJ#-^- 6 0 iCgEili^ftTl^-So 

IE^iJS-^-6 0(7)^-^7 \s*? KlE£iJ(7) 1 ftM 6 OUg^^-^ \s*? Kfrbfe<5> 

IB^iJs 6 1 J!)I3 9 9#g(7)*^ \s*? Kfr b&<g>IE?ik 400M71 4 

#g(7)*^ \s*? Kfrbft£IE?iJfr\ $5tlw^lM 

IB^iJ s $£iI^1MIE?iJ£=i-atl^o IE?iJ#^6 0(7)*^ UTTT KIE 

£iJ&t£lE£iJf|-§-6 1 (7)7 5 / SilE^iJIi, HI 3 2 [ztfEii^ftTl^o 

[0261 ] c ) — i i ) h#32A1-T2L^ ?°$£tl : 

IE^IJ||(7)IE^IJ#-§- 3 OIZTj^ft^S 2 A 1 $511(7)7 5 / 2 4 (• 

-<V» , 2 9 (77-» , 2 9 — 3 0 (7)PBI , 36 (?>£ 

5» , 6 6 (?>£5» N 8 1 (-TVP-rv» , 9 9 (7X/^^> 

) , 100 ,101 (A'J» N 10 4 (7^/<7^>®) ^ 

1 o6 (-rvn-rv» , 108 (xu*~» , 127 (p-rv» , 1 

2 9 (P-fv» , 130 (7;U^-» , 132 (77-» 

7X/^^>ii, ^;u£5>it, ^P'JX A'JX 

-tz'j>s pAMX A'jx A'jx -rv 

P^>x 'JvX xu*=>lzs£i&z-£z£&m^mt£titz£ hit# 

3 2 A 1 $511J rh#32A1-T2L^ ?°$£tlj t$i%Ltz0 

[0262] h#32A1-T2L^ ?°$£tl(7)7 5 / SilE^JIi, IE^a(7)IE^J#-§- 6 

3 ICfEiKcFftTl'^o IE^iJ#-§-6 3(7)75/illE^iJ(7) 1 ftM2 0#g(7)7 5 

/ bfc<g>IE£ik 2 1 ftM 1 3 3#g(7)7 5 / bfc<g>IE£ik 1 

3 4ftM2 3 8#g(7)7 5/ii^Sfrb&£IE?iJfr\ V?^;HE?iJ 

s $£tl W, m&m 1£$m lzf g % t & o IB^IJ6 3 (7) 7 5 / SilE^iJ $• 

=i—\*~$~&X9 Is*? KlE^iJIi, IE^IJ||(7)IE^IJ#-^-6 2 iZgEili^ftTl^-So 

6 2 0)X *3 \s*? KlE^iJ(7) 1 ftM 6 0#|(7)^^ U^~T Kfr b 

IB^iJs 6 1 ftM3 9 9#g(7)*^ \s*? Kfrb&<g>IE?ik 400ftM71 4 

#g(7)*^ Kfrbft^IEW, $£tlW^1M 

IB^iJs $5iI^^fI^IE^iJ£=I- atl^o IE^iJ#-§-6 20X0 \s*? KIE 

?iJ&t/IE?iJ#-§-6 3(7)7 5/iilE^iJIi, HI 3 3 [Z tfEii^ftTl^o 
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[0263] c ) i i i ) h#32A1-T3L^ : 

2 A 1 @$107 5/ st#-^ 2 9 (7 

7-» , 2 9 — 3 0 (7) PHI , 36 (?>£$» , 99 (7X 

, 100 ,101 (A'J» N 10 4 (7X/^^ 

>St) H 10 6 (f VP-r V» H 1 2 7 (P-fv» N 12 9 (P-r V> 

) , 1 30 s 132 (77-» 

, iz'JX P^>x /<u 

X /<'J>s 'fVP^vX 'JvX XLsl-=>lzS£i&*-£z£&m^% 

It Ztltz t h'fb# 3 2 A 1 $511J rh#32A1-T3L^ ?°l£tlj <t^n 

%Ltz0 

[0264] h#32A1-T3L^ ?°$£tl(7)7 5 / itIB?iJ Its IB?ija<7)IB?iJ#-^ 6 

5lZiBii^ftT^-g)o IB^iJ#-§-6 5(7)7 5/ itIB?iJ(7) 1 ftM2 0#|(7)75 

/ bfc<g>IB£ik 2 1 ftM 1 3 3#@(7)7 5 / it?iSfr bfc<g>IB£ik 1 

3 4ftM2 3 8#g07 5/it^Sfrbft£IB?iJfr\ V?^;HB?iJ 

s l£tl W•SWMlzf g%t&o IB?|J#^65(7)75/StlB^iJ£ 

=i— KlB^iJIi, IB^IJ||(7)IB^IJ#-^-6 4 IZHEijtcF;h>Tl'v<§>o 

IB^iJS-^-6 4(7)^-^7 l/JrJ- KlB^iJ(7) 1 ftM6 OUSCT)^-^ hfrbfe<5> 

IB^iJs 6 1 ftM3 9 9#g(7)*^ UTTT Kfrb&<g>IB?ik 400ftM71 4 

#g(7)*^ Kfrb&^IBW, 

IB^iJs $5iI^^fI^IB^JJ=i-atl^o IB?iJ#^6 4(7)*^ UThT KIB 

5U;RtfE5lJM6 5 (7) 7 5 / itIB^iJ (£ N HI 3 4 iz^SEii^ftTl^o 

[0265] c) - i v) h#32A1-T4L^ ?°l£tl : 

oiz^^ft^#3 2 A 1 $£ti(7)7$/it#-§-3 6 e? 

;u£$» , 99 (7X/^^» ,100 (y°n IJ» , 101 

) s 104 (7XA^>St) , 106 (-TVP-rv» \ 129 (P-T V 

» , 130 s 132 (77-» 5>St 

, iz'JX P^>X ^;u£5>it, A'JX ^VP^y>, 'Jv 

>N X U7l-->(zS^i^^.i)Z t £#l^i£IiZtitz t h'fb# 3 2 A 1 $511J 



WO 2010/117011 117 PCT/JP2010/056294 

rh#32A1-T4L^ ?°$£tlj ttiUZLtzo 

[0266] h#32A1-T4L^ ?°$£tl(7)7 5 / IB?ija(7)IB?iJ#-^ 6 

HzfZm£tlXl^&0 IB^iJ#-§-6 7(7)7 5/ StIB?iJ(7) 1 ftM 2 0#g(7)7 5 

/ bfc<g>IB£ik 2 1 ftM 1 3 2#@(7)7 5 / bfc<g>IB£ik 1 

3 3ftM2 3 7#g(7)7$/ii^Sfrb&£IB?iJfr\ V?^;HB?iJ 

s $£tl W, m&m 1£$mlzf g%t&o IB^IJ#^67(7)75/SIIB^IJ$• 

=i — K~3~<§>^ *3 l/*? KlB^iJIi, IB^IJ||(7)IB^IJ#-§-6 6 izIBDi^ftTl^-So 

IB^#-^- 6 6 (DX *3 U^~ J- KlB^iJ(7) 1 ftM 6 0#|(7)^^ U^~T h fr b 

IB^iJs 6 1 ftM3 9 6#g(7)*^ UTTT Kfrb&<g>IB?ik 4 0 0ftM7 1 1 

#g(7)*^ Kfrbft£IB?iJfr\ $£tlW^1M 

IB^iJ s J=I- atl^o IB?|J#^6 6(7)*^ UThT KIB 

JUXtfEJUMe 7(7)7$/iiIB?iJ[£, HI 3 5 Iz 

[0267] c) - v) h#32A1-T5L^ ?°$£tl : 

IB?ija(DIB?iJ#-§-3 0[Z^^ft<g)#3 2 A 1 $511(7)7 5 / 2 9 (7 

7-» , 2 9 — 3 0 (7)PBI (r^tiJiS) , 36 (?>£$» ,41 (-tz g 

» , 66 (?>£$» N 6 8 (7;U^-» , 9 9 (7X/^^» , 

1 0 0 (?°P 'J » , 10 1 (A'J » , 10 4 (7XA^>ii) ^ 1 0 

6 (-TVP-rv» ,110 (?x-;U7^ = » , 12 2 (77-» , 

1 2 3 (^'J V» s 127 (P-(V» N 12 9 (P-fy» N 1 3 0 ( 

7;U^--» s 13 2 (77-» ^ 

7X/"V^^>, ^P'JX 'JvX iz'JX iz'JX P-TV> 

, A'JX fPvX ^'JvX A'JX -TV 

P^>x 'JvX -§)-<!: h'fb# 

3 2 A 1 $511J rh#32A1-T5L^ ?°$£tlj t$i%Ltz0 

[0268] h#32A1-T5L^ ?°$£tl(7)7 5 / SilB^JIi, IB^a(7)IB^J#-§- 6 

9l3SBii^ftT^-g)o IB?iJ#-§-6 9 (7)7 5 / SlIB^iJ(7) 1 ftM2 0#|(7)75 

/ ?iSfr bfc<g>IE£ik 2 1 ftM 1 3 3f|g(7)7 5 / ii?iSfr bfc<g>IE£ik 1 

3 4ftM2 3 8#g(7)7 5/ii^Sfrbft£IB?iJfr\ V?^;HB?iJ 
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s I5tiwmms ^m.izt g%?&„ mms^6 9075/mmm& 

=i—K~3~<§>^ 0 [y*? mmmomm^^ 6 8izgEijtcF;h>Ti'v<§>o 

IB^#-^- 6 8 (DX *3 U^~ J- KlE£iJ(7) 1 ftM 6 0 # g (7)3^ -^7 U^~ J- h fr b fe<5> 

IB^iJs 6 1 ftM3 9 9#g(7)*^ UTTT Kfrb&<g>IE?ik 400M71 4 

#g(7)*^ UTh^ Kfrbft£IE?iJfr\ $5tIw^1M 

IB^iJ s J=I- atl^o IE?iJ#^6 8(7)*^ UTTT KIB 

JlJXtfEJUMe 9(7)7 5/SilB^iJIi, HI 3 6 Iz tfEii^ftTl^o 

[0269] c ) v i ) h#32A1-T6L^ ?°$£tl : 

IB^iJ||(7)IB^iJ#-§- 3 OlZ^ft^S 2 A 1 $£tl(7)7 5 / Si#-§-2 9 (7 

7-» , 2 9 — 3 0 (7)PBI (r^tiJiS) , 36 (?>£$» , 66 (?> 

£ 5 » , 9 9 (7X/^^» ,10 0 (?°P 'J » , 10 1 (A'J » 

N 10 4 (7X/^^>ii) N 10 6 (-TVP-rv» , 127 (P-Tv> 

) , 1 29 (P-fv» N 13 0 (7;U^-» s 13 2 (77-» 

^P'JX iz'J>s i?'J> 

, p^>x A'jx A'JX 'fvp^vx 'Jvx xu 
Jr-y[zW.^7L&zt h'fb# 3 2 A 1 $511J i"h#3 

2A1-T6L^ ?°$£tlj ttip^Ltzo 

[0270] h#32A1-T6L^ ?°$£tl(7)7 5 / SilB^J Its mmmomm^ 7 

1 IB^iJ#-§-7 1 (7)75 / SlIB^iJ (7) 1fll20f|©75 

/ ?iSfr bfc<g>IE£ik 2 1 ftM 1 3 3f|g(7)7 5 / ii?iSfr bfc<g>IE£ik 1 

3 4ftM2 3 8#g(7)7 5/ii^Sfrb&£IE?iJfr\ V?^;HE?iJ 

s m^mms m&migmmz^t&o IE?IJ#^7 I<&7 5/&E$IJ£ 

=I— KlB^iJIi, lE^iJUtDIE^iJ#-^- 7 O iZgEili^ftTl^-So 

IE^iJS-^-7 0(7)^-^7 KlE^iJ(7) 1 ftM6 0#|(7)^^ hfr bfe<5> 

IB^iJs 6 1 ftM3 9 9#g(7)*^ UTTT Kfrb&<g>IE?ik 400ftM71 4 

#g(7)*^ UTh^ Kfrbft£IE?iJfr\ $£tlW^1M 

E^iJ s $5tI^^fI^E^iJ £=I- atl^o IE?iJ#^7 0(7)*^ UThT KE 

?iJ&t/IE?iJ#-§-7 1 (D7 5/iiIE^iJ(i, IU3 7lz£fEi6£;|'LTl^o 
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[0271 ] c ) — v i i ) h#32A1-T7L^ : 

2 A 1 @$107 5 y SI#-§- 2 4 (• 

-<V» , 2 9 (77-» , 2 9 — 3 0 (7) fal , 36 (?>£ 

5» , 6 6 (?>£$» , 6 8 (7;U^-» , 8 1 (^fVP^y» 

, 9 9 ,10 0 (7°P 'J » , 10 1 (A'J » , 10 4 

(7^/<7^>8) , 106 (-TVP-rv» , 108 (XU7h"» N 1 

1 0 (7xZjb77-» , 12 2 (77-» , 1 2 7 (P-fv» N 1 

2 9 (P-fv» , 130 Cs 132 (77-» 

