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$l!flS[::Jgjte£2jpa.£m£i OmLat, 
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LT3 7°CS 5%C02#i£TTfi§#f <§>o UWtalZXBffotDl&M&Xflgfitf. 

m&wimLs =i>^;ux>(o. 2% 
BSA/F-1 2) IzS^-r^o 2 S^lCjg^±5t^S®lL 

, #;± L T - 3 0 °C£ o 

H L F±g#±l4 0,U 

/; Lj^Dt^o /fvfhn-;nmx^f > 

<g>0 hn— ;K£;£;$C(7)«^ 

^Jraf4o E (jgjftc + o. 1% BSANO. 05%7v1bt 

HJ^A) Tr 1 O O n g/m LIZ^lRLfr^T—tf^5 U Lj&f &o =l > 

hP— J\stLXs — if#^37°C 

Tf1 S^PHI^T >^r V 3 > LN L y s is buffer 

tM£LXjRfcZ%kTt&o >^'P lJ, -9" 

L T B P - 1 <g>o 

Lysis buffer £;!Ha Lfc"tf> 3 Ls 5~2 0 

%7^'J;U75 K^;H3 1 0// Lfl)+f>7°J^77 7-f LTmS^Kjf4o 

- hpi?;up— x?-c;u£ — iz h7>X7?-Lfrft, 

^-^5%X+A5J^S 5 OmM Tris-HCI (pH8. 0) , 0. 

0 5%7v1bt h 'J P y-fJlsZ— $-2% BSAN P 

BS, 0. 0 5 %7vibt h 'J ^7 At 2 jU g /m L Cf IK Lfc^ L T B P -

1 =ES 0 • —^Mjli£<!:^T-B&J£J&£-££0 £ 3 0;5t}f Ls 

2 ( H R Pjftitfb^OX I g 0 . 1 % B S A/ P B S 

[: 1 0 0 0 O^flR) <t^;ST2B#r01-r va >ti>0 74JU51 — 

$• 5 L, <b^£3fcgSCT-&iti£fT50 

LTBP-1fl)/^ K(7);I£fc£tMiiM (fl^m) frb, 

0^7X;U(T)/O , Mf-f^VhP—iU7)^x^0)/"? 

(-) a, 
o 

[0020] *3^(7)7 
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L % & 0) V fa <§> RI y ft [ Z |5| % £ h # I* o 

[0021] $J1 0~&J2 0 0* 

^ UThT KTfe y $]*.(£&] 1007^7 UThT KJMTTfe y, L 

< [£$] 5 0 * ̂  UTTT KJMTTfe y , <fc y L<l^4 0^^7 UTTT KJM 

TTrfey, Jt&fc?£L< lift]3 0*^ UThT KJaTTfeyti^o 
^o=ixh 

[0022] UThT l^-Xlimft 
ot, y 7tt-x m, tf y s v>*o UTTT K(7) y 7tt-x, ~Jy >*^ UTT-
TK(7)y/-tt-x) (7)2' telzfc^rt KP^v;uS£#t:*^ K (IP 
*K U7h^ K) Trfo<§>A\ /ft—X(7)2' telzfc 
i^T\ t KP^V;US^\ K 

Tfeyt^'So <— (D cfc jjS^Jjji^XliS <t L X (iN ~3 

yl!Jl^X(£-o-7;u^;uS ($k -o-MeS) , -o-7vM ($J 

, -O-COMeS) , 75/S ($k -NH2S) ^ U 

71"^ KA^Plf bft<g>o 

[0023] *#§0^(7)7— (iN XTGAUAGANTNZUAAX, (IB?iJfr§-2 1 

; i£4\ X1St/X2[i, iHj-XliM&oT, AXIiGTrfey, N1^t/N2(i 

H l^-XliM&oT, AN G, C, \J£tzl£TX&&0 III, 

5 ^TrfeoTtcfcl^) 47^7-Trfo<g>o ^(7)IB?iJ 

67:?*T-[;J:3£<*T--t?[a|g£U *T—t?0S14£Bift^o 

[0024] ±SEi£4\ X1M'X2<!:Lt^L<lt ftlzA, & L < (iftlzGTrfo£ 

o LT&?£L<(£N N,N2^GAS GU, GC, UU, G 

TX(iCUTf&<g> (fiL, ^7ViHif „ 

[0025] *%m'Pt± < <!: & 1 fl ($k 1, 2, 3X1*4®) 

(D^^UT|-^ K^\ y/K—*0 2' t KPJFVJH, X(i±® 

Lfcfi^(7)J^-F-X(iSN 7K^J1^ ~PvmW~?~s t F P-^rV-/US2&. 
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h^vSfrb&£fl£y®f£>i64^ t&2m (0!U 2, 3X(i4@ 

) o U7t"^ K"cs> y 
[0026] *#PJ<7)7^T-ic&UTf££fc, ±XO) tf <J 5 <7 U^ti1 K^\ 

y^-s—7.(7)2' iilCfcLM:, K —Xli^oTn 7 

Xtt±^UfrjiS0Jl^XliS, »^L<lis 7K^ 

t KP^V;U&&UV h^rvS^b^^HJ: 

KT*&yf#60 

[0027] ±T0^°y y/t-; 

—X(7)2' fticfcivt* P-Xlil^ot, t Kn#i/;uST?E®l$^'5^ 

&?£L<(i, fomm 

fri&Z't? u^- KT5 <5D y t# <§ o 

[0028] *mmTZ?$^-\££tz, W y^-X(7)2' fe[C 

fci,vt\ t KP**>;ugs 7kHJli 

t Kp^vyuS£0^ yMf^t-iM 

UTf-^1 KT?&y^-50 

[0029] f^s £5^ U7(-^ K£RN Ai: 

iS^LT (-r^Jb^Hg&^y^-Xt^LT) s K4>0>»££^ 

<7)Mi<7)tlli£tflBJ-f TZ?$^—£*if£f Kfr 

b D N A^^^Ftl-5 d £ M D N A'M&flHflii: 

LTl^^^b^^o 093.l£, 7^7-^ifStS^^Utf F^'DNA 

T=fo6J§^ 'j/tt—X(7)2' te<7) t Pn*i/JU£(DX^(Dm$te, 

'JTK—X0 2' £i(7)—^O)7k^JI:F-0>X'MDii&£: LTltt<frlf K. bft<So 

[0030] ^0M7^7- (££fcs 

(a) SB^iJ#-i-4~3 4% 3 8~5 7S 5 9 ~ 6 5 *S<fctf6 9 ~ 7 2 <7)lvf 

*i;b^bSift£*i<&*£ KBB5IJ (§Ls 

<fcl*) -7— ; 

(b) SB5»J## 4 ~ 3 4 s 3 8-5 7, 5 9 ~ 6 5 ft&X$ 6 9 ~ 7 2 ©ivf 
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Isj-f- KlB^iJ (fiL, 5Vt*fcott 

<fcl^) [zfcivt 1 

; Xli 

(c) IB?lJfr§-4~3 4N 3 8~5 7S 5 9 - 6 5 6 9 ~ 7 2 01 vf 

U7|-T KIB^IJ (fiL, 5Vt*fcott 

<fcl^) t 7 0%JM± (fc?£L< (£8 0%JM±, J:yffSL<li9 0%JM±, 

Jt£&?£L<(£9 5%£L±) 0lR|-14£*rf£*£ UTTT KiB5iJ^^tis7^ 

£ "7— ; 

~Qhl)% ; sUMi, *#g0J07?o£-?—t LTIi, 

(d) ±SB (a) 0«§&0iI$S!feu ±SB (b) 0«!&0il$S!feu ±SB (c) 

(Dmmomzyiis ±ss (a) , (b) RXS U) 

[0031] ±SE (a) 07^7"*£ltT?£< (b) - (d) 07^7-^ JpT 

—tflzlsg^LM^/XliJFT—tf0S14 (JFT—tf0B^S14H) £E1^L 

!#4o 

[0032] *%W(DTZ>°$^-l$^tz, 

(a' ) IB?iJ#-§-5 6 (1 ) -5 6 (7), 56 (9), 56 (11), 5 

6 (12) N 56 (15) -5 6 (52) N 61 (1) „ 69 (1) „ 69 

(2) fcj;tf7 2 (1) -7 2 (8) 0lvf fofrfr biliR^tL^^ 0 U7^ 

KIB^IJ (fiL, >Tf&oT&£l^) ^tt77^7-; 

(b' ) IB^iJ#-§-5 6 (1 ) -5 6 (7), 56 (9), 56 (11), 5 

6 (12) N 56 (15) -56 (52) N 61 (1) „ 69 (1) „ 69 

(2) fcj;tf7 2 (1) -7 2 (8) 0lvf fofrfr biliR^ft-g)* 0 U7^ 

KlB^iJ MSU ^7ViHif 5>tfeottJ:l\) 1-5i@0* 

0 FtfW&s X&s SAXlittflPZtitzXt is*? KiB5>J^t?7^ 

*-7- ; Xli 

(c' ) IB^iJ#-§-5 6 (1 ) -5 6 (7), 56 (9), 56 (11), 5 

6 (12) N 56 (15) -56 (52) N 61 (1) „ 69 (1) „ 69 
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(2) fc£t/72 (1) -72 (8) UTTT 

KIB^IJ MSU 11 0%&±0IRI-14£ 

; sUMi, *#g0J07?o£T — t LTIi, 

(dp ) ±SE (a' ) ±SE (b' ) ±SE 
(c1 ) ±SE (a' ) , (b' ) &xs U' ) ommom 

^bicN 

— t LXit, 

(e) ±SE (a) , (b) RXS (c) frb&4fl£ Vmittl&T?* "7-0 

-Oja±<t (a' ) N (b' ) &t/ U' ) 

T—0 - o ja ± <!: ^ b ̂  4 ji $p ̂  t ^ tL 4 o 

[0033] ±SE (a' ) - (d' ) (e) 077°^?-^, *"7—t?[0|g£L 

fio/X[^7-^0;S 14 (JFT—tf0B^S14H) £IE^L*#«&0 

[0034] ±SE (b) fc&TS (b' ) [zfcl^T, X&s SAXIittJjP^tiS* 

<7 Killts tflZie^LM^/XliJFT—tf0S14 

(JFT—tf0B^S14H) £IE^L#3©yft[c©$£j|ifci^ flJjLtfJft 

30i@JMT, fc?£L< (i^2 OfS&T, <fcy$f£L<[*&1 OfS&T, £b 

[3^y$?^L<(i5i@jaT, Jt&fc?£L< (i4j@N 3j@, 2<SX[*HST-& 

y*#*>0 

[0035] ±SE (c) (c' ) [Zfcivt, r^-14j <b[i, 

^T^£P0i&^lft:P;U^yXA£ffl^T2O0*^ UTTT KlE?iJ£7^-f > 

£i±fcii£0, >> > h (&?£L<(£, IS7;U=ryXA[igjg 

> h0fctf)[::lE?iJ0-^£ L< (£i^^0^>y?o02lA£# 

JlL!#4t0Trfe4) [cfcitSn >*— 7 7#^)^^7 U7hT KSSlc 

|o] — ̂  ̂7 l/*? K5SS0flJ a (%) $,^SR£1_'§>o 

[0036] Is*? fl] a. liffl 1^1141+ 

I7il/^'JXAN C B I BLAST-2 (National Cente 

r for Biotechnology Information Ba 
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sic Local A I ignment Search Tool) 

3 ; x_ KP V7°*7 = 5 0 ; = 1 0 ; 7 4 J\s$ 'J 

>?=ON) IZX2-DO)^<7 is*? I+Jf 

[0037] ±SH (d ) „ (d' ) (e) M&£\ZXfi-fo 

tim&0 mLx=b&i\ ijyti-tLxit 
s ^^UTh^Kil (®\s 1-&J2 0 ̂ UTT^K) , #*^U7^KtI (flij 

, - (CH2) n-i- (CH2CH20) n-ij>j3— s ^+)-Jl? 

is>?'ij =I—JWJ y±—s TEG'J^- *-}=? y±—, -s 

-S-IS^^at'J y±>-, -CONH-iS^^tt'JV^]- -OPO3-

$S££^Lsy >2J-) ^[fbti^o ±aH«IS0iilg!fe|[cfcltS«IS<b[i, 

2&±T?&*U£ft[::©$£*lfcl^ 0l]*[£2fS, 3fSX[i4fiT?&y*#3 

o ±SH (a) ~ (d) „ (a' ) ~ (d' ) fccfct/ (e) U 

FlZZti^tis l^-xiilftot, ytf-X ($k t0'J5v>^^7U7h 

? Ktf) yT^—x) (7)2' teizfci^T t Kp^v;uS£#t:*^ 

§jfc\ X(7)2' t KP^V;US^\ ftE£>S ( 

7kl!Jl^ eS) \sir? 

