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JLnyp2t&V$fo£*ltz-y-J btl'OX'fc&o IL-61*. 
%feitlzM5-?Z>iHm=f-tLT%M.Z*i (^1*£M1) , U* 

tz immxuz) „ IL-6[ts vjyAm&mfoof&mitzmmt&ztfim 

[0003] iL-6ii, m^x-mom&n&ftLxtottmmv^&mmt&o -
-Dits iL-6^^-r^^«$^80kD(7)'j^> n$£^m&n<D\L-6§:m*x 

4, 5) o lL-6g§ft;[i, 

t&m&£%L<Dmzs ±[z^(7)m^I^^b^^)W;m4IL-6g^<!: LT 

[0004] ta-oli, 

m 6 SCgpl 30Tr & & o I L-6 <t I L-6g3§H*[* I L-6/1 L-6g3§H*«£ft;£JlM L, 

^^T*gp130<bSjSg^-rSC<b[z<fcy, IL-6(7)^^^^St^»l*|[3aii^tL 

£ (»M6)„ 

[0005] £ 

-Set# 

£l\, ^J]Ws^^iMX\ lo, performance status (PS)tl 

*><&$? T*&<omJS<t&&tfs m&<D&m%mxfeottf© 
tztz.lt, M—j£KM(DitLiB:'3Mzfo&% EESW 

Av^e>TrfeoXt, j£jKSS?P^lS[cfcltS^$[i23.8%, £#^14^ 
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fit (£5. (&^J*fP*@liTO£lll) X-fo&o £tzs 0 

*T*li^rB120000A^SI^<b^Wr^ti, 5Et#ifc&22, 260A (2004^, JS£ 

^•itt^lc^^APKPJPS) T% ^05ESSiJT*li^5<4T*&So 

[0006] £*U BtfhX[£0:100% 

performance status (PS) (Di&TJPi& 

frizLxztzo &tzs 
y-$0j£jKzi > 

\*n—j\,&%tzt<D&£&WLM.ir&o LfrU *-XJxs t$& 

t/fa^;I;PJ [ZE 0t &MW§mt & * t> - X A It 15 t ̂  if -fo o X ^ fc 1\ 

tzSbs £XS^'Mfiiz&m?^'Mt^miz-Dl^TIttUM. 

—-fts I3JA<ISfebtL 

[0007] fcfc\ 

ftfTttflfXtt 
IMStfXitt 

[0008] : Hi rano, T. eta I., Nature (1986) 324, 73-76 

: Aki ra, S. et a I. , Adv. in Immunology (1993) 54, 1-78 

3 : Lotz, M. et a I. , J. Exp. Med. (1988) 167, 1253-1258 

: Taga, T. et a I. , J. Exp. Med. (1987) 166, 967-981 

Rm'tXM.b : Yamasaki, K. et a I. , Science (1988) 241, 825-828 

m^Xm.laga, T. et a I. , Cell (1989) 58, 573-581 
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nmm&L&Tttzmm 

[0009] lot, *mmts X, * 
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[0010] *#§ejmbits 
WM^Mz^X, \L-Q£mwt&z. t led; y z t 

*mW&mtfLLtzo 2 b let 

JUZszmt £ Z t ̂ Sb^l: Ls I L-6 £ El wth Zt [c<fc y Brnzftrntz 
zktfmmx-$>&zt$M.mLtco £*izs iL-6mw#u$-?,yz#ii£m,ffl* 
TJUIz&Jjt&ZtlzXVs t hBmt$m§;lk1£mi]X£6o<t£MtiiLtz 
o 