7XA^>ii, iz'j>s <fJu$s>Ms -Ju >jys 'J*s>s 

iz'J>s P^vX ? P 

v>N 'fVP^vX 'JvX 

zt £#1^1x1+t h'fb# 3 2 A 1 $511J rh#32A1-T7L^ 

7°l£tlj t^Ltz0 

[0272] h#32A1-T7L^ 7°$£tl(7)7 5 / iiIB?iJ[£, IB$lJ^0IB$lJ#-^ 7 

8[::ffiit£*iTl^0 IB^iJ#-§-7 8(7)7 5/SlIB^iJ(7) 1 ftM 1 1 3#g(7)7 

5/@£frb£3IB$lk 1 1 4 ftM 2 1 8#g(7)7 5/ii$ISfrb&£IB?iJ 

#s mmm 8<D75 
ygilB^iJIi, IH4 o iztiBii^ftTi^o 

[0273] c) - vi i i) h#32A1-T8L^ 7°l5il : 

oiz^^ft^#3 2 A 1 @$107 5 y gi#-§- 2 4 (p 

-<V» , 2 9 (77-» , 2 9 — 3 0 0 PHI (r^tiJiS) , 36 (?>£ 

5» , 41 (iZ>J» s 6 6 (?>£$» , 8 1 (>f7P>fv» , 9 

9 (7X/^^» ,10 0 (7°P 'J » , 10 1 (A'J » s 10 4 (7 

, 106 (-ryp-Tv» s 108 (xu7h-» ,110 

(7xZjb77-» s 12 2 (77-» , 1 2 7 (P-fv» , 129 

(P-(V» s 13 0 (7,132 (77-» 

yj-->s 7JU$S>M% 7X/^^X y°a>j> 

s /<'J>S p^>X /<>j>s /<'J>s J-
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• A'JX ^VP^vX 'JvX X UTT->[CMYK­

'S - <!: £#1^1x1+t h'fb# 3 2 A 1 $S$g£ l"h#32A1-T8l_£ 

-fulfil J t^Ltzo 

[0274] h#32A1-T8L^ 7°$£tl07 5 / IB?im0IB?iJ 

#•§•7 9 13151)6^^X^^0 IB^iJ#-§-7 9 07 5/itIB?iJ0 1 ftM 1 1 3# 

1075/1 1 4 ftM 2 1 8#g07 5/it^Sfrb& 

&iB?ijfr\ IB?IJ#^7 9 

07 5 / SilB^iJIi, HI 4 0 iztSBii^ftTl^o 

[0275] c ) — i x ) h#32A1-T9L^ 7°l5il : 

IB^ija0IB^iJ#-§-3 OlZ^ft^S 2 A 1 $5ll07 5/ii#-§-2 4 (• 

-<V» , 2 9 (77-» , 2 9 — 3 0 0PBI (r^tiJiS) , 36 (?>£ 

5 >) s 4 1 , 66 (?>£5» , 6 8 s 8 1 

(>rvp-rv» , 99 (7x/^^» ,100 c?py» , 101 ( 

/<>J» s 10 4 (7X/^^>SI) N 10 6 (-TVP-rv» , 108 ( 

XU7h"» s 1 22 (77-» ^ 1 2 7 (P-TV» , 129 (P-T V 

» s 130 (7;U^-» , 1 3 2 (77-» = 

7JU$S>M% 7X/^^>, y°n'j>s 'Jv> 

, /<'j>s P^>X /<'j>s y<'J>s f 

'J*»% 'fVP^vX 'JvX 
cStltc t h'fb# 3 2 A 1 $S$g£ rh#32A1-T9L^ 7°l5ilj 

Lfro 

[0276] h#32A1-T9L^ 7°$£tl07 5 / illB^JIi, @B^iJ^0@B^iJ 

#•§ 8 0 IZlBili^ftTl^-So IB^iJ#-§ 8 0 07 5 / StIB^iJ0 1 ftM 1 13# 

g07 5/@gfrb£3IB$lk 1 1 4 ftM 2 1 8#g07 5/it^Sfrb& 

&iB?ijfr\ SB^J#-^-S O 

07 5 / SilB^iJIi, HI 4 0 iztSBii^ftTl^o 

[0277] c) -x) h#32A1-T1 OL^ 7°l5ll : 

IB£iJH0IB£iJ#-§-3 OlZ7r^tl&#3 2 A 1 $5ll075/ii#-§-2 4 (P 
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, 2 9 (77-» , 2 9 — 3 0 (7)PHI , 36 (?>£ 

5» , 4 1 , 66 (?>£$» , 6 8 , 8 1 

(-rvp-rv» , 99 (7x/^^» ,100 c?py» , 101 ( 

A'J» , 10 4 (7XA^>ii) , 10 6 (-rVP-Tv» , 1 08 ( 

XU7h"» ,110 (7xZjb77-» , 1 2 7 (P-fv» s 129 

(P-fy» , 13 0 s 132 (77-» 

yj-->s 7JU$S>M% 7X/^^X y°a>j> 

, 'Jv>, y<'J>s p^>X /<>j>s /< 

'J>, fpyx 'fVP^vX 'Jv>, XU*->(zS^i^^.i) 

z t £#1^1x1+t h'fb# 3 2 A 1 $S$g£ Th#3 2 A 1 - T 1 0L$ 

-r?°i£tij t^Ltz0 

[0278] h#3 2 A 1 - T 1 OL^ :?°$£tl(7)7 5 / iiIB?iJ[£, IB$lJ^0IB 

?iJ#-§-8 1 IB^iJ#-§-8 1 (7)7 5/itIB?iJ(7) 1 ftMl 1 3 

#g07 5/@gfrb£3IB$IJ, 1 1 4 ftM 2 1 8 #g (7)7 5 / Sl^Sfr b 

&&IBW, IB?IJ#^S 
1 (7)75 / iiIB?iJ[£, HI 4 0 

[0279] c) -x i) h#3 2 A 1 - T 1 1 ?°$5il : 

IB^ija(7)IB^J#-§-3 OlZ^ft^S 2 A 1 $511(7)7 5 / 2 4 (P 

-<V» , 2 9 (77-» , 2 9 — 3 0 (7)PBI , 36 (?>£ 

5» , 6 6 , 8 1 (-rVP-Tv» , 9 9 (7X/^^> 

) , 100 (^P'JX ,101 (A'J» , 10 4 (7^/<7^>®) , 

1 0 6 (-rVP-Tv» , 108 (XU7h"» ,110 (?x-;U7^ = 

» , 122 (77-» , 1 2 7 (p-fv» ,129 (P-fv» , 1 

3 0 (7;U^-» ,132 (77-» 7X/^ 

^>ii, ^;u£5>it, ?°P'J>, A'J>, P-T 

v>, ^;u£5>ii, A'J>, A'J>, TPv>, ^Uv>, A'J>, -fv 

P-TV>, 'Jv>, -§>-<!:t h'fb# 

3 2 A 1 $S$g£ rh#32A1-T1 1 L £ >f ?°$5ilj <!: Lfr „ 
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[0280] £tzs h#3 2 A 1 - T 1 1 L £ >f )7 5 / 

$IJ#-^8 2[Zffiit£*iTl^o IB£iJ#-§8 2 075 / iiIB£iJ0 1 ftM 1 1 3 

#§075/ 1 1 4ftM 2 1 8#g075/SI^Sfrb 

&&IBW, mnizigmmztmt&o SB^J#-^-S 
2 075/ SilB^iJIi, HI 4 0 [ztSBii^ftTl^o 

[0281 ] c ) x i i ) h#32A1-T1 2L^ : 

IB£iJH0IB£iJ#-§-3 OlZ7r^tl&#3 2 A 1 $5tl075/ii#-§2 4 (• 

fy» , 2 9 (77-» , 2 9 — 3 0 0PHI (r^tiJiS) , 36 {VM 

5» , 6 6 (?>£5» , 6 8 (7;U^-» , 8 1 (>f7P>fv» 

, 9 9 (7X/^^» ,10 0 (?°P 'J » N 10 1 (A'J » N 10 4 

(7X/^^>ii) N 106 (-rVP-Tv» , 108 (XUyj--» s 1 

2 2 (77-» , 1 2 7 (P-fv» N 12 9 (P-fv» N 130 (7 

;U^"» s 132 (77-» = 7X/^^>SIN 

iz'JX ^;u^5>ii, ?°P'J>N 'J¥>s -tz'J>s -tz'JX P^T 

*»s 5>si, A'jx AUX ^'jvx AUX 'fvp^vx 
'J V>N h'fb# 3 2 A 1 $5 

IIJ Th#3 2 A 1 - T 1 2L^ ?°$£tlj ttip%Ltz0 

[0282] h#3 2 A 1 - T 1 2L^ ?°$£tl07 5 / illB^JIi, @B^iJ^0@B 

?iJ#-§8 SIzSEii^ftTl^o IB^iJ#-§8 3 07 5/ilIB^J0 1 ftM 1 1 3 

#@075/ 5SSfr b<§>IB^iJs 1 1 4ftM2 1 8#|075/»SS^b 

&&IBW, mnizigmmztmt&o SB^J#-^-S 
3 075/ SilB^iJIi, IH4 1 iztSBii^ftTl^o 

[0283] c) -xi i i) h#32A1-T1 3L^ ?°I5|I : 

IB£iJH0IB£iJ#-§3 OlZ7r^tl&#3 2 A 1 $5ll075/ii#-§2 4 (P 

fy» , 2 9 (77-» , 2 9 — 3 0 0PBI (r^tiJiS) , 36 {VM 

5» , 6 6 (?>£5» , 6 8 (7s 8 1 (>f7P>fv» 

\ 9 9 (7X/^^» ,10 0 (y°D IJ » N 10 1 (A'J » N 10 4 

(7X/^^>ii) N 106 (-rVP-Tv» , 108 (XUyj--» s 1 
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1 0 (7i-;i/77-» , 1 2 7 (P^y» ,129 (• , 1 

3 0 S 1 3 2 (77-» = 7X/<7 

^P'JX 'JV>, A'JX -tr'J 

>N p^>x A'jx TPVX A'jx -fyp 

'JvX -§)-<!: h'fb# 3 

2 A 1 $511J l~h#32A1—T1 3L^ ?°$£tlj <!:Lfco 

[0284] h#3 2 A 1 - T 1 3L^ ?°$ltl07 5 / 

^#•§•8 4 13151)6^^X^^0 IB?iJ#-§8 4 07 5/itIB?iJ0 1 ftM 1 1 3 

#1075/^Sfrb^^IB^iJ, 1 1 4 ftM 2 1 8#g07 5/it$ISfrb 

&&IBW, SB^J#-^-S 
4075 / SilB^iJIi, IH4 1 iztSBii^ftTl^o 

[0285] c) -x i v) h#32A1-T1 4L^ ?°$£il : 

IB^a0IB^iJ#-§3 0IZ^^ft<g,#3 2 A 1 $5ll07 5/ii#-§2 4 (P 

fv» \ 2 9 (77-» , 2 9 — 3 0 0PHI (r^tiJiS) , 36 (?>£ 

5 >) s 4 1 (-iz'J» % 6 6 {VM 5» , 8 1 ('fVPYvV) , 9 

9 (7X/^^» ,10 0 (?°P 'J » N 10 1 (A'J » , 10 4 (7 

X/^^>Si) s 10 6 (-rVP-Tv» , 10 8 (XU7h"» N 122 

(77-» ^ 1 2 7 (P-fv» , 129 (P-Tv» , 130 (TJU^f 

-» s 13 2 (77-» -tr'J 

^;u£5>ii, 7X/<7^X ^P'JX /N'JX -tz'J P 

^;u^5>si, AMX A'jx ^'jvx A'jx -rvp-rv> 
N 'Jv>, Xlsl-->[ZS$&Z-£Z£ &m^mt£tltz£ h'fb# 3 2 A 1 
$111$: l~h#32A1—T1 4L^ ?°$lilj t Ltza 

[0286] £tzs h#3 2 A 1 - T 1 4L^ ?°$ltl07 5 / SilB^JIi, @B^J^0@B 

?iJ#-§8 SlzSEii^ftTl^o @B^iJ#-§ 8 5 07 5/ilIB?iJ0 1 ftM 1 1 3 

#g07 5/@£frbfc<5IB$lk 1 1 4 ftM 2 1 8#g075/®gS^b 

&&IBW, SB^J#-^-S 
5 0"7 5 / itIB^IJ(£> IH4 1 iztSBii^ftTl^o 
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[0287] c) -xv) h#32A1-T1 5L^ ?°!£H : 