K Tr tb lJ % 4 o 

[0038] *#gf^(7)7?0£T-[£, 

%n&b&tz&b, UTTT K(7)tt$IS ($k 'J/tt-X) 

LTIi, tt$IS 

0)2' tiLs 3' 4' tiMDMmmtttitfDMttmZ&Z-tz&O) 

^jrif^if btiSo LTli^ 0iJ*.[£* ^u^p-ft, o-7;u^ 

;Mk ($k o-y^Hk, o-x^;Mk) N o-7y;Hk, s-7;u*;Hk 

($k s-y^Hk, s-x^;Mk) , s-7'j;Mk, TS/ik m, -N 

H 2) ^IfbtL^o itt&Sna^&lc.fcyfTd 

il <t cF <§> Sproat et a I . , (1991) Nuc 
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y zotz&b 

s ZzttfX-

mzs xf b^ity, &tzs -Sb 

o lot, 

)\y~<t: o1l^lll:fc11, 

Tffo&o 'J/K—X0 2' <40^ffii[Z||LT[i, 'J 7ji—X0) 2 ' <4(7)1" 

LTl^ Zttffo&tfs % < <7)ii££tlll 

&T*&y, -ffe0f»^[3M^WtlTrfe4o C0<|;a[:7^?-lt llift 

< Wot>+& 

i^zt tllffeSo 

[0042] —(i, S E L EX;£&t/^ (£>&&;£ ($J*.(£\ El I i n g t o 

n et a I . , (1990) Nature, 346, 8 18 — 

822; Tuerk et a I . , (1990) Science, 

249, 505-51 0) 4 d t XftM* & Z t t)<X # 4 „ S 

ELEX^T*li7^>KIS^^Lf=y, SSiJ 

^IKtSCt T% SWilCWLtJ: y $S£2J03£^7 T-J!>< 

;lflli£*U jiSi]£*lT< 3„ £oT, S E L EX©7^> ̂ Wl&mWLtzV 

s RXf/2.l*m$#im&$tit£-GtzV1r&ztX\ ^^]if)Wd:§7^7 

fS^iMI4^77^7-s $S£^$S£J&S[*l^i:T-&3jW£gIB 

£tzs SELEX;i 

[zliP c R[zJ;4±ifpSiilS^^tL4^\ 

"f <g>&<^ LX^&AtlZ) C <t T:\ £ y ^4Htil3^Ay/= s ELEX^ffa: 

[0043] S E L E XTr!#btL47^0^T-[ilI^^M[3^LTll?Pt4^iSl^iiTr 
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—tfmx&y, Lbti 

W&&[££fcl\, UBS, hP-;u<t 

R N A[iJFT—tf[zp< =b(D(Ds JfT—t?0K^£14£Ra^ 

L&frofco 

[0044] Z0)£:HzLXm\£Htz%^(D&Z>77o$^-{z£'3$s £yiSl^t££ 

&7Zf*V-&mnir&tzSb<DS E L JM*M 

t It s fo £ IB^iJ 7^* £ o TI ̂  7 £ T -(7) - SP £ ̂  9 AIB^iJ iz L 

1 0~3 0%ISJt(7)^><?AIB?iJ£ K— 3?°Lfrx>3?°U— 

SlSELEX^ft5t©T'fe4o 

[0045] S E L E XXmt>H&7 7°$^ — lt8 OXO \s*? KISJt(7)ft£fr& y , 

^[c-fk^J?6^T*#S5 0*^ UThT KISJtJaT(7):ft££Tf*a<-f 

fc5o s E L EXT^#bft£7?°£T —[£^(7)?0^>fT—i£I+[Zf£#LT, 

*0&0g/Mkftll0LA^£jb<^:fr3o ?£< 7 7^7-£s5I+L&l^<t 

s S E L EXlZ&-oX%^(D&&7Z>°$^-t)mmX$tzt Ltt, *0.Yik 

<J)m%ft^v[&£t£&0 *%®Xlt2 3X0 \yir? KT-i?£14£ftltLT^ 

&7Zf*V-&n&Z£tfV$tzo 

[0046] 7 7°$^-\t4t¥£f&t>^mx&&(DX%l.:£t)mmX&&0 T?°$^-\t 

M F O L D Ltz y , X&flMJrPN M R$? 

mz&^x±Lmr&&^mLtzvt&z£x\ zox'pw*? 
&mt&z£tf-$m\ &tzs xzizmzftzt \s*? 
$s &£fM!Z^%ilt£z£frX££0 ^%il£titz$JiL^mm(DT705i^—lt 
nmizit^mthztfrx*^s toTzft^-m^zimLx^&fr}: 
5 frits KE#®7,y-tr>T^I-<fc lJfiiIS1- £ c ttfVc*&o 

[0047] !#btLfr7^^T-(7)|I^^M<!:(7)$^[3S^/d:^^\ ±SE(7)£ a ftlit 

^n^ii y -1 iz& y ftrnx-ztzm^s "tomwrnmiz^ LI^IB$IJ 



WO 2010/143714 24 PCT/JP2010/059953 

£<0i§£;£14[i^fcLfcl\, lift[Z151^ 

[0048] iilzlLtt, 

(fc'So 

[0049] JM±tf)£d[::, 

tz, mmomm ($k xjAm -0£-^;U;U-?0SI^\ A;uvSi^\ 

fo<§> 7 £ o 

[0050] 0I]*[£, TIE : 

[0051] [<b1] 

7~ >f?~#ifiB?ij(i) - (N) a - @£ga?ij - (N) b - \ r j^-mm\ in) 

[0052] [±SB[Cfc^TN (N) a [£ a i@(7) N b ^ KtI£^U (N 

) b(iN b{@(7)N^b^d:-§)^^ U7t-^ K||$-^:LN N in — 

Mot, AN G, C, U^y'T (&?£L<(£N AN GN C&t/U) frbft 

-Sllcfc lJ 0 is*? KTr<fc<§>0 aN b |p] — Xliflfeo 

T, ftE(7)ifcTffoy!#<g>^\ $]*.(£ 1~&J1 0 0®, SfSL<lil~^50 

m* <fcy$f£L<[*1 ~&3 0<S, £bl::<fcyjf£L<[i1 ~fo2 0{@X(i 

1 ~$]1 0{@Trfeyt#-g)o ] X££H&*<7 U7hT KlB^iJ^b^-g)^-fI(7) 

m* a N b(7)^^m^^Mii^(7)^>r 
^^y) , &t/?0^T-fflis?ij (i) , (i i) 

xii^ft^i[sg^T*&y#s0 *%w 

<D7?*v-tM<k± («IJ, 2xii3i) 
m^LtzibCDx&vm&o mmmmtLxit, *mm7?°$T-CHP. 
fr<Dl8if&&Wit=.lztt1X\-1r&:b<Ds fo<§>lM£*#g^(7)7?0£-7—L!#<g> 
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(Ms IR1±) 

o mtmmt LTI*, m*.&s 75/11, igsc, 
mm, mm* *°y*^u7^K, ^u^K^Wb^o 

LT(££fc, 0i];L[i\ iPPt^SC ($J, XhU7°h7tvX II 

wffiMiH5ij[c^LTMfti4^-rs7Hy^^UTh^ h\ mts 

i??TP-X, tXfy» , *Ii$ffl#!]SC ($J, J&lt 

IMtettO , HH ($J, 7;u*y*x?T£ 

-if) , H&i&iJgft; m, y/Hy—A, 5^PX7i7, 'C?Jf h\ /Hy 

I^u>^y =I— ;Mi) , ̂  (#|J, ^]|J{r7T'fy>Jf)fa^^jb7^y 

y^P7tX775F\ 

5 KXIi hP/fxX^T 5 K&<^(7)^--r hPyi>7X$ 

— K«H*, 5 ijjl/AXf hP 

VSI, ft!/P5 KX(i^^;u/^v>^<^(7)7;u^;Mb^J, > h h UJpi? 

- h uJpi? K^:<^(7)mii^mil^/L^J, >?=y 

Ky ^;u7hp^^v;u, 

-ibXtt^Av^ e>4^'<?)t°'j 5 ye>^7Xfx tf>^y 

x^>X(ie>Thu;ue>/d:<i:(7)e>^7;u^ p-r Ih 

/-KvK, £^->, Ki?£^i?;uxi£/^ y £^i?;u&<^(T)7K K?-r P h^F-

K^v;ui£v>, xtf;n£v>, >f-$Outfv>;&t£$ 

hp>^<^(7)7> h^+M^ y v>st;s h? 

4 yX^fX >&#*• 

^Fif y 5Jbf7tyX IX 

h7AXfX h7Kx*i>, K) , (®\s 
,j7mmRrs^<nmm) ^ifb^o 

sit^cissyw.izs hp>e>^7h'j7^x>^p 

7°PT7-if (MM P) , Factor X ^(7)lf^^Eili LT^Uft"-g) ̂  

K, U7-if^$iJ|5|lf^^tj]||fTr^^,7Ky UTTT 

KTrfeo 
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[0054] m*.i£s u 
mt 

[0055] 

m&0 ±ma)^o{zs JF-7— 
o tot, *mw<D7 7*v-&iSfc$m*s 

%>tz&)(DWl$:t LT^fflTr <fc<§>o 
[0056] *mm7 7°$^-%.xsm£mt, *v—&izftm#nz&£Ln&0 to 

xfo&o &~Jn—Jit* -t?aK >e/-ttyv>?\ 
EL I SA^[Z^fflTrfe-g)0 £tzs m?°n-z?lts t?jb<IH 

s-t&mm ommm, m, tm 
mt LT*UBT?&30 

[0057] £tzs ^(DJpT—Bpl:S^i *§£W<D7~J$-?—'&.Xf1§. 

'Jrt> K<t LTf£ffl£;M#£o 

[0058] £tz, *m&}<D7J*V-&tf&$mts m®lj£MM£LX&m£ti&& 
o 

[0059] fliflX[^fl$i(7)^i^^^-^-r^)^<!: LXlt, flr£]]§J]E*, 
>bmm'its 'bffi&n&s tiiit, ̂ ISM, 3£jsat, 

IEJIM-H, P\ 7 
hto-t£j£j*&, mnmtm, nsiu mm, X^;UXI-IS, IFF 

LH^S 

[::<*: M&fcs W&s &&i*W&s iH£14W& 

[0060] MM1, XWlM'fMs W*±s iSifllJ±^, MBM 

its >m&ms 'MA, >b*±s 

%L o 

[0061] JFT— 

rnifcs mmfcs mm^m, 
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SSC<t LTIi, 0I]*.[£A n g I N latent TGF-^ SCF, 7°P 

=1^ —f>s ?°P=I =j?1—Ms p r o-MMP-9, I L — 1 yS HUil 

poms. • ftms.fe&ftLXs go 
+M h-rw—'Ps 

gg^0 tot, *#§^(7)7?0£T-;&tJMf£te(^ ±aH[c^lffcS^[c©$ 

s UMt LT{£ffl£;M#<g>o 

[0062] *#g0J(7)|S^[£N E 

ft <§>*§{*<!: LXlts vatt, -?^>—v K V 

;nfyK ?L»t, ^;u=i-xN i?;un-x, £;u^N y ^ii^Uv^A, j£ 
ii^yuv^A^cDiSM, i?;up—xN >^;HZ;UP—xN t KP^V?°P 
t°;Hz;up—x, TH'J 7°P t°;ut°p y Kx TH'J 

x^u>^y=i— ;k vai, ^;U/tt>v 

>^;HZ;UP— xN t KP^V?°P tf;ux£ — f, -f h y ^A-^y =i— ;u 

^ii7K^^-h y ^A, y>ii^;uv^A, ^x^gt^uv^A 

Htf)l£il$ik xf7'j ̂ SIT^V^A, x/pyjk ^^y;u^ 

ii^-h y ^A^(7);f^jN ^x>g|N ^y v;uy v> • 

^A^N ^'jvx Tru>vf»ii(7)5T#£ik sm^ii^hy^A, ®^si7K 
ith'JOA, ?°P t0;u/^H>^(7)^#^ijN ^x>iiN 

^x>ii^-h y ^A, ffiiUcDS^ik >T;HZ;UP-X, 7pje-;ut°p 

y K>, Xf7'J >&7;U5-^AH088jg3ik MSt££iJ1|(7)#tk£ik 7K 

, Thu>vvzL-x^(7)#MN thi-fUs /-Kyx^u>^y 

=I-;U, bft<§>^\ ^ftbClRl^ft 

[0063] ^f§0J(7)|S^(7)^^lE§<!: LT(ift[c|51^^tL^)$J;L[£ 



WO 2010/143714 28 PCT/JP2010/059953 

LXlt, 7KN 7TU>VVZL-X(7)£ 

a 'J > K£;^?£-t±fd$£k ^*(7) 'J > K£IIH* 
^mntLx^/uxi^^Jium, ̂ s/iajxii&ak 

ial^tfc£-fcbfUt£ -t+fclUrik 7K;£t£^M0)i&iJx£{£jI 
$t-6C 1 Of^flfb^l^o 

[0064] £tzs *f6W0IS^(i^[c<fcy, P|07X4>^ fl§;£t£fo&lM£m;E 

14&ttf)g6*K7)fc#u itt&*na)^£T?=i —x-f >?Y Setjb<T?#§0 =i 

—x-f x-f >^iJ<t LTIi, 0iJ*.(£\ t KP^V?°P 

t°;u>T;HZ;UP—xN if;n»;i/P-^, t KP^V^^;HZ;UP—xN 

t KP^V?°P t°;Hz;up— xN /Ky^i/i^u^y =i— ;uN y>f —> 

8 0N 7%P-'^ F 6 8, -t?Jl/P-X7i?f- U— K t KP^V 

7°P t°;u>T;HZ;UP— U— K t KP^FV>T;HZ;UP— X7-trf 

— v*—K 7h-f h (P—AttiL K-fy, >£7£y;HI 

• 7^ y;uiiftS£to) (0k -Wc.?*^t&E) ft if 

mmmt, ;iM£M£k 
l^o 

[0065] IM£PlftfctSi4 (0i]*tf, *$Ml*l&-^ JSTS4, mms-
s isi£i*]&-^ \zftwmmt LXIZ. im&mfrmow 
3S£&S®0&lt$3iJjb<&y, eftlziitfiiHt^k WkWffa, flj®8k Wmtftl 
Hjb^SftTl^Ttxfcl^ £tzs 7K,l4St/#7K14(7)tog(7)^;^IJ^[f b 

ft, cftCKi&jgSik W;^t£k igJte8k £^t£k R&Jg8Jf|jb^£ftT^ 

tui\ 

^£ft£*m*£a^*tu femmmizmmtemnommzmmximmt 
ft It & lM*!§TH£#-f &Zt*,X-$& o 

[0066] tts Lxmi&ztt><x$&0 mm 
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tLTIZs Ay<f 

£<t\ L < (illtlfr b0^W!§^lf bftSo 

&«&iMi2££ij7K>:^ f^b»t 

L< ±&#mm) 
Lttt, 'J/Hv—A, ^^7|--'J/Hv—A. Poly (I act 

i c — co — g I yco I i c) ac i d (PLGA) N 7TD -1 7 — ̂  ̂  

, tFP+v7/^'f hs bft^o 

MK&lt&Sik ®&-^[::;i LfcP£A£k 

&&&-£[:: jg L tz<tf & oTfliT* & & o 

P&A£iJtf)ii^ LlSWAf/Ux^ 

ffl^TP.SA^-rSo P^A^Jlcli, 

ttfx-z&o ®ASiJ(i^[^oTi[jg-r-5c<b^T*#-50 -ffcfr*., *#§ 

LT\ vRAm%m%.XS/RlZ 
Ls &ztiz&ym&t&zt&x% 

&o $tz±&*mW<D7Zf*V-2.l*1£.£m<s 

zt&VZ&o ZZTrP^Anllt^Jt LX(£«4Hntf)£(D£j£< f£fflX#, 

7P>-1 1 s 7P>-1 2S 7P>-2 1, 7P>-22, 7P>-1 1 

3 N 7P>-1 1 4, 7P>-1 23, 7P>-142c, 7P>-1 34 

a N 7P>-2 2 7, 7P>-C31 8, 1, 1, 1, 2-=f V=?Z>)\s*U 

7°P/^X -fV^X n — >^(7)^'fb7K 

^IN ylfjH-fJl/f(Dl-fiH, ^Si^X^(7)J±^^X 

fr<§>0 

[0067] LTIi, UvfX i>x^ 'J =i-

;uv7hux—hN fh7t KP7;i/7U;i/tux-h, i^;u7hux— K 

^V7°P tfju5 'JXT — hN ^'J -tz 'J JU h 'jTT- UX- h\ ^'J -tz 'J;U^Ey ^ 

^U-K ^'J-tr 'j;u^y Thux- K 7'j-tz'j JU=E s xf7U— K 
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'j Wx—K -tz^;u7;u=i-;k xf7'J^7/ni-;k TH'J 
x^u>^'j =i— ;U4 o o, iz^;ut0|j V;H£$>HJ 
7hux-h (iSS,«x/08 5) , v;ue^>^/7hux-h (i§ia£x/* 
>8 0) , v;ue^>^y ̂ ^x- h (^nDnigx/'v>2 o) , TPJTT^VX 
fb>©tt7vfl MHCO-6 0) , 7pj7^vX^U> (2 0) 

v;ue^>^y =? J \s- h (^nDnig^-r->2 o) , 7pj7^vx^u> ( 
20) v;ue^>^/7hux-h (^nDnig^-r->8 o) , 
uvf> (^pDn«xt^p» , 7ru>f;u7pj7r^vx^u> (2) x—T-
;u (i^^'J v9 2) N X?T'J)l,7ti'Jl-*is±?Ls> (2) x-x;u ( 
i^^'J v7 2) N ^^'jyU/K'jTh^vx^u^ (4) x-x;u (^nDniS 

J'j ¥30) , Thu-ryU/KUTh^vx^u^ (2) x-x;u (^nDn^^/K 

;U0-0 2 0) N 7h^vx^u><!:7h^v^0p t°U>£(DJl=i vt&m-nfo 

(^nDnig V>^PX^^) atltlt $]*.(£ h^^EPzi 

v;4, 7h'J — $SH;4, t"79 bftSo $^e^J0±i 

^ iIM3&E^±l^£ft<g>S$iJ (fffe^-lz'JX /^T?-f 

>, ^7Xf^-X, viJ=i->N 5^P^, II 

7k$Xn, mpky-t'jy, ftM^s 'J>, Wk^J 'j>, m?kz>°^> 

"7—<t ip L mmt L mmt & o 
[0068] #fglK0IS2l0tSi-£m[i, • S14, 

%.tte&W}Mi, 14 * 
il^, J&A1 Sfefr Lt^O. 000 1 -^1 00mg/k 

g, $]*.[£&] 0. 000 1 ~^10mg/kg, ^KI^O. 0 0 5~ 

$*]1 m g / k g Tf tb lJ % %> o 

[0069] *%mt£tz, 

mm*&o itififtiLttt, mz-Hs S*J^ ?°u-h ($u -?JU? 
OJ:JIS7°U— h) \ 74Jls$—s t\— h'J^V, ^fLSCWA^plf b 

ft&o S*J5(^ DN A f 7 7>^P f ̂  >f 7 7^ i: [:t^t t 
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-7H-PTFE (/H'Jx h^^;U7hPX^U» 

Si^^7XSi, 7/^^f hSE V'J = 

^tLb(7)Ste[37tx0y T—fct0=i—bftSo *it 

lltLTIi. 7^7'J^75 KtN, 

N' -yfu>ex7^'Jib7 5 7ts°yx^u>^ive-;u 

• • t K'J ir;un 

-X7T^/K 7'J^T>Xh7>tN, N' -y f U>ex7^7 y;U7 

5 F(D®J7-, -tz 

77P-X, h3/^-;U^t^lfbft, £tz, Ztlb0^l|[C#MtlS 

&i£££-&tzmm*>-££ti&o jp-7—tf0*i 

[0070] 

T-£&„ mis, ($u ±^Lf=t0) 

flJELTSftgftKS^k-fS^&jb^lf b^o C<0<fc5 

ftTftlSTf&ytlh $J*.(£\ 75/i, ̂ 7h-;us, t KP^viH, ^;u 

/t^vJUSA^Plf btL^o ^(Dcfcd&ftlSA^iA£jntz7 

[0071] *mmt£tz, ^>0 ft[c*#gej[£^ 

•7—tf^0^T5 y-^>/^M^b^if-rs-t^nrtiT-fe^o ##§^ 

JF-7—tfy ;^tts £« z <t z-gfrn&o *mmmmm^(D 
JFT--yfrd $J*.(£\ *T— 

-t?£#*Tf Sli** (15k $ffl®Xli5liSCD±S»X[i±S#±}t, iM) £, * 

f§0j(Dintitm«[i^(7)^^[3SA-rSo JFT—m 

0]*[£p H&6~$*J9, Jf£L<l£$J6. 5~fc]8. 5 ̂  «fc y Jff ̂  
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L<[i&7~ift8T-&y*#60 tpfemmztts m*.&s mm, ^u-h^j 
(Ms E D T A) , -f V y JAik ($k N a C I ) , ~h 'J JAik ($k K C 

I ) , 7^vCAi^ ($J, Mg C I 2) , (Ms Tw e e n 2 0 

s Tr i ton, NP40) , V 'J i? 'J >$-£t;t,(DX&y !#So *#§^(7) 

limbic, ^mzm^ximmrnz 
Lxits mz-Hs mm, ^u-h^j m 

s E D T A) , T r i s , Si, 7 )\st\ ^ Tranfer RNA, DNA 

, T w e e n 2 0 £<tf 0^®j£143!U N a C I £t(7)i££^-<t:£(7)£:<^ 

^(fbftSo b[cN S 

frfrSHSdcfcy, itifift(DS4, mmt>^n£X&&0 

[0072] *%mt£tz, 
-7—t?£ffe<&;77 5 y— 
So *#g0J(7)7?o£T—LT ($k * 

(::<*: y) *"7—t? £;!$?" S d <t 
So JPT—iz*%m<D7z>°$^—$• 

tot, 

tHfo<Dttt>l)lz$i§£W<D7~J$-? — &~Jn — -?t y N If 
(E I A) (01], Ilfi^EL ISA, PHI^M n" E L ISA, 

^>FV7fELISA) , (R I A) , ( 

F i A) , h;£, ftgEHasBMb^togrfe^ -tz;uv—xf > 

^;£H(7);fr;£<!:|H]*§(7) ;£;£[::£ y , £tz 

, PETfO^^P-^tLtt, C0<fc5fc^ 

;£(£, 0i]*[£, ^ft:X[i^^W-9->^;HcfcltSJF-7—*"7 

[0073] bftfrftliF^t;ftliFaiEI0J^»^#tJ^T(7);FiJ^T^[3lH 

*wmmx<D^\miz&vs ^<D±xt>m^£titztm£m 
13 * $9 * i z & jA ^ ft s t © Tr & s o 

[0074] ^fg^^MlcPLOiWrS^ *#§emT!EHj]te 
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VONNNNNNNNNNNNNNNNNNNNNNNNNNNNNNNN 

NNNNNNNNOIVIOIIOIOOOOOOOO- ,9 : fg|| V N a [Z.Z.00] 

?VNO( 

6xob-fL^z)±r<t s¥ian ?fg||vNa 

.ZCDY—^fiCD^ fi ̂  ¥1V N id 

%Xc-¥-)¥^(DZ (niT£e J 1 u 0 O ! d3) 1 

! y\ UO! Id i JOSUBJJ_ Z. Iwi 0 q ! J o s B J na^VNa 

s£i (NO 17) vNy=Ai^[9/.00] 
o (g, 

^zj^r^^qn+azjililicon 77 01^3—21^(0 I °wd L 9 L[$ 

ffl¥l=¥l*H <>>C0/J— 2i^¥)^v^I<T s^i(DB OVd-Sa s °-+nimx 

?^^vgiri^-]3ovd-sa s zmT(D&miy&M 2^0? ui 

qH*@ s¥]Mq^^g| "^cyic^zj^WftZ^^s/go?]??^!* 

MCDfr—(fiTi^e H3O|q|B0 ^ u | >| s 
u euin H) &—^.^F^nqn+azj^ita) (fiTiZ^i/'N/S o) I d 

}SB-| i7 0SOJ B L| d 0 g P01BA ! tos-SHNlli1 

MTOi* -)##£ (0 6 6 I 0 19—909 '6172 
u 0 ! ° S ' P I ° O PUB >lJ8nl) W:^(0^ >| J S n (0 