OIZTF£*I&#3 2 A 1 st#-§-2 4 (• 

fv» , 2 9 (77-» , 2 9 — 3 0 (7)PBI , 36 {VM 

5» , 4 1 , 6 6 (?>£$» , 8 1 (-TVP-rv» , 9 

9 (7X/^^» ,10 0 (?°P 'J » , 10 1 (A'J » , 10 4 (7 

Si) , 10 6 (-TVP-rv» , 10 8 (XU7h"» ,110 

(7i-;i/77-» , 1 2 7 (P-fv» ,129 (P-fv» ,130 

,132 (77-» 7X/<7^> 

it, 7X/^^>, ^P'JX A'J>, -tr 

•J>, P-Tv>, A'J>, A'J>, fPv>, /<>;>, -TV 

p-rv>, 'Jv>, h'fb# 

3 2 A 1 llll J l~h#32A1—T1 5L^ ?°$l||j <t Lfc „ 

[0288] £tzs h#3 2 A 1 - T 1 5L^ ?°$1||(7)7 5 / IB$lJ^0IB 

8 6 (clEIOicFfoTl^'So IB^Jial^ 8 6 (DY 5 J itlB^Jtf) 1 ftM 1 1 3 

#g(7)7 5/ @gfrbfc3IB$lJ, 1 1 4 ftM 2 1 8 #g ©7 5 J SiSISfr b 

&&IBW, IB?iJ#^8 

6(7)75/SilB^iJIi, IH4 1 iztSBii^tLTl^o 

[0289] c ) — x v i ) h#32A1-T1 6L^ : 

IB^a(7)IB^J#-§-3 0[::^£*l3#3 2 A 1 $111(7)7 5 / it#-§ 2 4 (P 

fv» , 2 9 (77-» , 2 9 — 3 0 (7)PBI , 36 (?>£ 

5» , 41 , 66 (?>£$» , 6 8 , 8 1 

(>TV P^V» , 9 9 (7X/^7^» ,100 C?P'J» , 101 ( 

A'J» ,104 (7X/^^>SI) ,106 (-rVP-Tv» , 1 08 ( 

XU*-» , 1 2 7 (P-fv» ,129 (P-fv» ,130 (T;U^ 

"» ,132 (77-» = -tz g 

>, 7X/^^>, ?0P'>I>, 'JV>, A'J>, -tr 

>j>, p-rv>, A'j>, A'j>, A'j>, -rvp-rv>, 

'J v>, = h'fb# 3 2 A 1 $1 
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II £ Th#3 2 A 1 - T 1 6L^ ttip%Ltz0 

[0290] £tzs h#3 2 A 1 - T 1 6L^ ?°$£tl07 5 / iiIB?iJ[£, 

$>J#-§8 7[Zffiit£*iTl^o IB£iJ#-§ 8 7 075/ iiIB£iJ0 1 ftM 1 1 3 

#1075/@gfrb£3IB$IJ, 1 1 4 ftM 2 1 8#|075 / lt5SSfr b 

&&IBW, mnizigmmztmt&o SB^J#-^-S 
7 07 5 / SilB^JIi, IH4 1 IztSEii^tLTl^o 

[0291 ] c ) — x v i i ) h#32A1-T1 7L^ : 

IB^IJH0IB^IJ#-§ 3 OIZTj^ft^S 2 A 1 $£tl07 5/it#-§2 4 (• 

fv» , 2 9 (77-» , 2 9 — 3 0 0 fal (r^tiJiS) , 36 (?>£ 

5» , 6 6 (?>£5» , 8 1 (-TVP-rv» , 9 9 (7X/^^> 

) , 100 (^P'J^) ,101 (A'J» ,104 (7^/<7^>®) , 

1 0 6 (>r 7P>r V» ,10 8 (XU7h"» , 12 2 (77-» , 1 

2 7 (P-fv» ,12 9 (P-fv» ,13 0 (7;U^-» , 1 3 2 ( 

, ?°P'J>, A'J>, P-TV>, ^;u£5>it, A'J>, 

A'j>, ^'Jv>, /<';>, -rvp-rv>, >jv>, XUT\--yizm$Wtz-

&zh £#1^1x1+t h'fb# 3 2 A 1 $S$g£ Th#3 2 A 1 - T 1 7L 

£-r?°utij t^Ltz0 

[0292] h#3 2 A 1 - T 1 7L^ ?°$£tl07 5 / SilB^JIi, @B^iJ^0@B 

?iJ#-§8 SlzSEii^Tl^o @B^iJ#-§ 8 8 07 5/itIB?iJ0 1 ftM 1 1 3 

#@075/ 5SSfr b<§>IB^iJ, 1 1 4ftM2 1 8#|075 / SI5SSfr b 

&&IBW, mnizigmmztmt&o SB^J#-^-S 
8 075/ SilB^iJIi, IH4 2 iztSEii^tLTl^o 

[0293] c) — x v i i i) h#32A1-T1 8L^ ?°!£il : 

IB^iJ||0IB^iJ#-§ 3 OlZ7r^tl&#3 2 A 1 $51107 5/!!#•§ 2 4 (P 

fv» , 2 9 (77-» , 2 9 — 3 0 0PBI (r^tiJiS) , 36 {V M 

5» , 6 6 (?>£5» , 8 1 (-rVP-Tv» , 9 9 (7X/^^> 

) , 100 (70P'J» ,101 (A'J» ,104 (7^/<7^>®) , 
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1 0 6 (-rvp-Tv» , 10 8 (xu*-» Niio 

» , 127 (P^y» ,129 (P^y» ,130 , 

1 3 2 (77-» 7XA^>ii, 

£5>ii, ?0P'J>, A'J>, P-Tv>, ^;u£5>ii, 

fPv>, A'J>, -TVP-TV>, 'Jv>, xu7h">[z 

t h'fb# 3 2 A 1 $511J Th#3 2 A 1 -

T 1 8L^ ?°$£t!j <t^ig Lfro 

[0294] h#3 2 A 1 - T 1 8L^ ?°$£tl07 5 / IB?ija0IB 

?iJ#-§8 gizSEii^Tl^o IB^iJ#-§8 9075 / iiIB£iJ0 1 ftM 1 1 3 

#@07 5/$ISfrb£:<g>IB?iJ, 1 1 4 ftM 2 1 8 # @ 07 5 / St5SSfr b 

&&IBW, SB^J#-^-S 
9 075/ SilB^iJIi, IH4 2 iztSBii^tLTl^o 

[0295] c) -x i x) h#32A1-T1 9L^ ?°$5il : 

IB£iJH0IB£iJ#-§3 OlZ7r^tl&#3 2 A 1 $5ll075/ii#-§2 4 (P 

fy» , 2 9 (77-» , 2 9 — 3 0 0PBI (r^tiJiS) , 36 {V M 

5» , 6 6 (?>£5» , 6 8 (7;U^-» , 8 1 (>f7P>fv» 

, 9 9 (7X/^^» ,10 0 (y°D 'J » , 10 1 (A'J » , 10 4 

(7X/^^>SI) , 106 (-rVP-Tv» , 108 (XUyt-» , 1 

2 7 (P-fv» ,12 9 (P-fv» ,13 0 (7;U^-» , 1 3 2 ( 

, ?°P'J>, 'Jv>, A'J>, P-Tv>, ^;U^5>ii, 

A'J>, A'J>, A'J>, -TVP-rv>, 'Jv>, XUTh-XzM^^H.'g) 

- t £#1^1x1+t h'fb# 3 2 A 1 $S$g£ Th#3 2 A 1 - T 1 9L$ 

-r?°$5tij t^Ltz0 

[0296] h#3 2 A 1 - T 1 9L^ ?°$£tl07 5 / SilB^JIi, @B^iJ^0@B 

?iJ#-§9 OClSEii^Tl^o IB^iJ#-§9 O07 5/ilIB^J0 1 ftM 1 1 3 

#@07 5/$ISfrb£:<g>IB?iJ, 1 1 4ftM 2 1 8#@07 5 / b 

&&IBW, IB?IJ#^9 
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0(7)7 5 J IH4 2 

[0297] c) -xx) h#32A1-T20L^ : 

oiz^^tL^#3 2 A 1 $511(7)75/ st#-§ 2 4 (• 

fv» , 2 9 (77-» , 2 9 — 3 0 (7)PBI , 36 (V M 

5 >) s 4 1 (-tr'J» , 6 6 (?>£5» , 8 1 (-TVP-rv» , 9 

9 (7X/^^» ,10 0 (y°D IJ » N 10 1 (A'J » , 10 4 (7 

N 10 6 (-TVP-rv» , 108 (XU*-» , 127 

(p-fv» N 12 9 (P-fv» N 13 0 (7s 13 2 (77 

-» 7X/^^>ii, 7 

?°P A'jx P^>X ^;u^5>il 

, /<>J>S y<'J>s 'fVP^vX 'JvX X \sJr~ >1:1^1^. 

<§>-<!: £#1^1x1+t h'fb# 3 2 A 1 $S$g£ rh#32A1-T20L 

£-r?°$£tIj t^Ltzo 

[0298] h#32A1-T20L^ ?°$£tl(7)7 5 / @B^iJ^(7)@B 

9 1 IB^iJ#-§9 1 (7)7 5/itIB?iJ(7) 1 ftMl 1 3 

#l075y®b^^IB5iJ, 1 1 4 ftM 2 1 8#@(7)7 5/ii^Sfrb 

&&IBW, IB?IJ#^9 

1 (7)7 5 / SilB^iJIi, IH4 2 iz^SBii^tLTl^o 

[0299] c ) xx i ) h#32A1-T21 ?°$5il : 

IB^IJ||(7)IB^IJ#-§ 3 0lZ7r^tl&#3 2 A 1 $511(7)7 5 / il#-§ 2 1 (7 

X/^^>SI) , 2 4 (P-fv» \ 2 9 — 3 0 (7)PHI (£liJiS) , 31 ( 

77-» , 3 2 (A'J» , 34 (P-fv» \ 36 (?>£5» , 4 

0 (-rVP-Tv» , 6 6 (?>£5» , 9 9 (7X/^7^» ,100 

(?°P 'J » s 10 1 (/<>J » s 10 2 (?>£ 5» s 10 3 (77-

» s 104 (7X/^^>ii) s 10 6 (-rVP-Tv» , 108 (XU 

*-» ,110 (7x-ib77-» , 12 2 (77-» , 1 2 3 (tf 

Uv» N 127 (P-fv» N 129 (P-fv» N 130 (7;U^-> 

) , 1 32 (77-» 5>SI, XU7h"> 
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, T^->s -tz'J 

^;u£5>ii, Jn>j>s ^;u£5>ii, ?x~;u 

T^->s Q^>X TPvX tfij+»s ?>£5>, /<'J>s -rvn-r 

v>N 'Jv>, XU7h">[zM^^H.-§>-<!: h'fb# 3 2 

A 1 $S$g£ l~h#32A1—T21 L £ >f ?°l£tlj <t Lfr „ 

[0300] h#3 2 A 1 - T2 1 l_£-T ?°l£tl07 5 / IB$IJ^0IB 

$IJ#-§9 2[Zffiit£*iTl^o IB£iJ#-§9 2075 / iiIB£iJ0 1 ftM 1 1 3 

#@075/ @£frb£3IB$lk 1 1 4 ftM 2 1 8#@075/®gS^b 

&&IBW, mnizigmmztmt&o SB^J#-^-9 
2 075/ itlB^Jlis IH4 2 IztSEii^tLTl^o 

[0301 ] c ) xx i i ) h#32A1-T22L^ ?°I5|I : 

IB^IJH0IB^IJ#-§3 OlZ7r^tl&#3 2 A 1 $5ll07 5/ii#-§2 1 (7 

X/^^^Si) , 2 4 (P^y» , 2 9 — 3 0 0 PHI (fcUSS) , 31 ( 

77-» , 3 2 (A'J» , 3 4 (P^y» , 3 6 (?>£5» , 4 

0 (-TVP-rv» , 6 6 (?>£5» , 9 9 (7X/^7^» ,100 

(?°P 'J » , 10 1 (A'J » , 10 2 (?>£ 5» , 10 3 (77-

» , 104 (7XA7^>Si) , 1 0 6 (-rVP-Tv» , 108 (XU 

*-» s 123 (^'J V» s 127 (P-(V» N 129 (P-fv» 

s 13 0 (7;U^-» , 1 3 2 (77-» / 

^7h">N xu7h~>N P^V>S ^P'JX p>r 

v>N 7^->. P^vX ?°P 'J ^ 

;u£5>ii, 7I377->, P^>X ^;u£5>, A'JX -fyp-f 

v>N 'Jv>, xisl-->lzW$&z.£z£ h'fb# 3 2 

A 1 $S$g£ rh#32A1-T22L^ ?°l5ilj <!: Lfr 0 

[0302] h#32A1-T22L^ ?°$£tl07 5 / SilB^JIi, @B^iJ^0@B 

$IJ#-§9 3[::ffiit£*iTl^o @B^iJ#-§ 9 3 07 5/ilIB^J0 1 ftM 1 1 3 

#@07 5/@£frb£3IB$lk 1 1 4 ftM 2 1 8#@075/®gS^b 

&&IBW, mnizigmmztmt&o SB^J#-^-9 
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3 07 5/g£|fi?iJf^ 04 3fCiaEiS£*lTl»*«5o 

[0303] c) -xx i i i) h#32A1-T23L^ Z^Mtg : 

IB^iJ^(7)IS^J#-§-3 0lZ^£;ti<&#3 2 A 1 £g<7)7 5 / 2 4 (• 

-<V» , 2 9-3 0(DFB1 , 3 1 (77-» , 3 2 (/<'J> 

) , 34 (P-fvV) , 3 6 , 4 0 , 6 6 

(?>£5» , 9 9 (7X/^^» , 100 C?P'J» , 101 (/< 

'J» N 102 (^JU£5» ,1 03 (77-» x 1 0 4 (7X/\°5^ 

>11) , 106 (>rvn-rv» s 108 (xu7f-=» , 127 (p>r *> 

» s 129 (p-fv» N 13 0 (7;U^--» X 13 2 (77-» £ 

7t" = >N XU7t"->, -tz P-f->>, ?0P'JX 5 

>1^ P^VX 75 = X -tr'J^s P-T->>, ?° 

P'JX 7xzjb77->s P^>>, A'J>, -rvp^>> 

>, 'jv>, h'fb# 3 2 A 

1 !§i!£ rh#32A1-T23L^ <!:^^ Lfco 

[0304] h#32A1-T23L^ ?°$£ii<7)7 5 J l£lB5ij(^ IB5iJ^<DIB 

?'J#-^9 4KgBii£*l"C(,*<50 IS^iJ#-§9 4 07 5/ltIB?i](7) 1 ftM 1 1 3 

#S<07 5/«gfrbfc6SB9»k 1 1 4 ft M 2 1 8#@075/lt^frb 

4 07 5/ltlB^Jfi, 04 3C:£3EiE£jh,T^«&o 

[0305] c) -xx i v) h#32A1-T24L^ : 

iB5>J^0@B5lJ##3 OICTF: £;}!,£ #3 2 A 1 $5$I07 5 / lt#-§2 1 (7 

XA7^>1£) s 2 9-3O0FB1 s 3 1 (77-X , 3 2 ( 

/*'J» , 3 4 (P-fy» N 36 (?>£ = » s 40 (YVP^vX 

, 6 6 (^jU^5» , 9 9 (7X/^7^'» N 100 C?°PU» N 10 

1 (Ay» , 102 (^Vl/£5» , 1 03 (77-» , 104 (7X 

,106 (4 yp-r v» N 108 (xut-» , i i o ( 

7iZ^77-» , 12 2 (77-» s 1 2 3 (?'J *») N 1 2 7 ( 

P-f v» s 129 (P-fv» , 13 0 (7 s 13 2 (75 = 
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^P'JX 7x-Jb77-X Q^», TPvX 

^'Jv>N A'JX >fVP^vX 'JvX XU7h">[zM^ 

&*3C<t£#l^g+£jh,f;:t h'fb# 3 2 A 1 $511J l~h#32A1—T2 

4l_£>f?0$5tlj 

[0306] h#32A1-T24L^ ?°$5tl(7)7 5 / IB$lJ^0IB 

?iJ#-§9 5lZiHii^tLT^-g)o IB?iJ#-§9 5(7)7 5/SilB^iJ(7) 1 ftM 1 1 3 

#@(7)7 5 J b&<SiSB$>k 1 1 4 ftM 2 1 8 # @ (7)7 5 / b 

SB^J#-^-9 
5 (7)7 5 / StIB^iJliN EI4 3[z£ffiit£*i,Tl^0 

[0307] c) x x v ) h#32A1-T25L^ ?°$5tl : 

IB^iJ||(7)IB^iJ#-§ 3 0IZ^^tL-g>#3 2 A 1 $511(7)7 5 / Si#-§ 2 9-3 0 

(DPBI (fc$SJiS) , 3 1 (77-» , 3 2 (A'J» , 3 4 (P-fv» 

, 3 6 (?>£$» , 4 0 (-rVP-Tv» , 9 9 (7X/^^» , 1 

0 0 (7°PU» s 10 1 (A'J » , 10 2 (VM 5» , 10 3 (7 

7-» , 1 0 4 (7X/^^>ii) s 10 6 (-rvp-rv» , 1 1 0 ( 

7xZjb77-» ^ 1 2 7 (P-fv» , 129 (P-fv» , 1 30 ( 

7;u^-» s 132 (77-» P^y 

^p'JX P-TV>N iz'JX P^>X <fj\s 

^P'JX 7i-ib77-X fP5/X A'J> 

s ^fVP^y>, 'JvX 

h'fb# 3 2 A 1 $511J rh#32A1-T25L^ ?°$5tlj <t^n^ Lfco 

[0308] h#32A1-T25L^ ?°$5tl(7)7 5 / SilB^JIi, @B^iJ^(7)@B 

^iJ#-§ 9 6 IB^iJ#-§ 9 6 (7)7 5 / StIB^iJ(7) 1 ftM 1 1 3 

#@(7)7 5 / b&<SiSB$>k 1 1 4 ftM 2 1 8 # @ (7)7 5 / b 

&&IBW, SB^J#-^-9 

6(7)7$/iiIB?iJ[£, IU4 SIZ^SBii^Tl^o 
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mrnm 23 
[0309] 7 7 M/i^XS i g I ec-15ty^ •— JUinHfc# 3 2A1®t Mb 

tit T 0 fE M 
a) h#3 2 A 1 - T 1 L N h#32A1-T2L, h#32A1-T3 

LN h#3 2 A 1 - T4 L, h # 3 2 A 1 - T 5 L RXS h # 3 2 A 1 - T 6 

L * f 

6 1 ©75 / St#-§ 1 ftM 1 3 3S IB£iJf|-§ 6 3 (7)7 5 

/ St#-§ 1 ftM 1 3 3S 6 5(7)75 / it#-§ 1 ftM 1 3 3S IB^iJft 

•§6 7 (7)7 5 / St#"§ 1 ftM 1 3 2 N IB^iJ#-§ 6 9(7)75 / it#-§ 1 ftM 1 

3 3&t/IB?iJ#-§7 1 fl)7 5/8S§1 ftMl 3 3 ft 

M-Xfi-JUtMn Lfch#32A1-T1 L, h#32A1-T2L, h# 

32A1-T3L, h#3 2 A 1 - T4 L, h # 3 2 A 1 - T 5 L RXS h # 

3 2 A 1 - T 6 l_£-T ?°!£t!W^1M£=i— ^DN A££ 

ML (MBLtt, tfX) , OTllfUN h e iM'Bs i 

WI Trtj]Ljai^tLfrDN AHf^rJ, t (pE 

F 6 KC L) JOTllfllN h e I &t/B s i W I T?WWr LtzWPfUzffiAt 3 

C<blZ«fcy, h#3 2 A 1 - T 1 L N h#3 2 A 1 - T2 L, h#32A1 

-T3L, h#3 2 A 1 - T4 L, h # 3 2 A 1 - T 5 L RXS h # 3 2 A 1 

-T6 

•£jfl Tp E F 6 KC L/h#3 2 A 1 —T 1 LJ N rpEF6KCL/h# 

32A1-T2LJ , r p E F 6 K C L/h # 3 2 A 1 - T 3 L J N TPE 

F6KCL/h#32A1 —T 4 LJ N TpEF6KCL/h#32A 1 -

T 5 LJ RXS rpEF6KCL/h#32A1 —T 6 LJ L tza 

[0310] b) h#3 2 A 1 - T 1 H, h#32A1-T2H, h#32A1-T3 

HN h#3 2 A 1 - T 5 HSt/h#3 2 A 1 —T6H £ — (7)ff 

n 53, 55, 5 7^1/5 9075/si#-§-i ftM 

1 4 oiz^jn^tiTr^jn&s h # 3 2 A 1 - T 1 H 
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N h#32A1—T2HN h#32A1—T3HN h#32A1-T5H® 

(|h#32A1-T6 D N A ££ 

f&L (MBLft tfX) , Willi! B I p I U HtS ^ 

tL-g)DN AHf^rJ, t (pEF1/FCCU 

-D i P ixtmLtzwrnizmxt&ztiz&i)s h#3 2 
A1-T1 Hs h#32A1—T2HN h # 3 2 A 1 - T 3 HN h#32A 

1 - T 5 H&t/h#3 2 A 1 - T 6 H M Ltza tibft 

rpEF 1/FCCU/h#32A1 —T 1 Hj 

N rp EF 1/FCCU/h#3 2 A 1 -T2HJ rpEF1/FCCU/ 

h#32A1—T3HJ Tp E F 1/FCCU/h#3 2 A 1 -T 5 Hj & 

XS rpEF1/FCCU/h#32A1 —T6HJ L tza 

mmm 24 
[0311] 7 7 M/LT^XS i g I ec-15ty^ •— 3 2A1®t Mb 

a) t Mbtrifa(7)£jS 

293FreeSty I e 1 . 5 x 1 0 8 £§TI!& 1 0 0 

ml(7)FreeStyle293 Expression Medium ( 

Inv it rogen £t) LN 3 7 °CN 8%C02'f —£ —Tf 

tH <t ^ ip ® Lfr (1 2 5 r pm) 0 Po I yethy I ene imi ne ( 

Polyscience #24765) 1 mg JOp t i - ProSFM 

±n±t!l ( I n v i t r o g e n fctM) 4 m I (Z;||$?LN 5 ̂ PHI^IE Ltz 

oPureLink HiPure Plasmid^'Vhflnvitr 

o g e n £t) 5 K (0. 0 5mg) 

ilf§U?°7X 5 K (0. 1 5 m g ) £ 4 m I (7) O p t i-ProSF Mt%t& 

(I nv i t rogen tt) lZ^MLtz0 5 ̂ PHI^IE Ltz P o I y e 

thy I ene imi n e / O p t i ProSFM ;lpj| 4 m I |Z N ~~3 

7X5 hVOp t i P r o S F MjlpiS 4 m I £ b 5 #PH1$ 
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<D I gG2^'r^ILfct h'fb 3 2 A 1 M 

II £ r h # 3 2 A 1 - H5^-r^°S||j ttip^Ltzo 

[0328] h#32A1-H5^ ?°StI(7)7 5 / 1 0 

1 [CaEit^JtlTl^o 0 1 ©7S/ SlIB^iJ(7) 1 ftM 1 9#g(7)7 

5 / b&<SiSE$>k 2 0ftM 1 4 0#g(7)7 5 / bfc<g>IB£ik 

1 4 1 ftM4 6 6#g(7)7 5/ii^Sfrb&£IB?iJfr\ 

ms mmmi^mmz^t & 0 IB$U#^I O 1075/8E 

mz=i-KiB^ijii, mmmzmrn^-1 o oizfEi^ftr 

l^-So IB^iJ#-^-1 0 00)^0 l/*? KlE£iJ(7) 1 ftM5 7#g(7)^-i7 K 

frb&<g>IE?ik 5 8ftM4 2 0#g(7)*^ Kfr b&<g>IE?ik 42 1ft 

M1 3 9 8#g(7)*^ U7t-^ Kfr bfc<5>IE£iJfr\ V^^-;HB^JN lE 

IB$IJ#^I OO^ 
*7 l/*? KlB^iJSt/IB^iJ#-^-101 (7)7 5 J SilB^iJIi, HI 5 5 IctgEiltcFtL 

Tl^<&0 

[0329] ili 2 3 XftM LfrpEF1/FCCU/h#32A1-T5Hfrb$IJ 

RIlfHB I p I T?tf]yaj£*l,3DN AWrtt£, t h-fbtnH* (h I g G 2 M) 

(PEG2) £flj©s¥iitB I P IxmmLtzwmizm 

At&ztiz&ys h#32A 1 -H$-&ffiMLtz0 t#b 

tltz§£l.rpEG2/h#32A1 —H5J <t^n^Lfr0 

[0330] b) -iv) h # 3 2 A 1 - L 2 - 1 5 h # 3 2 A 1 - L 2 - 1 6 £ 

-< $-o)mm 
IB^IJ||(7)IB^IJS-^- 1 O 3 (7)7 5 J Si#"^ 1 ftM 1 3 3 10 5 

(7)7 5/ii#^1 ftMl 3 3! ft:S S&£ Ltz 

h#3 2 A 1 —L2—1 5®(|h#3 2 A 1 —L2—1 6^-T 

^$•=1— K~3~ -§>il'fs-f-$'^'tjN D N A^-nJiJcL (Invitrogen)N^ 

WJ2 3 ^IMCD^IZ^OT, h#3 2 A 1 —L2—1 5&t/h #3 2 A 
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1-L2-1 

rpEF6KCL/h#32A1 —L2—1 5J RlS r p E F 6 

KC L/h # 3 2 A 1 — L 2 — 1 6 J tw%Ltza 

[0331] c ) =7 y M/LT^XS iglec-15^/^ •— i~MjL{*#3 2 A 1 0) 

t 

c) - i ) t MbinH$0£g 

1 . 2X10 FreeStyle 293 FiM ( I n 

v i t rogen) 1 . 2L®FreeStyle293 exp 

ression medium (Invitrogen) IZfUfjl LN 3 7 

°CN 8%C02-r 0 r PmTr-B#r01JI<!: P 

olyethyleneimine (Polyscience #2476 

5) 3. 6mg JO p t i — Pro SF M±p±t!l (I nv i t rogen) 