66 L '228 — 818 '9170 8 J n i e N ' >| e I s o z g pue 

u o 1 § u ! I 13) f{^0)q uoiSuj I | 3 $| X 3 1 3 S ni 

^:ivl£M£5?X3 1 3 S¥l-l$^ZVNy 

(i) l^-ii^/vNy: LKfli [S/.00] 

MWM 
° \ i # ? ] a a? ^ £i* £ i$ [i$ H -1 m \$ 

£S66S0/0I0ZdfAI3d SS nLtnmoz OAV 
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GGTAGGAATTC—3' (IB?iJfr§-2) 

^7^7-Rev : 5' - G C G G C C G C T C T T C T A T G - 3 ' (IB 

mm^3) 
[0078] D N AiiM (IB?iJ#-§-1 ) *P<D N 4 0 

0 K (40N:f|lf^(DN[t A, G , CX(iTT?&3) VfoV s 

fbW7^7-^(DIB^JH# ££££>„ ^7^7-FwdliT7 R 

N ATH'J > 7——*—IB$lJ£^A>W30 

tz R N A ?0-;K7)A yi-ya 1 0 14Tr &ofc0 

[0079] JFT—R N A ?°-;U£}]P;L, 3 L 

tz&s tflOg^Lfcl^RN A £®y &<*:#>[::, ;£$AT:1tfIg£&;$ 

Lfco CZtMAlil 4 5mM i^k^ h 'J 5. 4mM EE-fk^J 'J 

OAs 1. 8 mM i^k^JUv^A, 0. 8 mM i^kT?> A, 2 0 

mM h'JX (pH7. 6) *"7—tflOg^ Lfc: R N A 

(£, LTjg$B£2jn*.T9 5°CT?1 0^(7)±;f 

frbUMXLfco ZZt*MBtt7M Urea, 3mM EDTA, 100 

mM Tris-HCI ( p H 6 . 6 ) 0;I^8n?&3o HUlR^jflfc: R N A 

tt R T - P C RTT±HI|1H LN DuraScr i be™T7 T ranscr i 

p t i o n Kit T?!K¥ Lt^07^> K(7)^°—;u<t 

l7^>KtU ^0f^ll^«ISIll«iyjSLfTof=o SELEX*t7&, 

P C RM3D£ pGEM-T Eas (P r o m e g a *±M) [z£ 

P--V^L, *fl§S&DH5a (Toyobottl) > 

— va>Lfro V>?>=i •-—frb?°^X5 D N A v—*T IS 

"9"— (3130x1 Genetic Analyzer, ABI fctM) 

£ P->(7)^SlB^J^P^fro 

[0080] S E L E X£8 Kfrofc&IC 4 4 £ •->(7)IB^J^P^fr t Z 6, 

IB0J[CJ|RJfcjb<Jlb*lf::o ^ftb^ • —>(7)-S|5(7)IB?IJ£IB?IJ#-§-4~2 0 [Z 

^"To IB?iJ#^4-ea£ft&IB?iJ(£6IB?iJ#i£Lfco IB?iJ#^5 

(£2lB?iJ#i£Lfco IB?iJ#^6~2 0T*a^tlSiB5lJli 1 IB5U T-& o fc: „ IB 
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6 t. 8 4 N 1 3, 7kT$ 1 4 

(7)iE^j[ciiiE^j#^2 1 IE?IJ#^2 1 

Tr^^ft-g>ft®IE^J(i4 4^ • — >c^9^ • — yiZ^^jflXl^tzo Ztl^O) 

IB$lJ0—#tfii&£MFO L (M. Zuker, Nucleic 

Acids Res. 3 1 (1 3), 3 4 0 6-3 4 1 5, 2 00 3) ^ 

fflwiiLtztzh, &msima)^ttftk<mz)\,-Jmikttsir>tzo is 
^#•§•4, 5 N 12-14, 1 

m&wi iz7Fi*0 mm^2 (O) xm-otza 

[0081] &LTIZZH?H0)Z<7 Is*? Pmm&TFiiro VkTlz 

^lf5' frb3' (DjjfaXmtlbCDtL, 7°>J>iM£ 

(ARlfG) It 2' -OHftf&y, t°'J5y>M (U&tfC) It 2' -

7JU*nfcM#Vfo&0 ttcs IB^iJ^(DN (N1N N 2) ltAs G, C, U(D 

O-tbOilMOXO is*? K£^U X (X1N X2) ttftlCA, 

G 1£TF.* o 

[0082] IE?iJ#^4 : 

GGGACGGUAGGAAUUCGUCCAUUCUACAGAUAGA 

GAUAAAGUAGAAUUUAACAAAACAUAGAAGAGCG 

GCCGC 

IE^IJ#-^"5 : 

GGGACGGUAGGAAUUCCCACUUGUCUUUGAGGCA 

AGAAAUUGUAUUCCGAAGAAGCAUAGAAGAGCGG 

CCGC 

IE^lJ#-§"6 : 

GGGACGGUAGGAAUUCUACGGUCUGUGUGAAAUU 

GAAACACACAAAGAACAAUAGACAUAGAAGAGCG 

GCCGC 

mmm •. 
GGGACGGUAGGAAUUCACCUUUCCAAUUGUGAAA 
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GAAACACAAAAAGAAAUGACAUCAUAGAAGAGCG 

GCCGC 

: 

GGGACGGUAGGAAUUCUACGGUCUGUGUGAAAUU 

GAAACACACAAAGAACAAUAAACAUAGAAGAGCG 

GCCGC 

GGGACGGUAGGAAUUCCCGAAAAGCAACAAGCUU 

GCUAAAAUGAUUCCGAAAAAACACAUAGAAGAGC 

GGCCGC 

IB£lJf|-§- 1 0 : 

GGGACGGUAGGAAUUCCGCCGCCUAAAAAACGAC 

GAUAUUACAGAAACGUCAAAUACAUAGAAGAGCG 

GCCGC 

IB£lJf|-§- 1 1 : 

GGGACGGUAGGAAUUCCCGACACGAAAUGUGUGA 

UUAAUUCCGAACAACAAAGUAACAUAGAAGAGCG 

GCCGC 

IB£lJf|-§- 1 2 : 

GGGACGGUAGGAAUUCGCCGUCAACGUUACAUAA 

UGUAUAUACCAGGGUAACUAAACAUAGAAGAGCG 

GCCGC 

IB£lJf|-§- 1 3 : 

GGGACGGUAGGAAUUCCGCAACCAUCCCGUAACU 

AUGGUUAGAUAGAGUUAAAAACCAUAGAAGAGCG 

GCCGC 

IB£lJf|-§- 1 4 : 

GGGACGGUAGGAAUUCUCGUUCCUGACAGCAUUU 
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GAGAUAGAUUUAAACAAACGCACAUAGAAGAGCG 

GCCGC 

1 5 : 

GGGACGGUAGGAAUUCCCAGAAAAUAAAUUCCGA 

AGAAAACAACAAUUUUUGCAAACAUAGAAGAGCG 

GCCGC 

1 6 : 

GGGACGGUAGGAAUUCCCAUGACUGAAAAACGUC 

AGUAAAAUCCGAAAAUCAUAUCAUAGAAGAGCGG 

CCGC 

1 7 : 

GGGACGGUAGGAAUUCCGUUCGCAGAAACGAACU 

UUUAAAAAAUGUACGUGGGAGCACAUAGAAGAGC 

GGCCGC 

1 8 : 

GGGACGGUAGGAAUUCGAACGACAAAUUAUAGAA 

CUUCGUUUGACAUUCCACACCACAUAGAAGAGCG 

GCCGC 

1 9 : 

GGGACGGUAGGAAUUCCCACUGCAAUUCAGCAGA 

AAAAAUUCCGAAAAACACACACCAUAGAAGAGCG 

GCCGC 

0 : 

GGGACGGUAGGAAUUCAAAAUCAGCUGAUUUGUA 

AUUUUUUUACACAGGCAAAACACAUAGAAGAGCG 

GCCGC 

1 : 

X1GAUAGAN1N2UAAX2 
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GGGACGGUAGGAAUUCCCUUCAUAGUAGAAUGUU 

GGUUUCUACAAAAGCGACAAGCAUAGAAGAGCGG 

CCGC 

2 5 : 

GGGACGGUAGGAAUUCAGCUGACUCCAAUGCACA 

CGUAGAUAGAGUUAAAACGUUGCAUAGAAGAGCG 

GCCGC 

IE£lJf|-§-2 6 : 

GGGACGGUAGGAAUUCGUCGAUUCUACAGAUAGA 

GAUAAAGUAGAAUUUAACAAAACAUAGAAGAGCG 

GCCGC 

IE£lJf|-§-2 7 : 

GGGACGGUAGGAAUUCCGUCAUCGGUUGCAAAUU 

GAAAAUACAAAACAAGGACAACCAUAGAAGAGCG 

GCCGC 

[0086] ±IH87^>K0SELEX(Dt, II0<lMtLtHepa r i n Se 

pharose 6 Fast Flow (GE 

—If (Human Skin, Calbioche m£tll!D 

£bl::s E L EX^mWiLtzo *"7— 

DS-PAGEl:J;yi^§Z 

tXmmLtzo SDS-PAGE©|gIs ±)ifrb(£^T-if(7)A> Klite 

aj £ ft L tz*"7 •—if <D 15[£ £T Jb<ll tHk ZtltzZt ;Wr| SB £ fttz o 

$J1 OOpmo I ©JpT —U 

[0087] 1 1 7 90 • — 

fr0 ^ftb^ P->(7)-^(7)IB^J^IB^J#-§-2 8-3 4lZ^-To ±SE8^ 

> LXs IE£iJf|-§-4Tr|i£ft'g>IE£iJ^9 

m\\s 9T*a^FftSiH5IJ^1 mmfcL, ±SE1 l7^>h'lro 
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mmtmmx&'otz&cDt LT, 
SLfro foil:, mm^2 8T*a^tiSiH5iJ^4iH5iJ, iH5»J#^2 9T* 
m£ti&mmtf2mmi±Ltz0 mm^3 o~3 4T*a£*i<&iB$ij[* 1 IB 
mx&itzo IB^iJ#-§-3 0 <t 3 1 (iIB^I^(7)-^S(7)<^^m^^)o IB^iJ#^ 
3 2(£IB?IJ#^3 1 tf-ik&x&Ltzmmx-fo&o mm^2 x-mz*i& 
ftiIIB?i|(£7 9 0 P — 1 40 • — yiz^^tixi^tzo 1 ^z>Jy^X%^\ 
L < tiUM, LfrlB^iJ^Trli, IE^IJ#-^- 3 0 ~ 3 2 „ ~BL.X$ 3 4 (DIE^iJIClE^iJ#-^ 
2 1 IB^i|#-§-2 8~3 4 £ ft <g> IB 

mcDTJ^^-cD-mwA^m^m^izTrsto mm^2 1 x-mz*i&&m 
IB$IJ0SB#£2L (O) xm-otz0 IB?i|#^2 1 T-a£ft3£iIIB$iJ0SB#[i 
, mm^3 ixmzti&o n-y\>ms ^run 
xkhfe-otz o 

[0088] JaTIClB^i|#-§-2 8-3 4 xm^tlZttl^MZ 0 Is*? KIB m&7F* 
o mzn&tfftl tfttf, IMTIC^Ifbft<g>m<7)IB?iJ[£, 5' frb3' 0)~Jj 
faX^t&Ot U 7°iJ>ik& (ARlfG) IZ2' -OHfoXfoV, tf 'J 5 
V>i£S (U&tfC) l£2' -7Jls*nmfiifoX&&o 

IB^i|#-§-2 8 : 

GGGACGGUAGGAAUUCAAUUUCUUUCUAUUCUCA 

CCUGAGUAUAUCAGGCACAGUACAUAGAAGAGCG 

GCCGC 

IB£lJf|-§-2 9 : 

GGGACGGUAGGAAUUCACGACCGCCCAAAAAAUG 

GUGACAUUUUAGAAACACCGAACAUAGAAGAGCG 

GCCGC 

IB£lJf|-§-3 0 : 

GGGACGGUAGGAAUUCGUCCCUCUUGUCUAUUUU 

GCAGAUAGACUUAAAGCAAACAUAGAAGAGCGGC 

CG C 
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1 (4 ON) 

fCt% a 1 T?li4 0 NJ; y 

—£ + + , 4 0 N <t|H]1|(7)£(£>£ +Tf^Lfco 

IB$IJ#^1 2&I/1 3T*a^tlST^-7-^-7— 

4 IZTK"^-0 

IB?iJ#^2 1 Tra£ft£ft®IB?iJ(7)^£t[Zfrfr;bbt\ 4 0 N J; y 

I ̂ £><!:, 4 0 N £<&*><#£ Lfro C0£iIIB$IJ£^frIB 

4 , 1 3, 14, 25, 26, 3 0 (i 4 0 N <fc y tSjSg^S14^iS^o 

tztfs lRHt0ft®iB5IJ^^t?iB5IJ#-^3 1 , 3 2, 3 4li40 N <t|H]1|Tffo 

•otzo IB^iJ#-§-2 1 (DIB^iJ^IC^-^ft^N T N2(iG A, GU, UU, CUT? 