2 0ml LN PureLink HiPure Plasmid 

h (I nv it rogen £t) $• I ̂ T fn] M Ltz H |If§3Eg T?° 5? X 5 K ( 

0. 4mg) Jt/L ilf§3Ei 77° 5? X 5 K (0. 8mg) ^20m I ®Op t i 

— Pro S F M±p±t!llZ^;^ Lfco Po I yethy I ene imi n e / 

O p t i - P r o S FMIM2 OmllZ, #§IjE?°^X5 hVO p t i -

Pro S FMIM2 Om I *.11WIC}!# U Jbl:5MlL 

tzikICFreeStyle 2 9 3 FSfflflSlZ^jn Ltza 3 7°C, 8%C02-T 

1?7 SrB% 9 0 r p mt'it ? LT!# £ 

Disposable Capsule Filter (Advante 

c #C C S - 0 4 5 - E 1 H) X%MLtz0 

[0332] pEF6KCL/h#32A1 —T5L<tpEG2/h#32A1 —H5 

t(Dm£-eiZ&-oXm§£lntz#3 2 A 1 (7) t MbinH*£ Th#3 2 A 1 -

H5/L5J N pEF6KCL/h#32A1 —T5L<tpEG2/h#3 

2 A 1 - H 1 - 1 t(Dm£-eiZ&-oXm§£lntz#3 2 A 1 (7) t MbinH*£ 

rh#3 2 A 1 —H 1 —1/L5J N p E F 6 KC L/h#3 2 A 1 - L 2 

- 1 5<t p E G 2 / h # 3 2 A 1 -H 1 - 1 <t 
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# 3 2 A 1 (7) t l~h#32A1—H1—1/L2—1 5J N pE 

F6KCL/h#32A1 —L2—1 6<tpEG2/h#32A1 —H 1 — 

1 2 A 1 (7) t MbinH*£ I" h # 3 2 A 1 

— H1—1/L2—1 6 J Lfco 

[0333] c) - i i ) t Mbtftftfllfil 

±SH c ) — i ) TM# bfcf;:ipii±}W$\ r P r o t e i n A77^-f-l' 

-^P7h^77^- (4 — 6 °CT) t KP^v;U7/^-T h 

(1ST) (7)2imbXlSTl*MLfro rProte i nA77^j^-^ 

• ̂  5 vV t KP^TV;U7'/^ -< 

a^[zN ±S#±;f 1 1 00- 1 2 00 

m I P B ST^FiHbLfcM abSelectSuRe (GE Heal 

thcare Bioscience tiSSL H i T r a p ^ A : l^fjt 1 rn 

I X2il$£) lZ7?°^^Ltz0 t%m)&tft>^AlZ±XA-otz(Dlbs PBS 1 

5-3 Om l 2 M7i^-(pH4 

. 0) T-&ttiU (G 

E Healthcare Bioscience H i T r a p D 

esa I t i n gi)7A : Hffi 5 m I X 2 illfn) Tr 5 mM y AySt"^" h 'J ^ 

A/50mM MES/2 OmM NaC l/pH6. 5©/\*777-^f 

5 m M NaP i / 5 OmM 

MES/2 OmM NaCI/pH6. 5 0)/<y 1 T~ 

5? 5 KP vJUT'/'v^ -f hi)7A (EI^AV * 7 y B i o — S 

cale CHT2—1 Hydroxyapatite Column: 

§|2m I ) 1:777^ Lfro ^b^- h y ^Alz££Mift;I)t^IB;£ai£ 

HJfeU (GE He 

al thcare Bioscience HiTrap Desal 

t i n g^A : §^5m I x 2 £$S) tCBS (1 OmM£l>&|g®jft 

/HOmM^bthU^A, p H 6 . 0) o StCC 

entrifugal UF Filter Device VIVASP 
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I N 2 0 OK, Sartor i usfct, 4°CT) CiTjIlfsL 

, igG;ijt^i. omg/m i u±izmmLmmy->7°j\st Ltza &mm 
+)-y?°)ls(D^Mlt, h#32A1—H1—1/L5 : 2. 2ml, h#32 

A1-H5/L5 : 1. 8ml, h#3 2 A 1 -H 1 - 1/L 2 -1 6 : 6 

. Oml, h#32A1—H1—1/L2—1 5 : 2. 2 m I t*feofc0 

HMJ 29 
[0334] =yy M/LT^XS iglec-15^/^ •— i~MjL{*#3 2A1®t Mb 

IWJ2 4£t/2 SlZ^oTM^ftfct 

HWiJ9[3lHit(7)^J-^^LTl^ffiLfro HWIJ8 

10% FBS<t 1 0 n g/m i 

M-CSF (R&D Systems ttM) a - M E M JgJfeT 1 . 

5 x 1 05im/m I IZMWkLtz&O) £9 6^7°U- h (7)#^ i ;UZ 2 0 0// 

1 fif H LT, C02-r £ — 432 HPeliSftLfco 9 6^U- h^ 

thRANKL (RANKL^7°Pf 7^11 

) $'$:I/SJ^2 0 n g/m I , M-CS F 0 n g/m I IZ^-g) J; 7 

Lfc1 0% FBSttMEM-aMl OOji I £»Lfc0 ^(7)iMi£ 

H«ij6TPMLfc^y htfiT^XS i g I ec-15i/^P-

(# 3 2 A 1 fctfa) 2 4 TPM Lfc 6 t h'fb# 3 

2 A 1 (h#32A1—T1, h#32A1-T2, h#32A1-T 

3 , h#3 2 A 1 —T 4, h#32A1-T5, h#32A1-T6) £3 

~1 00 n g/m I (7);lJtl::£:<g>£dl::fflLT, Ml- 3 HPHI C O 2>f 

14 7 * *77 2—t? (TRAP) 96^7°U 

— h0#^x;KDJg£jft£lR3l|&£LT, 1% Triton X-100 

J^-r^5 0mM^x>ii^-h'J^AM;^ (pH6. 1) 5 0 u I £# 

^xjUzJjp*., ?°u- hJI<t 5«lT5flfii]^<t 7 LTiM£W;g'fbLfco c 

fa b x JHZXSC/H^ (5mg/ml p — n i t ropheny I 
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phosphate TkTS 0 . 4 6% h 'J <§> 5 0 mM 

h >J ^All;ft ( p H 6. 1 ) ) 5 0 // I £2JP*.T^ST? 1 0# 

HSK h Ltzo htl:9 6^7°U- h0#^i;U: 1 

NTKK'fk^- h 'J ^A;£;ft5 0 a I £2jP*T»iitJ5J££if ± Lfco 

ihtl:^UK04 0 5 n mCDP&^J! ZmULXT RA P S14(7)J||I[Z Lf: 

0 $P^$-H14 4^t/4 5[Z^Lfro £fc^£>litl$<!:|n] 

MMLtz^y htfiT^XS i g I e c - 1 5^E/ ^ •— (#3 2 A 

1 Jfttt) , ili 1 9 TIRIM Lfc# 3 2 A 1 t h^> TtnHfc* 

mm 2 8 TrPM Ltz 4 t h'fb# 3 2 A 1 Jftft; (h#32A1-H1-

1/L5S h#3 2 A 1 - H 5/L 5, h#3 2 A 1 —H 1 — 1 / L 2 — 1 

6 N h#32A1—H1—1/L2—1 5) L 

T, ^(7)^£H]4 6X1*4 7 IZ^Lfro ;£t££flMffiLfc 1 0||fl)t h'fb 

# 3 2 A 1 (h#32A1—T1N h#32A1-T2N h#32A1 

— T 3 N h#3 2 A 1 —T 4 N h#32A1-T5N h#32A1-T6N 

h#3 2 A 1 -H 1 - 1 /L 5, h # 3 2 A 1 - H 5 / L 5 N h#32A1 

— H1—1/L2—16, h#32A1—H1—1/L2—15) 

tSi^Xs =7V htfiT^XS i g I ec-15i/^ •—fJUtnH* (#3 2 A 

1 tnH*) , XI t# 3 2 A 1 mt(D t h^> !5l£l^f|0&l^iHll!flS 

btLfro 

UMI 30 
[0335] htfiT^XS i g I ec-15ty^ •— -f JUinHfc# 3 2 A 1 (7) t h'fb 

— h?°b- h 

IE^ t h^#'iijilE$ffl&S (Normal Human Natural O 

steoclast Precursor Cel I s N V JUtA 

s ^P^|§2T-1 10) h=l-;HC^^9 6 -

wel I OsteoLyse eel I culture plate ( 

=%M%&LJ If A, t> $ • PA—1 500) l: 1 x 1 o fc 



LS 
°^C33£^VQ£ q 

i vz £#qn 

g L-° e I § ! s \^SWd#(0TO#$H =1 

i vz £#qn ^aa^Iitlio L 

=n*g& ^iniisi i vzE#^* 

^H ivze#H^ 

an>iNvy s^5iO)-3r ° (6 *:Q#8 tm) i= 

(mu9L9:uo!S 

s jujg VLU u o ^ 0 : uo ] } e } ] 0x3) ( J e } e UJ ] jon | j 

eoueoejon | j peA|osej_euj!i) 

s x IAI oAyv) —&—(i H —sanD^ i n o o z$ i u e § 

eey § u ] s e e | e y ejc>L|dojon|-| 1 ! » ^ 

essV ssA-|oeiso I H 0 I *<T#5f "--nftSfinjH 

sa^-^-v^^O'oo i^/§u 0 09 so 

0 L s 0 Z s 17 (9 I—Z~l/l— IH— IVZ£#H v9 L-Z 

~I/L— LH— LVZ£#H v9 1/9 H - L V Z 0#H V91/L-LH 

— I V Z £ # H s91— LVZ£#H S9±-IVZ£#H s 17 1 — L VZ 

£ # H s£l — LVZ£#H SZ±-IVZ£#H Sl±-IVZ£#H) 

tm L v z £ #qH (0l^lio L =nmgia8 zfi^p zsp s*j> 

>^H =1 (0TO L V Z £ #-^n iHHaia 6 L \\k\WW. s (TO L V Z £ #) 

$yy%<\(-(— • £/i9 L — ° 0 I § ! S^^fH ̂ --n 
NZ]4di<T#SlC0^ °=A1£M3 (L0Z8-ld^D^ sYIi'f<)^ 

sIAia d O) (I 0 9 6-ld§-
sYIiri^^3i|^H) H ^±0D[miAI0dOq!.£$|| ( I w/ 

§ u £ £KI^|) d SO-IAIH ( I w/§ u 8 £ 9KI^|) 1 >\ N 

vanq s (%o Lifi^i) mw¥w*4 °:nin^§ 

t6Z9S0/0I0Z<IfAL3d 8171- no/.n/oioz OAV 
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[0336] =y»j htfiT^XS iglec-15^/^ •— 2 A 1 0 t Mfc 

"J h 

HW J 2 4&t/2 SlZ^oTM^ftfct h-fbtnHfcO^-f, 

nwn 5iztmojj&xmm 
t&Zttfnl&T-fo&o 

HMJ 32 
[0337] =y»j htfiT^XS iglec-15^/^ • — 3 2 A 1 ©t h'fb 

»TN F a J ij I z £ £ T ̂  X ® T 0 £ ̂  ;S 14 !¥ fiffi 

H«iJ2 4SI/2 SlZ^oTM^ftfct h-fb&ttt^^-f T N F ajlj^lz 

n«j2 eizsiu&^&TMi-fa:: 
t fr pJttT <£><§> 0 

mmm 33 
[0338] ^M^S^JP'J^h'J— (DSC) h-fbtSfr^lSftSSti/l® 

h#3 2 A 1 —H5/L5N h#3 2 A 1 -H 1 -1/L5N h#32A 

1—H1—1/L2—15, h#3 2 A 1 —H 1 — 1 / L 2 — 1 6IZO^T 

, f&£$140/l$£fT#of::o -tLb0^>^°;UjO. 5mg/m I 0;IJ! 