£.l^Zttffc>fr-otzo IE£iJf|-§-2 1 X T <!: X 2(iftlz ATr 

htffc>fr-otz0 

[0091] [^1] 

IB5Ug^ SS Biacore Tr(0$cm;5tt 
4 73 ++ 
5 72 ++ 
6 73 ++ 
7 73 ++ 
8 73 ++ 
9 74 ++ 

10 73 ++ 
11 73 ++ 
12 73 ++ 
13 73 ++ 
14 73 ++ 
15 73 ++ 
16 72 ++ 
17 74 ++ 
18 73 ++ 
19 73 ++ 
20 73 + 
22 73 + 
23 73 ++ 
24 72 ++ 
25 73 ++ 
26 73 ++ 
27 73 ++ 
28 73 + 
29 73 ++ 
30 71 ++ 
31 71 + 
32 70 + 
33 73 + 
34 73 + 

[0092] i1 : *T--t?[::*ff <&$S£?£140 " + + " [±^T-f^3VhP-;i/fl)4 
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oN£y"+" it^ii^^J-i>hn — 

;u(7)4 o Ntm&&.<D1fc'£<D:b<D&£?o ::t*4 0 N tit 4 ozo 

o 

[0093] HWIJ2 : JFT—tflZ^MWlCjg^-r^RN A7^7-« (2) 

^>£*AIBW3 OXO \s*J~ 1 

H«J 1 <!:R*§(7)S E L EX£<Tofc0 SELE 

X <tLTNHS — activated Sepharose 4 

Fast Flow (G E'MUX^TttM) (DfittlCSffl-ffc Lfc T—-t? 

(recomb i n a n t N SIG MAtii) l^tz0 LfriiM <t J 

=j4^-mim$:UTi^to DN A$mtz>°^4^-itit¥£f&iz&vft 

MLtzo 

[0094] D N AfiM : 5 ' -TCACACTAGCACGCATAGGNNNNNN 

NNNNNNNNNNNNNNNNNNNNNNNNCATCTGACCT 

CTCTCCTGCTCCC—3' (IB?lJfr§-3 5) 

7 7^7-Fwd : 5' -TAATACGACTCACTATAGGGAG 

CAGGAGAGAGGTCAGATG — 3' (IBJIJ#^ 3 6 ) 

^7^7-Rev : 5' -TCACACTAGCACGCATAGG —3' 

(IB?iJ#^3 7) 

[0095] DNAlIM (IB?iJ#-§-3 5) N (D&mit{lM(Dmft£t>-&(D 3 0 {@(7) 

ZOU*?£ (3 ON : -Ztl-etKDNlts As G „ CX(iTT?&3) Vfok) 

s ^7^7-FwdliT7 

RN ATti'J * z>—H(DJu=E — ̂ —W.m^Aj-X:^^0 KTfffl 

IMz R N A 7°-j\s(D/< y x-V 3 >[£IIii± 1 O 1 4Tr &ofc0 

[0096] JFT—R N A :7-;U£JJPTU 3 L 

tflOg^Lfcl^RN A £®y&<*:#>[::, ;£;$CT:1tfIg£&;$ 

Lfro CZtMClil 4 5mM 5. 4mM 'J 

OAs 1. 8 mM i^b^JUv^A, O. 8 mM i^bT?> A, 2 0 
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mM h'JX (pH7. 6) „ 0. 0 5% T w e e n 2 0 

So *"7—tflOg^LfcRN Ali, 0 

^rBllS#-rSC<bT*Illi|RLf=o CZfjgjjDtlt MCl:6M^7-??> 

iM.P H 7 . 6lzpMLfrt(7)TrfeSo ;§aif#fF(£ 3 HHTofco 

N AliRT-PCRTfi^iU DuraScr i be™T7 

Transcription Kit t$E¥Lt '^.(D^Jts K(7)"7°—JU<t L 

Tffll^o 1 7^>K<!:L, R*§(7)fF3l£^i&[I]if#yMUTofco S 

E L E P C P G EM- T E a s (Prom 

e g a *±M) •-" AfliS&D H5ff (Toyob o*±M) £ 

va >Lfco y>^Pi-^b^X5 

N D N A V—*T >~9~— (3130x1 Genetic Analyzer 

, ABitii) xon-yoi&mzm&m^tzo 

SELEX8^^>mjmzmm^m^tztz^s ^tzmmizi&mtM. 

bft&frofco fCt% II^IJtLt2mg/mL©A/^J>^P^t1 1 

K^TrMfefro 4 0^ P->(7)IB^J^^^Lfr<!: -6, Jlxm^I-bft 

s 4 0^ • —^T(7)IB^J[ClB^J#-§-2 1 

l^tz0 Ztl^CDO • — >(£> —g|5(7)IB^J$-IB^J#-§-3 8~4 8 o IB^iJ# 

^3 8T-a£*lSIB$IJli6IB$IJ#£U iB5»J#^3 9T*a^FtlSiB5IJ[i2iB 

mftfc Ltza IB^IJ#^ 40~48li1 mmfc L tza 

IB^iJ#-§- 3 8 ~ 4 0 , 4 3, 4 8T*££tl&mm<D7~J*-?—<D-$HMs&. 

05^, IB$IJ#^2 1 T-a£*iS£iIIB$iJ[i2L (O) T-

mht£o mm^2 1 lim 1 x^Ltz&otmm 

vmm t&)\,- -?°m&£ mm L tz 0 

[0097] JaT[3lB^iJ#-§-3 8-4 8Vm£tl£"etl?tl(DZ0 Is*? KlB?iJ£^"f 

o JMTIC^If bft<g>m(7)IB?iJ[£, 5' b 3' 0)Jj 

U ?0|J>i£S (ASO'G) (£2' -OH^Trfey, t0|J5 

v>i£S (u&t/c) li2' -^;U7hPf^|fii^TrfeS0 

[0098] IB?iJ#-§-3 8 : 
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GGGAGCAGGAGAGAGGUCAGAUGGAUAGAGUUAA 

GAUCUGGCUGGCGCAUUAGCCUAUGCGUGCUAGU 

G U G A 

9 : 

GGGAGCAGGAGAGAGGUCAGAUGGUUACGGAUAG 

AGUUAAGGUAACGGUACGGCCUAUGCGUGCUAGU 

G U G A 

0 : 

GGGAGCAGGAGAGAGGUCAGAUGAACGGAUAGAG 

CUAAGAGUUCGUCAGAGGGGCCUAUGCGUGCUAG 

U G U G A 

IB£lJf|-§-4 1 : 

GGGAGCAGGAGAGAGGUCAGAUGGUGAGAUAGAG 

UUAAACACCACAAUAGUAGCCUAUGCGUGCUAGU 

G U G A 

IB£lJf|-§-4 2 : 

GGGAGCAGGAGAGAGGUCAGAUGCGUGAUCGUGC 

AAGGCGGAUAGAGUUAAGGCCUAUGCGUGCUAGU 

G U G A 

IB£lJf|-§-4 3 : 

GGGAGCAGGAGAGAGGUCAGAUGAUGCCAAGAUA 

GAUUUAAAUGGCGUUUGGGCCUAUGCGUGCUAGU 

G U G A 

IB£lJf|-§-4 4 : 

GGGAGCAGGAGAGAGGUCAGAUGUUAGACCAAAG 

CAUAGGAGAUAGAGUUAAACCUAUGCGUGCUAGU 

G U G A 

4 5 : 
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GGGAGCAGGAGAGAGGUCAGAUGGACCACCGAUG 

GGCAAGAUAGAGUUAAAUGCCUAUGCGUGCUAGU 

G U G A 

6 : 

GGGAGCAGGAGAGAGGUCAGAUGGGACAGAUAGA 

GUUAAAGUCCGUUACGUGGCCUAUGCGUGCUAGU 

G U G A 

7 : 

GGGAGCAGGAGAGAGGUCAGAUGGUGAUAGAUAG 

AGUUAAAAUCGCUGAAUGGCCUAUGCGUGCUAGU 

G U G A 

IB£lJf|-§-4 8 : 

GGGAGCAGGAGAGAGGUCAGAUGUGAAGAUAGAG 

AUAAAUCACAUACAGUCGGCCUAUGCGUGCUAGU 

G U G A 

[0099] 3 8~4 

=7X=E VmWLtzo IB?iJ#-§-3 8-4 8 

x^Ltzjj:£tmM(Dj3:£$:m^xmjZLtz0 

IB?iJ#^3 8-4 8Tra£ft&Mii(£3 ONd;H^I[:JF7-^m 

o ftiIIB?ijTffo£IB?iJ#^2 1 [z^ 

N T N 2(£G UN GCN GAN U ttffc>fr^tz0 

[0100] 
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[H2] 

JS £ Biacore TFflJfnn'JStt 
38 72 ++ 

39 72 ++ 
40 73 ++ 

41 72 ++ 

42 72 ++ 

43 72 ++ 

44 72 ++ 

45 72 ++ 
46 72 ++ 

47 72 ++ 

48 72 ++ 

[0101] i2 : JF-7—" + + " hP-;U(7)3 

0N«fcy ZZt*30Nttt30^ 

£ 1 Kgci&ffl LfcMii?°-;u7)-

[0102] HWIJ3 : tfRl^S140;l$ 

IB?IJ#-§-4~2 0, 2 2~3 4, 3 8 ~ 4 8 VB if(D 

T&njj&izjzy&ffiLtco JFT—tfos 

Mt h 'J 7°->>ffi7°n?T—H(Dm^&MVfo£4T5Sm'<7°?-
K A I a—A I a — Pro — Phe Sue—A I a—A I a — Pro 

— p h e—MCA (*?? zmiRLtzo ::tsucli^is 

STffo<g>X^ v-JUS, MCAtt4->fj^7iJil,-7-75 KSTrfey 

, AMC (7-75/-4-y 

TJU >7 'J >) C0AMC0^3t^tiJl"SC<b1?H JfT—t? 

T^-tr^ricii, 9 6^ub7°b-h ( 
F16 Black Maxisorp Fluoronunc, Nunc 

*±M) 0 0//LtL, ^;SC(7)M;S^Trll^Lfro 

£-f, Milliec^[CO. 0 0 2 7-2 uMOmm^mmRLtz^O)^: 

s 5 0//LfoltLfc0 f:i:, ;Mc4"[:IiLfc 1 mM^SS^ 1 o 

U L ;^}JQ L tz$ts J U— h $• "7 -f ^7 • J U— h 'J —*$— Spect raMa 

x 1 9 o (=EIS*IL7-f/\Vxttl) CHzyhL, 3 7°CTr5:9fHEH£;^L 
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tz o -JjVs o. 05|ig (t L< lio. 005/ig) (D^—M ( r e c 

ombinant, SIGM AttM) C ^ l^tz&O)^: 4- 0 /J L 

fflEU 3 7°cTr5^PBILfro Mii&t/SSCfrb&<§>;!!£;$[::, JPT-

16. 7nM (tL<li1. 6 7 n M) s SiHSf iJltt 1 0 0 jU MfSS 

o u— h ~7 4 0 Ry° U— h 'J —*$— Spect raMa 

x 1 9 0 (=Eis*o. 7-f/^Xttl) CHzyhU 3 7°CT?5flfii] (£L 

< it 3 o^Pei) , myt&momt&mmmzmiZLtz (JS^M 3 8 0 n 

mN 4 6 0 nm) „ ^FT—tfS14l-<fc LJ , A 

Mc<D%n/tmiK\<DWLMTE®k&*tbs (vmax) tLtz„ 

=i> hP— Jit Lt, 30NtL<li40N ( 3 0 {@ & L < It 4 0 

LtzZ<7 \ N Its AN G, CX[i"n?&3) (DteMJ—Jb&mi ̂ tz 
hn—;u) \ h 'J ?0v>*Hz>J >y°a 

T7—tfmWfflvfo&*-=EX$?>$mi*tzi§i£ hP-;u 
) [zfcivt, mmizmmLmii&fi'Dtzo mm, 
JSfcJSlJg (Vo) 0 0 %t LN 

rwaiLfro 
(%) = ( 1 —Vmax/V0) x 1 0 o 

B^/sS14^5O%Rl^-rS0[c^-rSRl^J0;lJt ( I C50) *i&Mz0 f 

[0103] 
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[H3] 

ic60 IE5iJ§-^- IC6Q 
CuM] [|iM] 