(CBS ;£;$) IZpM L, 4 0 0 ju I <t LT D S 

Ltz0 DSCl$^ttlt JaT0^ai3lS^Lfro IP*K ^0SBSJtli2 0°C 

, g*tSJg£i o o°c<t Ls #SSlJg£6 o°c/i B#r01, ?.r;u£-B#fyn 

0 8>^Lfc. #EIUft[iCBS £f£fflLfc0 DS Cilij^igM^ LTIi, *SM 

1 c r o C a I fctM VP — Capi I lary DSC Platform 

Ltzo UtJft&jftfr b t# b*itzx Jp^ >ffl$£fr b *—x ̂  -< > (UC^-tr 

;U Ic £ #{&&$ £ ftJI L T # b *1*: X Jf -V > ffl $£) ^L?I^T^-X7^ 

HI 5 0frh#3 2 A 1 -H 5/L 5©^-=E?^AS HI 

5 1 fr h # 3 2 A 1 —H 1 —1/L 5©1J—=E^7A, H]52frh#32A 

1—H1—1/L2—1 5©1J—=E^7A, @53frh#32A1 —H 1 — 

1/L2-1 6 0tj-^^7A^^to £ hy?°fit£F a b 

Tmtt^, h#3 2 A 1 —H5/L50T mfitfr 8 1 
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. 2 °CN h#3 2 A 1 -H 1 - 1 /L 5(7)Tmfitfr8 4. 1 °CN h#32A 

1-H1-1/L2-1 5fl)Tmffii<80. 0°CN h#32A1-1-1/ 

L 2 - 1 6 ( I g G 2) 0) T mfififr 7 7 . 9°C, Tffoofcc 

s®±a>*jfflRnntt 
[0339] TXfit MttfiS iglec-1 

U 1^/iS iglec-1 5inH*£^fr|E2&iaj?!c 

£K## 
[0340] FERM BP-10999 
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11^015 SI 
[sf#mi] 8E&m^2lzmfti&7SSMBBM<D3 9M1 6 5mg<D7 5 S II 

Sgfrb 

[sfi3RJS2] MfiSSBW, GDRHU CDRH2, CDRH3£^f £#<?K fllECDR 

HmiB?iJ#-§-4 4[z^^tL^75y SilB^iJfrbfcy, |fjIBCDRH2(ilB 

?!]#-§-4 5;miB?iJft-§-9 7lZ7r:£tl£^-ftifr-'D(D7SSMm?iJ 

frbfcy^ |fjSBCDRH3(i, IB^iJ#-§-4 6[c^^ti-57 5y iiIB?i]frb 

fc<§> C t ; St/ 

l§tIIB?iJfrCDRI_U CDRL2, CDRL3ftjSECDRU 

(iIB^!J#^4 7[c^£jh,375y iilB?iJfr bfc y , ftjSECDRL2[£IE?iJ 

#^4 8lz^£ft67 5yi£lB5i]frbfcy, fJfBCDRL3l£, iB$l]#^ 

4 9 [Z^^ti-STS J iiIE£iJfr bfc<§> C t ; 

^^-t&iff^ii 1 \ztmmmx\nm\mwimmft0 

[If ^1*3] IB^iJ#-§-4 1 [Z^^tL-g>T5/iiIB^J(7)2 0J^I1 40f|©75/ 
il^Sfrbfc^*ilW^fI^IB^iJSt;iB^J#^4 3[Z^^tlST5y 
StIB?iJ(7) 2 1 ftM 1 32#|©75/SiSISfr b fc3@f® RT^1I#1B 
mztfczt zsmttst mm. 2 
mfro 

[If ̂ 114] Fab, F (ab' ) 2N Fab' RXS F v fr b fc£fffr bitUR^ft 

Iff^I11 ftM 3 

[Iff115] scFv-efe^CiMit^, IffM 1 ftM 3(7)1^"f^fr-OlC 

SBitCDJjtfao 

[Iff^<116] Iff^II 1 ftM4(7)^"ftLfr-0 

ic tm (D mtx & „ 
[l|3ftJg7] IB5iJ#^-4 1 IZ^^tl^T5/ltlB^J0)2 0ftl4 7 0#l(D75y 

&@gfr b fc ^ •niB^ij & tfsju #-§-43[z^^tL^7 = y siiB^ij 0 

2 1 ftM 2 3 7110757 St^Sfrbfc£f£tl0B?iJfrbfc<£>C<t J 
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3RJS8] t 1 ftM4X(i6(7)^-ftL 

^1*9] stifr t -J >J>G 2 mmcDfc-gffi®i^tifr t h& 
• -? >J > KmmM 7 xii s [zfEitcDtfite 

o 

mM 1 o] ® # fflffo® M&%. XS/^L it® # fflffo iz «fc & # p» £ mm t & fcttex it 
!£*»©$! tl'IW fix Sot, 
(a) JaT©7 5yitIB?iJfrbfc£fffrbMIR£ft£M^miM : 

a 1 ) IB?iJ#-§-5 1 IZTT^tl&T-iS &mm<D2 OftMl 4 0#g 

©75/SiSISfr b fc £ 7 5 / SlIB^iJ ; 

a 2) IB^iJ#-§-5 3lZ7r^tl&7~iS SiIB?iJ©2 OftMl 4 0#g 

©75/SiSISfr bfc§7 5/ SlIB^iJ ; 

a 3) IB?iJ#-§-5 5[Z^^tL-g>7Sy SiIB^J(7)2 OftMl 4 0#g 

©75/StSISfr b fc £ 7 5 / SlIB^iJ ; 

a 4) IB^iJ#-§-5 7(ZTKcF;h/<§>75 / SilB^iJ© 2 OftMl 4 0#g 

© 7 5/ StSISfr b fc £ 7 5 / SlIB^iJ ; 

a 5) IB^iJ#-§-5 9 [Z^ ft £7 5/StIB?iJ©2 OftMl 4 0#g 

© 7 5/ StSISfr b fc £ 7 5 / SlIB^iJ ; 

a 6) IB?iJ#-§-9 9l:^$^§75/SiIB?iJ©2 OftMl 4 0#g 

©75/ StSISfr b fc £ 7 5 y SlIB^iJ ; 

a 7) IB?iJ#-§-1 0 1 l:^^tl§75/SiIB?iJ©2 OftMl 4 0# 

g © 7 5 / StSISfr b fc £ 7 5 y SlIB^iJ ; 

a 8) a 1 ) Ma7) fr b jSiR£ft<§> ivf ftfr—0©7 5 y SilB 

m t '>fc <it95 %©*Sm4£?#-37 5 y SIIB^IJ ; 

a 9) a 1 ) Ma7) fr b jSiR£ft<§> ivf ftfr—0©7 5 J SilB 

m t '>fc <tt99 %©*Sm4£?#-37 5 y SIIB^IJ ; 

a 1 0) a 1 ) Ma7) fr b jSiR£ft<§> ivf ftfr—0©7 5 J Si 
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mmiz 1ftMM©7 5/si$isfrMu x$zxi*ttix\£*itz7ss 

; 2kT$ 

(b) JaT©7 5/iiIB?iJfrbfc£fffrbMIR£ft£l£ttW^1M : 

b 1 ) IB?iJ#-§-6 1 SiIB?iJ©2 1 ftMl 33f| 

©75/SiSISfr b4^7 5/ SlIB^iJ ; 

b 2) IB?iJ#-§-6 3l:^$^§75/SiIB?iJ©2 1 ftM 1 33f| 

©75/StSISfr b fc £ 7 5 / SlIB^iJ ; 

b 3) IB?iJ#-§-6 5[Z^^ft^7 5/ilIB^J©2 1 ftM 1 33f| 

©75/ StSISfr b fc 3 7 5 / SlIB^iJ ; 

b 4) IB?iJ#-§-6 7[Z^^ft^7 5/iiIB^iJ©2 1 ftM 1 32#| 

©75/ StSISfr b fc 3 7 5 / SlIB^iJ ; 

b 5) IB?iJ#-§-6 9[Z^^ft^7 5/iiIB^iJ©2 1 ftM 1 33f| 

©75/ StSISfr b fc £ 7 5 / SlIB^iJ ; 

b 6) IB?iJ#-§-7 1 [Z^^ft^7 5/iiIB^iJ©2 1 ftM 1 33f| 

©75/ StSISfr b fc £ 7 5 / SlIB^iJ ; 

b 7) IB?iJ#-§-1 0 3IZ^^ft-g)7 5/iiIB^J©2 1 ftM 1 3 3# 

g © 7 5 / StSISfr b fc £ 7 5 / SlIB^iJ ; 

b 8) IB?iJ#-§-1 0 5lZ^^ft-g)7 5/iiIB^J©2 1 ftM 1 3 3# 

g © 7 5 / StSISfr b fc 3 7 5 / SlIB^iJ ; 

b 9 ) b 1 ) ftM a 8 ) fr bjSJR£ft<§> ivf ftfr—0©7 5 / SilB 

m t '>fc <it95 %©*Sm4£?#-37 5 / SIIB^IJ ; 

b 1 0) b 1 ) ftM b 8) frbMJR£ft£^-fftfr--3>©7 5/ii 

IB?iJ <t '>fc < 1£ 9 9 %©*!m4£?#-37 5 / SlIB^iJ ; 

b 1 1) b 1 ) ftM b 8 ) fr bMiR^ft-Sl^'fftfr—0©7 5 / Si 

IB^iJlz 1 ftMfd@©7 5/it$ISfrMu fc£X[*ttJjP£j|if::7 5/ 

[!i^Il11] IB^iJ#-§-5 1 [Z^^ft^7 5/iiIB^iJ©2 0ftM 1 4 0#g©7 5/ 
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1 tz?H£ti£>75S S£lS?iJ0 2 1 ftM 1 33#@(D75 
y SMMfr b fca 7 5 y S£lB?iJfr b fc^)lill 

1 0 (cssii0^X(i^^0litgl4 

3<II12] IB^iJII^-5 3fC;^£;h,£7Sy g£lB?i]0 2 OftM 1 4O#|075/ 
8m£fr bfc^7 5/ S£SB?i]fr bfc&S$gpT£11#£#t?MgB?U;&. 
t>*IB5'J#-§-6 3l:^$^i§75/SilB?iJ0 2 1 ftM 1 33#|07 5 
y &®gfr b fc£ 7 5 y itsB^ijfr b fc £ fin RT $ ittiifiie^j 

^1113] @B5iJ#^-5 5lZ^^ft^,7 5y ltSB^iJ0 2 OftM 1 4Of|075y 
MSfr bfc^7$y itsB^ijfr b fc<g> m$£eimK@ 
lSm^m^-6 5lZ7H£ti£7SS StSB^iJ0 2 1 ftM 1 3 3SI075 
y ®SS^bfc57 5 y it IB^IJ fr b fc £ ^ll±i £ ̂  t;il&£lB$»l 

1 oizEEm(D}mxtemm(Dmmt± 
mx0 

^Ii14] IB^iJII-i-5 5lC^^ft^,7 5y lt!B^iJ0 2 OftM 1 4O#@07$y 
Sl®bfc§7 5 y &SB5>]fr bfc3SiSW£1I#£#irS$gSB*lj;R 
r;iB5IJ#^6 7 IZ?H£ti37 5 S BgmtW 2 1 ftM 1 3 3 #@07 5 
y itsisfr b fc 7 s y stiB^jfr b fc £$m^imMm z^timmmm 

^1115] IB^iJ#-§-5 7|Z^^ft^>7 5y S£lfi?iJ0 2 OftM 1 4 O#@07Sy 
nasfrbfc^7 5 y it IS^IJ fr b fc & t^mmm & 
tfSB*U#^6 9 lZ7Ts£H&7 $ S Mmw 2 1 ftM 1 3 3 #@07 5 
y iisssfr bfc£7sy stiB^fr b fc &$§ti ̂ mm %t;£m mm 
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Kff Jn o 

*1*16] IB?iJ#-§-5 SiIB^J(7)2 OJill 40#|(D75/ 

b4^7 5/ mm fr b fc & sti RT^H# 
tfEJIJS# 7 1 ItSB^iJ CD 2 1 J!)I1 3 3SI07 5 

/ it^fr bfc^y 5 J itiB^jfr b 

c t ii*il 1 o 

WrK-o 

*1*17] IB?iJ#-§-9 9[:^$^§75/S£lB?iJ0 2 OM1 4 0 #@07 5 7 

®ssfrbfci>7 5 y siiB^ijfr 
e 9 izTjk^ti^y 5/®I^J®2 1 1 3 3 #§07 5 

J IfESfr b fc£7 5 J itSB^iJfrbfc-S&$® RT & $"a tlilllB^J 
£&&<!:f £§#*£ 1 0 (C|Bit0^X(il^^0^fl'f4 

®f^ro 

*1*18] IB£']#-§-1 0 1 (Z^^ft^7 5/|tIB^J0 2 0^11 4 O#@075 

/ sssfr b fc & 7 5 / niB^ij fr b fc & at®'RT&H# t? mmmm 
St;iB^iJ#^6 9[:^$^§75/IIIB^IJ0 2 1 7bm 1 3 3#@07 
5 J It^&fr bfc&7 5 J ItlB^iJfr bfc^lfilpJ^Iit£#frg|SiB 
5»J <?: £ii*i* 1 0 13^*60^X1^^0^ 
14Wf^0 

*1*19] IB^iJ#-§-9 9[:^$^75/SiIB^iJ0 2 OJill 4 O#@07 5/ 
il^Sfr bfc§7 5/ SlIB^iJfr b fc £Sf®RT£H# Sf®iB$ij;R 
tfE5US# 1 0 3l:^$^§75/IIIB^|J0 2 1 7bm 1 3 3#@07 
5 / MSSfr bfc&7 5 y lilB^iJfr bfc^)$5iipJMI^£#frf§SIIS 
5»j £#fcd t <611*111 o iziBii0^xi mtmomut 

*1120] IB^iJ#-§-9 9IZ^^ft^)7 5y ltlB^iJ0 2 OftM 1 4 0#@07 5/ 
StSISfr bfc<£>7 5 / StSB^iJfr bfc<£>M RT^U|£ ££frS|gSE*»j;R 

1 0 5lc^^ft-g)7 5y ltlB^iJ0 2 1 J!iI1 3 3#@07 
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ztmtt&i mm 1 o 
•\mx0 

[!i*II21] IB^iJ#-§-5 1 0J!iI4 7 Of|(D75/ 

li^Sfrbfc£SttIB?ij;&t/IB?iJ#-St6 1 itlB?iJ(7) 

21 T7JM2 3 ^ y t && 

^tt^tmm 1 o [zsB«t(7)^x[iig^(7)iit^®f^o 

ltmm22] 1B^IJ#-§-5 3[Z^^ft^T5/iiIB^iJ(7)2 0J!il4 7 Of|(D75/ 

bft&miliB5i]&tfiE5i]#-^6 3 IZ7rs£tl&T 5 J iiiB?i](7) 

2 1 M2 3 8#g075y&@£frb£3&fHlB$IJ£^fr;i(t£!ft 

Wltt&imm 1 0 
[li*II23] IB^J#-^5 5[Z^^ft^T5/liIB^iJ(7)2 0J!il4 7 Of|(D75/ 

MB&fr b fc £ SIIIB^iJ & tfE5U i^6 5l:^^75/ SlIB^iJ 0) 

2 1 M2 3 8#g0T5/Si?iSfrbfc£f§tIgB?iJ£ltfrZ<!:£^ 

l£<t-f 3gf;RJS 1 0 

[!i*I*24] IB^iJ#-§-5 5(7)7 5yiiIB^iJ[C^^ft^2 0J!il4 7 Of|(D75/ 

ms&fr b fc £ SIIIB^IJ & tfS5U i^6 7[:^^75/ SIIB^IJ (7) 

2 1 M2 3 7#@(7)75/gi^Sfrbfc&$§tlIS?iJ£#t;-<!:£!8 

l£<t-f 3gf;RJS 1 0 

[11*1125] IB^J#-^5 7[Z7K^ft^T5/^IB^iJ0 2 0 71JM4 7 0#g<7)7 5/ 

ItSISfr b fc £ SIIIB^iJ & tfEJiJ i^6 9l:^^75/ SlIB^iJ (7) 

2 1 M2 3 8#g(7)75/ii^Sfrbfc£l§itIB?iJ£#t:-<t£!ft 

f&t-r&imm 1 o 

[li*I*26] IB?iJ#-§-5 9[C^^ft^T5/iiIB^iJ(7)2 0J1il4 7 O#g075/ 

li^Sfrbfc-g>SIIIB^JSt;iB^J#^-7 1 l:S^75/ itIB?iJ(7) 

2 1 M2 3 8#g(7)75/ii^Sfrbfc£l§ttIB?iJ£#t:-<!:£!ft 

1 0 lzSBit(7)^X[ifg^(7)iltg14®f^o 

[li*I*27] 1B^IJ#-§-9 9[C^^ft^T5/iiIB^iJ(7)2 0J1il4 6 6#g075/ 
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t> £ a mf&mm & vmm s^6 9i:^^7 5/ mm <D 

2 1 ftM 2 3 8 # @ (7)7 5 / b fc3&$gIB$lJd <t 

®ktt&imm. 1 o izsBit(7)^x[iig^(7)iitM4®f^o 

[If*1128] IB^iJ#-§-1 0 1 Iz^£ft£7 5/ MSB^W 2 0ftl4 6 6SI075 

/ M&Mfr bfc£StIIB?iJ&t/IB?iJ#^6 9l:^$W75/ illB^iJ 

(7)2 1 ftM 2 3 8#@<7)7 5/Si?fSfrbfc£f£iIgB?iJ£#t:z<!:£ 

[If *1*29] IB^iJ#-§-9 9[Z^^ft^T5/iilB^iJ(7)2 OftM4 6 6#|075/ 

1 o 31 ZTT^HZT 5 / 

0) 2 1 ftM2 3 8§|(J)75 / bfc<g>l£tIIB?ijd <t J 

smtt&i mm 1 0 [z=E«6(7)t/L^x(iM^0mtii4®T^o 

[If *1*30] IB£iJ#-§-9 9l:^$^§75/ItlB^J C7) 2 0ftM4 6 6 #@(7)7 5/ 

SiSiSfr b fc £ SitlS^iJJk tf SB5>JS# 1 0 5 fc ̂  $ ft <5 7 5 / ItlB^iJ 

(7)21ftM238#@(7)75 / b fc<g>l£tIIB?iJ Zt% 

tmtt&immi o 

[if*1*31] if*1*1 ftM 3 oiztmomtRitmmomt^mxo'pteK t*, 

[iff*i*32] #ttsam$0,m&tfZ t ZftWltir&s ii*i* 
3 1 iziEWLomWMMfyo 

[if *1*33] if *i* 1 ft M 3 o izimomkxitmmomwmfto'pte <t*> 
l^-fftfr—oN MtfCu b?X/txX7tx^— K JS14S tf£ 5 >D 3N t) 

;Uv iXh7vt-iH(D7ts;i/^E>N SER 

Ms (selective estrogen receptor 

modu I ators) N -f "7°1J "7 ^ /f\ > N tf £ 5 > K 2 (^tf h 

\s J Is) s Jl JU is^ AM^'JN PTH (parathyroid ho 

r mo n e) „ ^Xf P'f Ktifct^ilE^lk OJ/#'I4T N F HZ7°^~ S 

KTNF , KPTHrP (parat 

hyroid hormone— related protein) 
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I L - 1 K 

fit I L - 6 Ui? KRANKLS 

Jn N Sl/OC IF (osteoclasto 

genesis inhibitory factor) 

fr b MIR £ ft <§> '>& < <t £1 vf ftfr—O tt& 
s #imm-%o)npy§m®0 

[ii*i*34] #^iwm^fr\ mmfe, ifuoTfizffafm 

t^-vi7hm, Rxsmm^ 
^frb^SllfrbjliR^ftS, Ii*Il3 2Xtt3 3 [Z=Hii(7)|S^5ii 

mmM3 iiz&wuomm 

[ii*ijt36] -t^mm^fr, mmfcx&z>zt^mttz>s mmM3 5iztm 

[ii*i*37] mmmK XTP^ K^&^jrp 

l-#"5 IIHH-GET<£><§> e t ZW^tt 3 6 icfEiKcDEiil&ljiJc 
fao 

[!i*i*38] mmM 1 ftM 3 0 < t & 
^-fftfr-o£J&-^-f <§> e t #ftf 

[!i*i*39] mmM 1 ftM 3 0 < <!: & 
ivfftfr—3, 3£tflcN ifx/frx**-K S14Mlf^5>D3, t) 
;Uv h —XX V7|-—JUW(DTHJU=E>S SER 

Ms (selective estrogen receptor 
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modu I ators) „ -f 7?°1J 77 5? 7f \ > N tf^5>K2 (>tf h 

U/ >) N Jl JU PTH (parathyroid ho 

r mo n e) „ ^Xf P'f RT/Ht:fcT N F \siz7°$ — s 

KTNF KPTHrP (parat 

hyroid hormone— related protein) 

I L - 1 Ls1?7°5i-T>5id-X K 

fit I L - 6 Ui? 77° £ -fitfa^lSfittoMtlttiifT)^ KRANKLS 

Jn N Sl/OC IF (osteoclasto 

genesis inhibitory factor) 

fr b SIR £ ft & '>£ < 1£ ̂ "fftfr- o £ In] L T & 

[=i*ii40] #^iwm^fr\ mmfe, ifuoTfizffafm xii^0#iK 
if*ii3 sxii3 9iztm 

[Iff*I142] #lifl^fr\ XjP-{ K^&ilStrp 

[c#a#ffl^T*&Se<b^lS<b-rSil5R]l4 1 [::fEi6(7);ML&t/ 

/Ritmjfeo 

[If*1143] Ii*Il3N 7X(i 1 0ftM3 0(7)^-fftfr—0[Z=Hii(7)t/L^$-=i—K 

'i'&'tf'JZ'7 U^~T Ko 

[If*1144] Iff*I*4 3[ZlHii(7)7K'J^^ UTh^ KTfeoT, IB^iJ#^4 0[Z^^ 

ft<g>*^ UTTT KSB^iJCT) 5 8^14 2 0#@(7)^^ UTh^ Kfrb&S 

KlB^iJSt/IB^iJ#-^-4 2 IZ^^ftS^ 0 KlB£iJ(7)6 

1 ftM3 9 6 ft @ (7) ^-^7 KfrbfeS^-^ KlB£iJ$"a"tjN il 

<!: ^IStf -STK'J** UTTT KO 

[If*1145] IB^iJ#-§-4 0 (ZTKcFft-g)^ *3 \y*? KlB£iJ(7) 5 8 ftM 1 4 1 0#@(7) 
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^ Kfr 4 2 (Z/lscFft-g) 

UTTT KSB^IJCT) 6 1 ftM7 1 1 #@(7)*^ UTTT Kfrb£3*£ 

UTh^ KIB5U3if3RJS4 4[ziBii(7)7K'J^^ U 

Ko 

[!i*i*46] !i*i*4 3lziBit(7)7K'J^^ UThT Kt-feot, 

(a) JMT(7)*^ UTTT KlB?iJfrb&&fffrbMIR£ft&*0y*^ U 

tf K : 

a 1 ) IB?iJ#-§-5 0[ Z7jk£tl&Zt U*? KIB?IJ(7)5 8 ftM 4 2 0 

#@(7)^-^7 U^"f KfrbfeS^-^ U^f KIB^IJ ; 

a 2) IB?iJ#-§-5 2(Z7jk£tl&Z$ UThf KIB?IJ(7)5 8 ftM 4 2 0 

#@(7)^-^7 U^"f KfrbfeS^-^ U^f KIB^IJ ; 

a 3) IB?iJ#-§-5 4 lZ7jk£tl&Zt U*? KSB^iJCT) 5 8 ftM 4 2 0 

#@(7)^-^7 U^"f KfrbfeS^-^ U^f KIB^IJ ; 

a 4) IB?iJ#-§-5 U7hf KIB?IJ(7)5 8 ftM 4 2 0 

#@(7)*^ Utf KfrbfeS^-^ U^f KlB^iJ ; 

a 5) IB?iJ#-§-5 8 lZ7jk£tl&Zt U*? KIB?IJ(7)5 8 ftM 4 2 0 

#@(7)*^ Utf KfrbfeS^-^ U^f KlB^iJ ; 

a 6) IB?iJ#-§-9 8 lZ7jk£tl&Zt U*? KIB?IJ(7)5 8 ftM 4 2 0 

#@(7)*^ Utf KfrbfeS^-^ U^f KlB^iJ ; 

a 7) IB?iJ#-§-1 0 OlZ7jk£tl&Zt UThf KIB^IJ(7)5 8 ftM 4 2 

0#@(7)*^ Utf KfrbfeS^-^ U^f KlB^iJ ; 

a 8) a 1 ) ftM a 7 ) fr b l^~f ftfr—0(7)* \s*=$-

KiBJIJtffimMteZtnsyi-? KlB^iJfrbUThf KtX h 

!J>yi>hW ̂  'J £V Xf <§>?H 'J * ̂  UThf Kfrffi^f 

f KlB^iJ ; 

a 9) a 1 ) ftM a 7 ) fr b jSiR£ft<§> l^~f ftfr—0(7)* ^ U7t"T 

KIB^IJIC 1 ftMfd@(7)7$/ii$ISfrMu ZtltzZ 1 

Utf KlB^iJ ; ~Jkl$ 
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(b) Utf KiB?ijfrb&&fffrbMiR£ft&*0|j*^ U 

tf K : 

b 1 ) IB?iJ#-§-6 Of KSB^IJCT) 6 1 ftM 3 9 9 

#@(7)^-^7 Utf KfrbfeS^-^ Utf KIB^IJ ; 

b 2) IB?iJ#-§-6 KSB^iJCT) 6 1 ftM 3 9 9 

#@(7)^-^7 Utf KfrbfeS^-^ Utf KIB^IJ ; 

b 3) IB?iJ#-§-6 KlB?iJ(7)6 1 ftM3 9 9 

ft@(7)*^ Utf KfrbfeS^-^ Utf KlB^iJ ; 

b 4) IB?iJ#-§-6 Utf KIB?IJ(7)6 1 ftM 3 9 6 

ft@(7)*^ Utf KfrbfeS^-^ Utf KlB^iJ ; 

b 5) IB^iJ#-§-6 8 Utf KSB^IJCD 6 1 ftM 3 9 9 

ft@(7)*^ Utf KfrbfeS^-^ Utf KlB^iJ ; 

b 6) IB?iJ#-§-7 KlB?iJ(7)6 1 ftM3 9 9 

ft@(7)*^ Utf KfrbfeS^-^ Utf KlB^iJ ; 

b 7) IB?iJ#-§-1 0 2[:fv$^^^7Utf KlB?iJ(7)6 1 ftM3 9 

9 ft @ (7)^ ^7 Ut f Kfr b -§> ^ Ut f KIB^IJ ; 

b 8) IB?iJft-§-1 0 4 Utf KSB^IJCD 6 1 ftM 3 9 

9 ft @ (7)^ ^7 Ut f Kfr b ^ -^7 Ut f KIB^IJ ; 

b 9 ) b 1) ftM b 8 ) fr bjliR^ftSl^'fftfr—0(7)*^ Utf 

KlB$iJ<tffl*itofc*£ Utf KlB?iJfrbft&7pJ*^ Utf K<tX h 

!J>yi>h/W ̂  'J £VXf &?H 'J^^Utf Kfrffi^f 

Utf KlB^iJ ; 

b 1 0) b 1) ftM b 8 ) fr bMiR^ftSl^'fftfr—0(7)*^ \y* 

=? KlB^iJlz 1 ftMi»^Utf KfrM^u 

•^7 Ut f KlB^iJ ; 

$"a"tjNe t -§>/KU ^-^7 utf Ko 

[If*1147] IB^Jft-§-5 0[Z7r^*l&%0 Utf KIB^IJ(7)5 8 ftM4 2 0ft@(7)* 

•^7 utf Kfr b ^ utf KlB^iJfrb-§>/K'J^^7 utf KS.tf 



WO 2010/117011 162 PCT/JP2010/056294 

Of KSB^IJCT) 6 1 ftM 3 9 9fl^ 

0 Utf Kfr utf KlB^iJfr bft-S/PJ Utf K$"a" 

Giztmvts'jxt is*? KB 

[!i*Ii48] IB^iJ#-§-5 KIB?|J(7)5 8ftM42Of|05? 