4 0.049 ±0.003 25 0.079 ±0.028 
5 0.080±0.039 26 0.106 ±0.004 
6 0.456±0.261 27 >0.5 
7 >0.5 28 0.045 ±0.004 
8 0.453 ±0.463 29 >0.5 
9 0.273 ±0.069 30 0.147 ±0.044 

10 >0.5 31 0.155±0.039 
11 0.145±0.036 32 0.235±0.055 
12 0.128±0.023 33 0.145±0.088 
13 0.058±0.024 34 0.137±0.009 
14 0.061 ±0.053 38 0.050±0.012 
15 0.285±0.021 40 0.140 ±0.085 
16 >0.5 41 0.060±0.017 
17 0.092± 0.042 42 0.124±0.026 
18 0.058± 0.021 43 0.081 ±0.050 
19 0.163±0.001 44 0.049±0.013 
20 0.282±0.013 45 0.074±0.011 
22 0.105±0.009 46 0.038 ±0.004 
23 0.238±0.060 47 0.058±0.012 
24 0.092± 0.003 48 0.095 ±0.018 

[0104] i3 : JF-7—( I C 5 0) o ">0. 5" It 0 . 5/iM^ 

I C 50mt 2 ~ 3 Hbl 

[0105] *15? 4 > h •— 30NtL<li40 N 

fr-otz (IC50>0. 5/iM) „ hP— 

X$?y(D I CsofitfiO. 1/iM~0. 2 // M(7)fi!£^Lfco 

y, ^3 [zaHit^tLfcT^'^T—0)§r< lt^~& 

ftlzo. 1 UMMTO) I C50i$.$:^Ltz7Z>°$^-ltm 

*ltzmW$h&&7FiLtztJMZ-&o IB?iJ#^2 1 

j*v-it±Tmw%fe7FiLtzo ^tzzommfr^s 

ft<g>XlN X2lift[:AtL<lt ft[ZGt'«k<, N1N2(iGAN GU, GC 

, UUXltCUOiltlX^^^ZtfrTjk^tltzo 

[0106] HJfefllJ 4 : 

IB^iJ#-§-4N 12, 1 3, 1 

IB^IJ#^4N 1 3, 1 4xm£ti&7?°$^-\tmm^2 
IB?iJ#^1 2[iZ0£&IB$lJ£^£fc^7:7*-7-T-&3o 
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IB?iJ#-§-5 2 > hP-;U(7)4 0 N£ l) 

(i4) o IB$IJ#^1 

3 N 5 5, 5 

"9"—^7 A$-|H 7 0 

[0110] JF-7—tfRl^S140;l$[i, H»iJ3<!:|H]4i(7)^T:^Tofro 

fft(7) I C50iit$-^4[Z^-ro 

IB^iJ#^5 (i4) 0 IB?iJ#^ 

5 1 t5 2<Dmm&l)s ftiIIB?iJ£#££:^IB?iJ#-§-1 

•7—(i4 5*^ K[c&$g<bLf::i0T?[iS14£il}tLTi^jb<, 2 6 

XO L>*J- Klc^atl-fb <§> Z tfrt>fr-otz0 

-HX\ iB5IJ#^5 6 0|Sgm<fcy, ftiIIB?iJ£#t:IB?iJ#^1 3X-m$*l 

%>7Z>°$^ — \&k y&l^2 3X0 Is*? FO&Z&VfeMitVZtzo 

, IB?iJ#^2 1 

MUTf <£><§> Zt^Tjk LTl^-So 

tts mWm^4 9t57*,mW%&.&7FiLtzZt&l>)s 

ft<g>N , N2(iG UdlSbfcl^t, IH6(7)IB^J#-§-5 6 (DXj 

ztito(D7?0$^-ii *-7 —tfua^fij tLxmm~$ifcx&&t%7Ltbn& 
o 

[0111] [H4] 

13 50#-^- *3 Biacore TftDiSa'jS'tt ICS0 [|iM] 
49 4 29 ++ 0.117±0.066 
50 4 35 ++ 0.138 + 0.093 
51 12 45 ++ 0.024+0.009 
52 12 26 + >1 
53 13 42 ++ 0.066+0.024 
54 13 36 ++ 0.051 +0.033 
55 13 29 ++ 0.055+0.023 
56 13 23 ++ 0.046+0.031 
57 14 27 ++ 0.099+0.013 

[0112] i4 : JFT—3$S£S14<tRa^?£14 ( I c50) „ " + + " 

^ ^ZI> hP—;U04 O N J: y t^ElcJF-7—" + " [£ 
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^'=i > hn—;u(7)4 o N ::t*4 0 

N tit 4 OXO HWiJ 1 Trf£ffl Lfc 1 =i J 

> Kg(7)Mii^-;uTrfe^0 -> 1" it MI 

M.*ofot£fr-otz Z t ̂ 7jk*0 I C 5 oiitli 2 ~ 3 Hbl$02F$fit „ 
[0113] ^T-r^3>hP-;i/t'fe54 0Nli1 IJM£X(Dmi£%amxmW%i<($. 

(IC50>I//M) „ £tz, hP— 

I CsoiitliO. 1/iM~0. 2 u M(7)fit£^Lfco 

&±0$SS<fc y, i4 d^ft^IB^J#^ 5 2 

t&mw%^%^Ltz0 ftizo. 1 uMJMT01 c50m^^Ltzmmmti 

tzVRWxh^&TF Ltz t H7L<§>o 

[0114] H«|J5 : W4tLtz7 7°$^—(Dl&&(DW®is 

IB^IJ#^5 6xmzmxL, 
mw%mz*tt&&w&m'<tz0 mmzmmm^ss~eaiz^t0 

[0115] JaT[3lB^iJ#-§-5 8-6 8Xw^fo&&TZ>°$^—(DX0\s*7L KlB?iJ£ 

Tfito ftdw&tffcltfttf, JSTFlC^lf bft3<S*0IB$IJ[£, 5' b 3 ' 

(DJJfaxmt&Ot U XO KicfcltSlgattfif 0'J/K—X02' <4 

<D&M&7FIL (0IJH.IS\ U (F) ^7^1/05^^-^052 

' te^Fi^tfii£ft<g>^<!:£^-f) , F[£?yl!Jl^£^-fo 

[0116] IB?IJ#^5 8 : 

(IB^IJ#^5 Qxm^fo&o u-^<D*kmimzt;$.foz> ^ 
^^AlzlBMLfclB^J) 

GGGU (F) U (F) GAAGAU (F) AU (F) U (F) AAAGA 

AC (F) C (F) C (F) 

IB^IJ#-^- 5 9 : 
( mm 5 6 x* m £ ft & 0 p—y<D ft mmm iz -g £ ft & N 2 £ L tz mm 

) 

GGGU (F) U (F) A G A U (F) AGAGAU (F) A A A A A C ( 

F) C (F) C (F) 
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6 0 : 
(mm 5 6 x* m £ ft & >? • - y<D s iz -g £ ft & N 2 £ L tz mm 

) 

GGGU (F) U (F) AGAU (F) AGAGC (F) U (F) A A A A 

AC (F) C (F) C (F) 

6 1 : 

) 

GGGU (F) U (F) AGAU (F) AGAU (F) U (F) U (F) A 

A A A A C (F) C (F) C (F) 

IE£lJf|-§-6 2 : 
(IE?IJ#^ 5 6 xm £ft& <? p-y<D*mmm IZ^^H^X,RXSX2 

Ltzmm) 
GGGU (F) U (F) GGAU (F) AGAGU (F) U (F) AAGA 

AC (F) C (F) C (F) 

6 3 : 

(IE?IJ#^ 5 6 xm £ft& <? n-yo&mmmumz^^ti&i&mzm 
& Ltzmm) 
GC (F) U (F) AC (F) AGAU (F) AGAGU (F) U (F) A 

A A G U (F) AGC (F) 

IE£lJf|-§-6 4 : 
(IE?IJ#^ 5 6 xm £ft& <? n-yo&mmmumz^^ti&i&mzm 

& Ltzmm) 
GU (F) C (F) AC (F) AGAU (F) AGAGU (F) U (F) A 

A A G U (F) G A C (F) 

6 5 : 

-uxrnzvtzmm) 
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GGC (F) AGAU (F) AGAGU (F) U (F) AAAGC (F) C 

(F) 

6 6 : 

GGGU (F) U (F) AGAU (F) CGAGU (F) U (F) A A A A 

AC (F) C (F) C (F) 

6 7 : 

(IE?|J#^5 >i£S£t0|J 

GGGU (F) U (F) AGAU (F) ACAGU (F) U (F) A A A A 

AC (F) C (F) C (F) 

IE£lJf|-§-6 8 : 

5 v^&mzw&Ltzmm) 
GGGU (F) U (F) AGAU (F) AGUGU (F) U (F) A A A A 

AC (F) C (F) C (F) 

[0117] IE?IJ#^5s~68mmit±xit^mz^i)imLtz0 

41ioi4ii-LXs 
x^ym%mz&vmmLtz0 ts iifii 
3 tmmzfi-otzo ;iij^$sm^a5[z^-r0 

f<Z)$g^ a 5 a *>IE?iJ5 9-65 0&&jb<3£l^$g 

[0118] IE?iJ#^5 8 Its HWIJ 1 ^2Tfffll^4 0 N 
x3 0Ntmmm^xi&TLtzztfr^s mm^2 1 T-a£*i3£iiiB$ij 
tf*^-iiiztttz>m£&mm%mzmmx&z)zttf^£titz0 stzz 

ztivmom&m (H«J5~9) izfcivm, mM.it LtzT 
hp—;u<t LTIE^iJ#-§-5 8 tizLtz 
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O 

5 9 ~ 6 1 J; U N N-i^t/N 2 

XO Is*? KTffooT£l^\ fc?£L<f£GUN GAN GC, UUffeSZ 

ttf7F$*ltzo IE?iJ#-§-6 lJs K 

t'feotiL^s JfSL<[iA^fc(iG1?&y, <fc y$f£L< liftdAi L 

K lift l«- G ~C (fo *§> <— <t A^/is cF %htz o 

IE?iJ#^6 3-6 5 0|Sgm<fcy, 

S^IE^lJIi (m : ®6(7)IE?lJ#^5 6) , XxAff^^ORiyftEtf)*^ 

U7|-T KT?feoT<fc < , 3^gfcHiUiJb<$f£ LL^ZttfTjkZHtzo 

IE^IJ#^6 6-68y, &t^m^T 

t&Ztfrtbs ftilIB^IJ(DKt£^Qfc#>X^ £tltzo 

[0119] [H5] 

IB^'JIt# Biacore Tf 0$n IC50 [juM] 
58 + >1 
59 ++ 0.038 ±0.009 
60 ++ 0.026 ±0.006 
61 ++ 0.023±0.006 
62 ++ 0.029 ±0.004 
63 ++ 0.023±0.003 
64 ++ 0.020±0.005 
65 ++ 0.056±0.046 
66 + >1 
67 + >1 
68 + >1 

[0120] i5 : JFT—3$S£S14<tRa^?£14 (I C50) „ Ksg^S14[zfc^T 

, " + + " ^'=1 > hp— ;UTf&<g>IE?iJ#-§-5 8<fcy 

J=i> hP-;UTrfe^IE^iJ#-§-5 8 

<t|H]ISJt(7)$^(7)t(7)^a-ro "> 1 " ^t^ UM^XO) 

^mmmxmw%m<M.z>*iftfrr>tzzt&7Fi?0 i cS0mt2mmm(Dw-

[0121] IE^IJ#^5si* 1 uM^xommmmxmw^z^ztefr-otz (i c50 
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>^^M) „ C50ffi 

(iO. 1/iM~0. 2 uM0)i$.$:^Ltzo \>jL±(Dmm&1) s 

§7^7-©^, 9 — 6 5 —(iJfT—t? 

§3£l^Ra^£14 ( I C50< 0. 1/iM) LTl^ il 

[0122] H»iJ6 : 3stJHtLfc:P?0£T-(7)Qk^1 

IB^iJ0T?0U >tmS(7) 'J /fi—XO) 2 ' jiLlZO-^^JU 

&&£^ltFmfii&&ALtz&m*s ?0)mizs ^XTf-sP^TTx-h^SA 

Ltz&mt&ftmLtzo IB?iJ£lB?iJ#-§-5 6 (1) -5 6 (1 4) N 5 6 ( 

17) -5 6 (19) [Z^to £tzs IB?iJ#-§-5 6T:m£tl&7?°$^-(D 

t0|J 5 UTh^ £(Dm% (2' -F; 'J /f\—X 2 

ji(7)FMfii) (2' -OH) C:m}&Lfc3k^*£fFMU &M<Dl& 

fftb(7)IB?iJ£lB?iJ#-§-5 6 (1 5) , 5 6 (1 6 

) |Z^^"0 

[0123] UTlz?ti?ti0)Z<7 UTh^ KIB^J^^-To JMTlc 

^lf bft^i@^(7)IB^J(i, 5' frb3' (D^fplTra-rtOt U 

FlzfS(fi)tSWt^(Dlj7ji—X(D2' Fit? M 

liO-^fJl/S^^to £tzs ^IB^IJT^UIIZJJ It <§> i dTtti nve r t e 

d-d PEGli40kD a 'J 'J 

^-juiz^zmmz^to mmtpizt$\i&sitzo is*^ Kin]±^$^-r^) 

'J >iiS^/1-NX/1xPT7hx— hit^htzzt^^to 

[0124] IE^IJ#-^-5 6(1) 

(IB^IJ#^5 6vm£tizoi=i->(Dffi%miz i d Tm^mxLtzmm) 

i dT-GGGU (F) U (F) AGAU (F) AGAGU (F) U (F) 

A A A A A C (F) C (F) C (F) - idT 

IE^IJ#-^- 5 6(2) 

(IB£iJf|-§-5 6 P — >(7)ft®IB^JJM^(7)IB^J(7)d -tb=fr?ft\Z\& 
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G (M) G (M) G (M) U (F) U (F) AGAU (F) AGAGU (F 

) U (F) A A A A A C (F) C (F) C (F) 

5 6(3) 

(IE^IJ#-^-5 6 TrUcFft<§>0 • — (Do 

ffi&mALtzmm 
GGGU (F) U (F) AGAU (F) AGAGU (F) U (F) A A A A 

(M) A (M) C (F) C (F) C (F) 

5 6 (4) 

tzmw 
GGGU (F) U (F) AGAU (F) A (M) GAGU (F) U (F) A 

A A A A C (F) C (F) C (F) 

5 6 ( 5 ) 

tzmw 
GGGU (F) U (F) AGAU (F) AGAGU (F) U (F) A (M) 

A (M) A A A C (F) C (F) C (F) 

5 6(6) 

tzmw 
GGGU (F) U (F) AG (M) AU (F) AGAGU (F) U (F) A 

A A A A C (F) C (F) C (F) 

5 6(7) 

tzmw 
GGGU (F) U (F) AGA (M) U (F) AGAGU (F) U (F) A 

A A A A C (F) C (F) C (F) 

IE?lJ#-§-5 6 (8) : 
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tzmm) 
GGGU (F) U (F) AGAU (F) AG (M) AGU (F) U (F) A 

A A A A C (F) C (F) C (F) 

5 6(9) 

(IE?IJ#^5 6x-mz*i&<? n-yo^mmw^ib-frpjjizm^mxL 
tzmm) 
GGGU (F) U (F) AGAU (F) AGA (M) GU (F) U (F) A 

A A A A C (F) C (F) C (F) 

5 6(10) 

(IE?IJ#^5 6x-mz*i&<? n-yo^mmw^ib-frpjjizm^mxL 
tzmm) 
GGGU (F) U (F) A (M) GAU (F) AGAGU (F) U (F) A 

A A A A C (F) C (F) C (F) 

5 6(11) 

(IE?IJ#^5 6x-mz*i&<? n-yo^mmw^ib-frpjjizm^mxL 
tzmm) 
GGGU (F) U (F) AGAU (F) AGAGU (F) U (F) AAA ( 

M) AAC (F) C (F) C (F) 

5 6(12) 

(IE?IJ#^5 6x-mz*i&<? n-yo^mmw^ib-frpjjizm^mxL 
tzmm) 
GGGU (F) U (F) AGAU (F) AGAG (M) U (F) U (F) A 

A A A A C (F) C (F) C (F) 

5 6(13) 

(IE?IJ#^5 6x-mz*i&<? n-yo^mmw^ib-frpjjizm^mxL 
tzmm) 
GGGU (F) U (F) AGAU (F) AG (F) AGU (F) U (F) A 
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X/fxP^x- Mb 

GGGU (F) U (F) AsGAU (F) AGAGU (F) U (F) AAA 

AAC (F) C (F) C (F) 

[0125] (1) -56 (19) <D&m*±Xik¥£l£lZ&i)ftmLtz 

0 HWiMtliMzLT, 

ymmLtza mmzm6iz^to 
56 (8) , 56 (1 0) , 56 (13) , 56 (1 

4) ^'=i > hP-;UTrfo<g>IB?iJ#-§-5 8£y t^PfE 

[0126] nmm3tmmojjmxft^tzo i 
C soffit 6 [Z^Lfco IB?iJ#-§-5 6 (8) , 56 (10) , 56 (13) 

, 5 6 (14) \>Xft<»mk\$s 

56 (1 ) -5 6 (7), 56 (11), 56 (12) (DlSl^imiB^J# 

^•5 6 tfc&m*mizm$£tlX^tz0 -^TfIB?iJ#-§-5 6 (9) , 56 ( 

15) , 56 (16) , 56 (17) 5 6 t Jt^TjJlE 

ii U IB^iJ#-§- 56 (8) , 56 (10) , 56 (13) , 56 (14) (7) 

^b[CN IB?iJ#^5 6 (18) , 5 6 

(19) 0Rl^S14fiiB5IJ#^5 6£y lbfa±t&Ztt)^£tltz0 

IB?iJ#^5 6 (1) , 5 6 (1 7) (Dismay, MimmiZk 

Wlt'Pt^Zttf-fofr-otzo IB?iJ#^5 6 (2) N 5 6 (3) (T^H^y, 

tl&ZO KI31H LT(iN 56 (4) -56 (7) N 56 (11), 5 

6(12) (DjzdizmmLx&mwtm&imxztzm-st, IB?IJ#^5 6 
(8) , 56 (9) , 56 (10) , 56 (13) , 56 (14) 0 <£?[;: 

, f»[C^ypi^t^M£T (fo£lM£;B£) 

[0127] Ja±£y, IB?iJ#^5 6Xm£tl£770$^-l££fct££ft±£-t±£tz&) 

, '>&< t=b—r}(DZ9 U7|- =? Klcfi^|fii$-SALfrt(7)TrfeoTtcfcl^^<!: 
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friofrntzo *<7 2' - O - > T M&MUtUz & 

-^TrIB^iJ#-§-5 6 (1 5) , 5 6 (1 6) 0$S£<fcy, IB?iJ#-§-5 6 Tf 

(u (F) ) 0 

(9fltL<li1 5#g) K (U 

) izt&tmw%m<te-Tir&zttft>frr>tzo -teic, 
- tV7J*V—<DZ<7 UT-ifimiifSli-r^o LfcAbt, ftMIB^Jlc 
"a"£;h/<§> t° y 5 v>^ ̂ 7 U^~T K (IE^IJ#-^ 5 6 TrUcFft<§>• — >0 9 # 

g<t1 5f|(DU) (£>'>&< 

l^o 

£*:, IB^iJ#-§- 56 (8) , 56 (9) , 56 (10) , 56 (13) , 

5 6 (14) 0$g£<fcy, IB?iJ#^5 6Tfa£;l^£^P->0ftiIIB?lJI::-i• 

£;|^<g>^(7)?oy >i£S0d-£, 6f|(DA, 1 1SI0G, 1 2#|(DA 

M&m%mAtz>tmw%mmTtz>tzisb, t&utnttmov 
KTr £>£-<!: AW £ L^o 

f0flfelC, IB^lJ#-§-5 6 (1 8) , 5 6 (1 9) 0$S£<fcy, fl£3$£0& 

tfiuwicy >SiS0Mfii<!: LT, '>&< <b t-^RfflCTfxX/txP^^-x— h£ 

gAf -5 <t Rl^?Si4^^±-r-5 z t tfftfr-otzo 

[0128] 



WO 2010/143714 63 PCT/JP2010/059953 

[H6] 

IE«-^ Biacore "£<7)$H H"S'14 IC50 [jiM] 
56 ++ 0.027 ±0.002 

56(1) ++ 0.026 ±0.007 
56(2) ++ 0.024±0.003 
56(3) ++ 0.025±0.002 
56(4) ++ 0.027 ±0.005 
56(5) ++ 0.029 ±0.001 
56(6) ++ 0.031 ±0.001 
56(7) ++ 0.038±0.001 
56(8) + >1 
56(9) ++ 0.111 ±0.003 
56(10) + >1 
56(11) _|—1_ 0.028±0.003 
56(12) ++ 0.035 ±0.003 
56(13) + >1 
56(14) + >1 
56(15) ++ 0.061 ±0.014 
56(16) ++ 0.058 ±0.002 
56(17) n.d. 0.058±0.000 
56(18) ++ 0.012±0.001 
56(19) ++ 0.008±0.001 

[0129] ie : (i c50) o 

, "++" ^'=i > hn— 8«fcy -t? 

(c$p &(D&TF. LS " + " T?=i > h P— yU(7)IB^iJ#-§-5 8 <!: 

<g>£(7)£^-fo "n. d. " l*&."> 1 " fi 1 

//M£T?0;lJg®ffl^lE^S14jb<Jlbftfcfrof::C<t£^-fo I C50iitli2 

[0130] ^'=1 > h P— ;UTrfe-g>IB^iJ#-§-5 8 It 1 U M^Tr(7);lJtlEfflTria 

(IC50>1//M) „ ^yfY^^VhP-Jb 

I CsoitliO. 1 /iM~0. 2 ;UM0)1if£^Lfco 

[0131] ja±tf)$sm£y, f^i:o. 1 c5 

JFT—«&3£^IE^£14£*rU tflE^fiJ 



(d) O (d) O (d) O (IAI) 

V (lAI) V (lAI) V (lAI) V (lAI) V (d) n (d) n (lAI) OVO (lAI) 

v (d) n (IAI) v (IAI) ov (d) n (d) n (IAI) O (IAI) O (IAI) O 

: (i3) 99 

(d) O (d) O ( 

d) O (IAI) V (IAI) VV (IAI) V (IAI) V (d) D (d) DOVO (IAI) 

v (d) n (IAI) v (IAI) ov (d) n (d) n (IAI) O (IAI) O (IAI) O 

: (0 2) 9 9£-#[l£3l [Kl0] 

, 9 CDMMXn y C\(Y-(zVlBa H d - s A 

0¥I2 8P ! 1 d 8d sAo_eHd^]Lep! i d e d ° 

c?i° HO 

1= ri.6<^^xrio^iS£iKc£(0B a>!0i7¥]03d s 

P-P8H8AU !^|1P ! s--£ 

$ ° ± * - o%m s±mm^c%)d .ZCDY— 
OX °^VNa?|^v[/ v1^VN 

-]±n 6zm£m?2)±r<\ [ccio] 
°^.^Z] 2 

8 ~ 8 Z. s (2) L L s (L) L L s L L~Q L " (L) 17 L sfrL~OL 
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L U 1 0 Ltz0 3 M H C I 2 5 u 

L&JjPU 7V- UZ>°\s— h 'J— 9— S p e 

ctraMax190 (^E U^r J. ̂  —XfctM) l-"fe 7 hL^ JIiiE3;j£:R: 

3 5 5 n mN 6 0 n Ltz0 

[0142] =i> hP-;U<t LT, IB?iJ#-§-5 8 x-f ^'=1 > 

h P-;U) , &t/S£fr](7)^ h 'J 'J >7°n7L7—ffmWfflv&£ 

fro JF-7— 

i oo%tL, 

Ltzo 

mmm (%) = n- i 

} ] x 1 00 

[0143] B^/sS14^5O%Rl^-rS0[Z^-rSRl^J0;lJg (IC50) %M&btz0 

^(D%8 IC^:t"0 

[0144] 
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[H8] 

1E5IJ Native chymase Recombinant chymase IE5U Native chymase Recombinant chymase 
#•§• KfcffS icM _ dx-hbS IC50 3£-=- ic50 IC50 

[p,M] [>M] [;uM] [|XM] 