Utf Kfrbfe-S^-^ utf KlB^iJfrb-§>/K'J^0 Utf KS.tf 

IB^iJ#-§-6 2(Z7jk£ti&Z$ U*? KIB5IJ0 6 1 ftM 3 9 9fl^ 

0 Utf Kfrutf KlB^Jfr b&<S/PJ J**? Utf K$"a' 

fret 3gf;RJS4 6 (zffiiM)TK'J Utf K0 

[!i*I149] IB^iJ#-§-5 4[Z7r^*l&%0 Utf KIB51J0 5 8ftM42Of|05? 

Utf Kfr b ^ utf KlB^iJfrb-§>/K'J^^7 Utf KStf 

IB^iJ#-§-6 4(Z7jk£ti&Z$ u*? KIB5IJ0 6 1 ftM 3 9 9fl^ 

0 Utf Kfrutf KlB^Jfr b&<S/PJ J**? Utf K$"a' 

fret £^t-f&!i*Il4 6 (zffiiM)TK'J Utf K0 

[!i*I150] IB^iJ#-§-5 4[Z7T^%1&%0 Utf KIB^IJ(7)5 8ftM42Of|05? 

^7 utf Kfr b ^ -^7 utf KIB^IJ fr b -§> /K 'J ^ ̂ 7 utf KS tf 

IB^iJ#-§-6 6l:f^tl§^^7Utf KIB5IJ0 6 1 ftM 3 9 9fl^ 

0 Utf Kfrutf KlB^Jfr b&<S/PJ J**? Utf K$"a' 

fret £^t-f&!i*Il4 6 (zffiiM)TK'J Utf K0 

[!i*I!51] IB^iJ#-§-5 6 iZ7jk£H&X<7 Is*? KIB^IJ(7)5 8ftM42Of|05? 

0 Utf Kfr b ^ utf KlB^iJfrb-§>/K'J^^7 utf KStf 

IB^iJ#-§-6 8 KiB5>J0 6 1 ftM 3 9 9fl^ 

^7 utf Kfrutf KlB^Jfr b&<S/PJ J**? Utf K$"a' 

fret eizsEi^Tpj*^ utf KB 

[!i*I152] IB?iJ#-§-5 8 iZ7jk£H&X<7 Is*? KSB^IJCT) 5 8ftM42Of|05? 

0 \s*? Kfr b ^ \s*? KlB^iJfr bti.<§>/K'J X0 \s*? K&tf 
mmm 0[Z7jk£ti&zt u*? KIB5IJ0 6 1 ftM3 9 9SI^ 
0 \s*? Kfr\s*? KlE^Jfr b&<S/PJ J**? \s*? K$"a" 

Giztmvts'jxt is*? KB 
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*1153] IE5'J#-^9 is*? KIE5IJ0 5 8ftM4 2 0#@(7)* 

0 \s*? Kfr b <§> 3? 0 \s*f KlE^iJfr b <§ /t^ 'J ^ ̂  Utf KS.tf 

IB?iJ#-§-6 8lZ7T,£in&ZV is*? KIB^IJCT) 6 1 ftM 3 9 9 #@(7)3? 

>7 Utf K fr b -§> 3?-^7 Utf KlE^lJfr 3*^ Utf K$"a' 

fret^istf &!i*i*4 6[cIEit(7)7pJ*? \s*? Ko 

*1*54] IB^iJ#-§-1 0 U/)"f KSB^IJCD 5 8ftM4 2 0#@(7) 

^ £ Utf Kfrbfe<§>^^ Utf KlB^iJfr b <§> 1J ^ utf KZfc. 

tfIE?iJ#-§-6 8 KSB^IJCD 6 1 ftM3 9 9 ft @(7) 

^ ̂  Utf Kfr is*f KlB^iJfr b -2)^ 'J ^ *3 \s*f K^ 

#fre t ZW^ttS!i*il4 6lzlE«0^'J^^ utf Ko 

*1155] IE?iJ#-^9 8 (37is*? KIE?IJ(7)5 8ftM4 2 0#@<7);* 

*3 is* ? Kfr b t£ <§> 3? 0 is* ? KIE^IJfr b ?£ <§> /K U ^ O is* f K& tf 

IE^|J#-^1 0 2l:^^^^^U/)-f KIE£|J(7)6 1 ftM 3 9 9ft@0 

~y? Utf Kfr b <§> >? Ut ? KlE^'Jfr b & <5 /K U ^ y7 Ut f1 K $• 

itfr e t S!i*i*4 6 dSEitcD/pj *0 is*? Ko 

*1*56] IE?iJ#-^9 8 IZ7F£*1&X<7 Is*? KSEW5 8 ftM4 2 0#@<7)* 

^7 Ut" ? Kfr b & S ^ Ut f KlE^'Jfr b 'j -^7 ut f K\$.tf 

IE^IJ#-^ 1 0 4 Id^£*1 <§>*-> Utf KlE?iJ£>6 1 ftM 3 9 9#@(7) 

l&O is*? Kfr b <§> ^ -^ Utf KlE^'Jfrb-§>/K1J^-^7 utf Kf 

itfretSlf*il4 6(ziEit0^O|J^^7 utf Ko 

*1*57] IE?iJ#-^5 U7t"f KIE?|J(7)5 8 ftM 1 41 Of@(7) 

is*? Kfrb&S*^ Utf KlE£iJfrb&<§>*0|J*^ Utf KS 

tfIE?iJ#-§- 6 KSE^IJCD 6 1 ftM 7 1 4#@(7) 

X *7 is*? Kfr b <§> -^7 ut f KlE^iJfr b <§> >K 'J 0 is*? K$• 

itfr e t ̂ ISt-rS!I*I*4 6 lztmo)*^J^p[y*? Ko 

*1*58] IE£iJ#-§-5 2[Z7ik£tl&Z<7 Is*? KIE^IJCD 5 8ftM1 4 1 0#@(7) 

*9 Is*? Kfrb&s*^ UThf KlE?i]frb&£*0|J*^ utf KS 

tflE5iJ#-§-6 2lC^s$ftS^^7 Utf K1E5'J(7)6 1 ftM7 1 4#@(7) 
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X U t J- Kfr b <§> X *3 U t J- KIB^IJ fr b <§> /K 'J ^ ̂ 7 U t f KJ 

£!ft1lfc<!:-f&Ii*i*4 6 (zffiiM)TK'J Utf K0 

[If*1*59] 5 4 ^7 Utf KlE£iJ(7) 5 8 ftM 1 4 1 0#@(7) 

^ "£7 Utf Kfr b -§> -£7 Utf KlE^iJfr b -§> /K1J -£7 Utf K$. 

t/IE?iJ#-§-6 KiH5>J0 6 1 ftM7 1 4#|0 

^ ̂7 U t ? Kfr b -§> ^ ̂7 U t ? KIE^IJ fr b -§> /K 'J ^ ̂ 7 U t f KJ 

[11*1*60] IE^iJ#-§-5 4[::^£*i3*£ utf KIB51J0 5 8ftMl 410#|© 

^0 Utf Kfr b -§> -£7 Utf KIE^IJfrbUtf K$. 

tfIE^iJ#-§-6 6l:f^tl§^^7Utf KiH5>J0 6 1 ftM7 1 1 #@(7) 

X 0 U t ? Kfr b -§> X 0 U t ? KlE^iJ fr b -§> /K 'J X 0 U t f KJ 

[If*1*61] IE^iJ#-§- 5 6 ^7 Utf KlE£iJ(7) 5 8 ftM 1 4 1 0#@(7) 

J**? Utf Kfr b ^ -£7 utf KlE^iJfr b -§> 1J ^ -£7 utf K$. 

t/IE?iJ#-§-6 8IZ7jk£ti&Zt U*? KiH5>J0 6 1 ftM7 1 4#|0 

X 0 U t ? Kfr b -§> X 0 U t ? KlE^iJ fr b -§> /K 'J X 0 U t f KJ 

[Iff*I*62] IE^iJ#-§-5 8[::^£*i3*£ utf KIB51J0 5 8ftMl 410#|© 

J**? Utf Kfr b -§> -£7 Utf KIE^IJ fr b Utf K$. 

tfIE^iJ#-§-7 OlZ7jk£ti&zt UJ-? KiH5>J0 6 1 ftM7 1 4#|0 

X 0 Ut? Kfrb-§>^ 0 Ut? KlE^iJfrb-§>/K 'J ̂  ̂7 utf KJ 

[Ii*I*63] IE^iJ#-§-9 8[::^£*l3*£ utf KIE^IJ(7)5 8ftMl 3 9 8f|© 

^ 0 Utf Kfr b -§> -£7 Utf KIE^IJ fr b Utf K$. 

tfIE^iJ#-§-6 8 KiH5>J0 6 1 ftM7 1 4#|0 

^ ̂7 U t ? Kfr b -§> ^ 0 U t ? KIE^IJ fr b -§> /K 'J ^ ̂ 7 U t f KJ 

[Ii*I*64] IE^iJ#-§-1 0 utf KIB51J0 5 8ftMl 3 9 8#| 
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(DX9 Ut ? Kfr b <§> X 0 Ut ? KIB^IJfr b -§> /K 'J Z 0 Ut ? K 

&t/IE?iJ#-§-6 8IKSB^IJCT) 6 1 ftM7 1 4|| 

(DX9 Ut? Kfr b <§> ^ ̂  Ut? KlB^iJfr b -§> /K 'J ^ ̂ 7 Ut? K 

t <§>Ilf*I*4 6 |CIB#6(7)7K 'J \y*J- Ko 

[If*1*65] IB^iJ#-§-9 8 (ZTKcFft-g)^0 Utf KlB^iJ(7) 5 8ftM 1 3 9 8f I© 

^ "£7 Utf Kfr b -§> -£7 Utf KlB^iJfr b -§> /K1J -£7 Utf K$. 

t/IB?iJ#-§-1 0 2(Z7jk£ti&Z$ U*? KiB5>J0 6 1 ftM7 1 4|| 

(DX9 Ut? Kfr b -§> ^ 0 Ut? KlB^iJfr b -§> /K 'J ^ ̂ 7 Ut? K 

$"a"tjNe t <§>Ilf*I*4 6 13IE#60)TK 'J y? \s*J- Ko 

[11*1*66] IE?iJ#-§-9 Utf KSE^IJCT) 5 8ftMl 3 9 8f|© 

-£7 Utf Kfr b -§> -£7 Utf KlE^iJfr b -§> /K1J -£7 Utf K& 

tfIB^iJ#-§-1 0 4 KIE5IJ0 6 1 ftM7 1 4|| 

(DX9 Ut? Kfr b <§> ^ ̂ 7 Ut? KIB^IJfr b -§> /K 'J ^ ̂ 7 Ut? K 

t <§>Iif*I*4 6 ICIE#6(7)7K 'J y? \y*J- Ko 

[Ii*I*67] Ii*I*4 3 ftM 6 6 [ZiEii(7)^-fftfr-0(7)7KiJ^^ Utf K£^t? 

— O 

[Ii*I*68] Ii*I*4 3 ftM 6 6 [ZiEii(7)^-fftfr-0(7)7KiJ^^ Utf K£^t? 

[Ii*I*69] If*I*6 7[ZiEit(7)K^^-J^t;^^$E^:fi±mo 

[=f*I*70] Ii*I*6 8Xli6 9 [ZiEii(7)?i±$ffliS$-±S#LN Jg^g&fr btnH*£ 

HM-rSXlSJ#frIi*I*3, 7Xli1 0ftM3 0[ZiEii(7)^(7)^ 

j<l^j"/£o 