4 0.031 0.003 56(34) 0.162 0.057 

13 0.074 0.041 56(35) 0,120 0.039 
14 0.063 0.022 56(42) 0.601 0.687 

53 0.764 0.446 56(43) 0.591 0.328 

54 0.614 0.397 56(44) 0.643 0.414 

55 0.606 0.354 56(45) 0.303 0.377 

56 0.508 0.235 56(46) 0.742 0.426 
65 0.878 0.274 56(47) 0.542 0.419 

56(1) 0.404 0.207 56(48) 0.621 0.394 
56(17) 0.613 0.456 56(50) 0.325 0.153 
56(18) 0.174 0.108 56(51) 0.429 0.310 
56(19) 0.130 0.055 69 >1 0.628 
56(21) 0.722 0.361 69(1) 0.480 0.125 
56(22) 0.563 0.237 69(2) 0.752 0.289 
56(23) 0.360 0.119 70 0.478 0.239 
56(26) 0.743 0.326 71 0.341 0.161 
56(27) >1 0.724 72 0.120 0.065 
56(28) 0.410 0.137 72(1) 0.103 0.036 
56(29) 0.366 0.080 72(2) 0.076 0.037 
56(30) 0.521 0.210 72(5) 0.377 0.201 
56(31) 0.266 0.089 72(6) 0.573 0.370 
56(32) 0.185 0.078 72(7) 0.312 0.158 
56(33) 0.291 0.085 72(8) 0.097 0.043 

[0145] m 8 : I £SSC<t 
S14 (i c50) o i c50[i-@;l$aHit£^-fo 

[0146] 1 > h p-;u<b 8 

( I c5o> 1 ju M) o £tzs hP— ;UTr&<g>^x£T 

>(7) I CsofitliO. 3 5~0. 5 jU M (Nat i ve) , 0. 45~0. 6 

U M (Recomb i nant) 0){$.&7jk Ltz o P E G|S^77^7-©S 

14(iP EG^LTI^I\7^7-E 

G (^M&J 4 0, 000) fry -Jt — (^M&J 1 0, 000) 

X^^tz&blZ&Z&ZtXs PEG^IS 

n"3~ <§> Z. <t Tf i n v i v o cf < 3fcif cFft<§>(7)T:\ i 

n v i t r o LT & in v i v o ^ <t ^ 

[0147] lil±0ljsgm<fcy, a8[z#^ft^-r^T(7)Mii(i, ^©Sft'fe57> 
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xm$£ti&0 

[0148] 9 : IE^ t (Normal Human Lung 

Fibroblast : NHLF) Atz L T B P -1 

jpT—a11mm& £ s i ^£3 z t mm#m T<D-—ox & & T G F - p os 14 
ib[c;^< 1IILTI\§„ TG F-jSSte-ffcfliaSl-fcl^T, ^FT—tfliLT 
B p -1 y N SUBSET h y 
fSlatent TGF-jS £3!lf £ bC:N latent TGF 

- yS £S14S! TGF-jS & - t t)<7FiV& 

So ^T-^IZiSLTBP-l^flC^-r^PIl1 

)$L$nffifec5%ltz NHLF (Cambrex Bio Science 

*±M) £37 °CO) w a t e r bath t&±fe (1 0 % F B S 

/F-1 2) izWiffiLtZo jl'lJ^lf (1 2 0 0 r pmN 5 ft) &s ±)f£l& 

SL, iM£i§ii!}[::S!l;iLfco JgJteT?£m£i OmL^Lt, 

yt-H:iLT3 7°C, 5 %C O 2#£TT?Jg& Lfco SH8M£[::T$l!flS<OT 

Jte (O. 2%BSA/F — 1 2) lZ&&Ltzo JgJfeSi&fr b 2 H&[::Jg£± 

)f £ SIX L, ft)±LX~3 0 °C L tz o 

fflMLfcNHLFiSi±;|4 0/i L^ZL-^IZ^&U &$CT?5 

0 U MizmRLtzm^^ 5 U L-f-Df&tia Ltzo TKvx-f ^'=I > h P-;U 

<t LT (7) IMCIM Ltza * 

hP— ;U<t LT (£;£;$ C(7)<^£ffll\ IRHHIC^JP Lfco 

;g;$E (;£;$C + 0. 1%BSAN 0. 0 5 %T h >J JA) X 1 0 0 

n g/mLlZ^&LfcJfT—t?£5jU L^JjPLfco — 

0 n g/mL (0. 3 3 n M) N JtltMStjlJt (£ 5 U MX&^tz 

0 =i > h P— Jit Lt, ̂ F-T—tf^^siJP Lfcl^ ̂- —Lfro tMy 
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TOM3 7°CTrmr01>r Lys 

is bu f f e r <t;I£LTJ£j££lt7 Ltzo 

f>^©LTBP - 1 

Lysis buffer tMS 3 U 5-20 

%7^'j;u7 5 K^f;nci 0// Lfl)1J->^l/$7^7>f Ltzo 

- h PI?;UP—x?-r;u£—[z h^>x?r —Lfcft, 7>r;u 

^-^5%X+A5i^s 5 OmM Tris-HCI (p H 8. 0) , 0 

. 0 5%7isikj- h 'J JJAVJD v*>9'Ltzo £ 2%BSAN 

PBS, 0. 0 5%Ti/'fk-f h 'J J AX 2 u g/m L [Z#HR Lfcfct L T B P 

- 1 =EJ 1 P—7>r ;u*—£3H12fc& L 

, (H R PlII^/iT^X I g G^£0. 1%BSA/PBS 

[Z 1 0 0 0 OfS^SO >JFZLK—f/3 >Lfro — 

$5 0ifu ̂ fg^SSCT^tii^Tofco 

L T B P - 1 (7)A> K(7);I£fc£t/tem ( 

fti-m.) x-mmLtzo ftmitsmzfti-txftzft^tzo 
I;KDA> K£R§14>ttEB ( + ) , ̂ i]T-f^3>hP-;KDOiM/^K 

£PIM4 (-) <tU 

T*¥iJ$Lf=0 ^iX*>:?P';/x>f >?[::<fc3#fir$SS£l2l8[z, 

[0149] 
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[H9] 

mmm-% IH 8 l_;feli'-5)b— 
56 4, 10, 16, 24 + 

56(1) 2 + 

56(17) 12 + 

56(19) 14 + 

56(23) 15 + 

56(26) 13, 25 + 

56(27) 11 + 

56(28) 17 + 

56(29) 19 + 

58 3, 27 -
69(1) 18 + 

72(1) 26 + 

"torn E] 8 Iii3si±©*rfc 
•7—ii— 1, 8, 9, 23, 31 

Chymostatin 5, 20, 28 + 

6, 21, 29 -
n>hP—;K^v—tz^;Sic) 7, 22, 30 + 

[0150] m 9 : " + " (i=l>hp_;U(z 

fcltS L T B P - 1 (7)A> K<t |n]|SJt(7);I^(7)/0 KjW£ttJ Ztltz =b<Ds " 

-" hP-JKDi^CLTBP- 1 0)/<> 

[0151] IB^IJ#^5(-) o ttcs #i/T>rJ=i>b 

• -juvfo&*=Ez$:?>t*mw?£f&$7FLtz (+) o 
#•§•5 8 L T B P - 1 #fl¥[Z*ff3Ra^£14jb< 

Hftbftfco 
l)s *%mz{%t>&7 7°$^ — \t*^—lHz<k&L TBP-

tot, F-

jtH±<D*iJfflpTt£14 
[0152] 

feSLMi^Wr^ UMt Lx^mx&vm&o *%W<D77°$^ 
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[0153] #ajJS|[i, O O 9- 1 4 0 5 8 LT 
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[!fr*IJt1] tf0S14^Rl^-r 57^7-

[!i^I12] XTGAUAGANTN.UAAX, (IB?lJ#-§-2 1 ; x,M 

x2ii, AxitGx&vs N1^t/N2iiN m—x. 
lil4sot, As G „ CN U£fc(£TTf&<g>) U7^ 

KIB$IJ£^L\ li^in ffiit07^-7-o 

[!i^I13] N1N2^GAN GU, GC, UU, GTXttCU"efe§, 

2SBii(7)7 7'0^T-o 

[=i^II4] X ,RXSX2t)^iZAs t L < (iftlCGTrfe-g), Ii^Ii2SBi6(7)7 

[!i^I15] t°'J 5 UThT K(7)'>&< <!: 

[!i^I*6] &T0 (a) , (b) Xlt (c) KIB?IJ£ 

^L\ li^I* 1 SBiiCDT^^T— : 

(a) IB?iJfr§-4~3 4N 3 8~5 7N 5 9 ~ 6 5 fc£X$ 6 9 ~ 7 2 

(7)l^-fU7|-T KIB^IJ (flU 5 

(b) IB?iJfr§-4~3 4N 3 8~5 7N 5 9 ~ 6 5 fc£X$ 6 9 ~ 7 2 

(7)l^-fU7|-T KIB^IJ (flU 5 

1 ~5i@(7)*^ K^M}^ 

, UTTT KSB^IJ ; X(£ 

(c) IB?lJfr§-4~3 4N 3 8~5 7N 5 9 ~ 6 5 6 9 ~ 7 2 

U7|-T KIB^IJ (flU 5 

11 O%Ja±0|H]-t4£^-r-g)^^ UTTT KIB^IJ 

o 

3fc^£ftTi^<gK li^iieSBiiCDT^^T-o 

[!i^I*8] JMT(7) (a' ) N (b' ) Xli (c' ) (7)^-ftL^(7)^^ UThT K 
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(a' ) IB^iJ#-§-5 6 (1)~56 (7) N 56 (9), 56 (11 

) „ 56 (12) N 56 (15) ~5 6 (52) N 61 (1) „ 69 

(1) , 6 9 (2) N Ml 2 (1) ~7 2 (8) 0) ivf biS 

IRcSfo&y? U7t"^ KlB^iJ (IIL, 

) ; 

(b' ) IB^iJ#-§-5 6 ( 1 ) ~5 6 (7) N 56 (9), 56 (11 

) „ 56 (12) N 56 (15) ~5 6 (52) N 61 (1) „ 69 

(1) , 6 9 (2) N RXS 7 2 (1) ~7 2 (8) 01 vf tlfrfr bil 

IRcSfo&y? U7t"^ KlB^iJ (IIL, 

) CJDUT, 1 ~5i@(7)*^ UTTT 

UTTT KSB^IJ ; 

(c' ) IB?iJ#-§-5 6 ( 1 ) ~5 6 (7) N 56 (9), 56 (11 

) „ 56 (12) N 56 (15) ~56 (52) N 61 (1) „ 69 

(1) , 6 9 (2) N RXS 7 2 (1) ~7 2 (8) 01 vf tlfrfr bil 

IRcSfo&y? U7t"^ KlB^iJ (IIL, 

) <!: 7 0%Ja±tf)|H]-t££;pf-f KlB^iJo 

^1*9] 5 K0 'J —X(7) 2 ' 

ft(7)t KP^V;US^\ |s]-X(im^oT, £tm}&Tfo<g>£\ ;K^Jl 

=?-s 

1 tiWs0)Ty°^~7—o 

*IJt10] — K0'j7K—X(7)2' &0 

t KP^v;uS^\ £tMlTfo££\ 7Kl!J^ 

li^il 1 SEit(7)7?0£T—„ 
*1*11] !fr*iJt 1 ~ 1 

5RJS12] mtmmtK mm mm, nmmm, mm, msmmmxit 
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Wfa-Gfobs !i^Sl 1 lE#i(7)if 

1 1XIZ1 2=Em(DM£it&$&mMo 

nmmu] L < tmm 1 
3 !Ei8(7)IIllfio 

1 1X(£1 

[!i^Il16] Ifr^iJt 1 ~ 1 &<§> I Milfoil 

1 1X13:1 2=Eii(7)it^^£#tNJFT—— ̂ 'o 

[!fr*iJt17] Ifr^iJt 1 ~ 1 0(7)i^>Lfr-iI[zfEit(7):P?o£7— 

1 1X(£1 2=Eit(Dif£fa£#tJ\ JF-7— 

UfjfcJl18] li^ii 1 ~ 1 0(7)^-f^i^-illciEi4(7)7 7o^T— 

1 ixiii 2=m<Dm£fo&mi^zt&mtt&s 

[Ii^<iil9] li^ii 1 ~ 1 0<7H^>ifr-iIl::iEistf)7 7o£ -?— 

1 1X1*1 2aEiJ0«^ft:^ffl^SC<b^lS<b-rs, 

i^;£o 