[0011] *mmts & vm{mizimT(D [13 ~ [323 
&(DX&&o 
ci] -O*-I=K*>6 (iL-6) £J]?-IS;&»JO 

c 2 ] i L- e 

C3] [2] iztmmm 
Mo 

[4] BmMfo0ttmmzm\tz>zk&mkt& [33 [ZBE^WI 
MJo 

[53 c23 ~ [43 ix 

-ftifriztmowmh 

13 ~ [53 

[7 3 IL-6|fiSF^y^talL-6^INfctafaT%<fc'5> Z t1tWJlpkk~$~%> [63 I-1E 

[83 tn;lL-6S§tt:tjitt:A^> t MblftttSkli t hinH$T?&<& 

[73 [3iHii(7)^»JXtttrp$ij^ij0 

[93 ii-mmm^nmz^tii©M^0 
[1 03 IL-6IM^iJ£*fiUz®5-t&JLU%tiL\ 
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ci 13 n o] [ztmo 
Jj/£o 

ci 2] ci i] iztm 

ci 3] n o] ~ n 

ci 4] tzwtiktt& 
[9] ~ [1 3] 

[1 5] IL-6E^J^tn;lL-6g§ft:tn;ftT*&SZ<t:^^IS<!:-r-6 Ci 4] 

(c=Bit<D73)£o 

[16] titl * =y t/ifts t h itfcfo&tz it th fe 
h C1 5] iztZMOJi&o 
ci7] Bmfemm&mitt&tztsbo). \i-6mw^\0)^mo 

[is] mmonm&mmm&M&t&tz&o), iL-epi^ijcD^o 
[19] [is] ICIE#^ 

ima 

[20] [19] CUE® 

[21] [1 s] ~ [2 

0] 

[22] \i-mmnmi-^mmz^t 
(17] ~ (21] L^-r^fcEiEeDffifflo 

[23] [22] 

[2 4] fcilL-6g||tofcilW^ =7\Hfos t t M/ifaTffo 
5 [23] IClHii(7)^ffl0 

[25] &tz&b(D\L-mwm0 

[26] 
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£lJo 

[27] [2 6] IZBH^I 

L-6PI^lj0 

[2 8] [27] iztm 

(D\L~6mW%h 

[29] £ -1 [26] ~ [2 

8] ^-ftL^iziHiiCDiL-eia^ijo 

[3 0] IL-6Rl^J^IL-6g§ft:[zlje^-rS!fei^T*&-5Z<b^lS<b-rS 

[2 5] ~ [2 9] ^-ftL^IZlHiiCDIL-eia^lJo 

[3 1] IL-6Rl^J^tn;lL-6g§ft:tn;ft:T*&SC<b^lS<b-rS [30] 

iztmo i L- 6 mw%L 
[3 2] t M/LfaTrfo 

£ [3 1] [ZIHiiCDIL-eia^iJo 

[0012] [|H1] t IL-6ag^(IL6R) mRNAfgljE* (A) fc 

cfcXSI L-6R (gp130) (7)mRNAf§3EiM (B) HlTffo<g>o 

[02] t h'J=i>e^> hlL-6IL—6(7) t 

ikitm, A&&TSB 
• C : chemotaxis assaylzd; 

-S^btlcM^ D : wound healing assaylzd; 

to 

[03] t h 'J=i>t?j-> HL-6(rhlL6)£ffll^ IL-6(7)t hli^X^ffliS^Cap 

Ltz$£m^tmx&&o A : IJ ^ii-fbSTATs^>/<5M§£iMs B : 

i^i 'j >s^bErki/2^ >/<$mmMs c : fliafl 'j >si^bAkt^ 
Z^to 

[IH4] t :¥Mts^lSm 

X&&o A : 4 31 Pel & 0 fa $£;! ,TJ «it, B : if£B#lft;i:;l1Mf 7 
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tins] nmmrn=E t ^MZ&\i & -? 0 x 1 L-6f§u^ £ ̂  

-f¥Sfc£t/IHTffo<g>o A : Bfc&T$C : RT-PCR (B) 

£tzlig&ftgEg-fe (C) 

Tjkf |HTrfe-g)o 

[m7]gpi3oy vt 

tins] 1L-6R/ v 0 $^y\zk&n&mm%m%m$k$:w^mxfoz>0 

AG49ox[^/LiL-6g^^»(7)^ 

5-0), nm&m^o&w&Tritwxfo&o A: JAKPI^IJ mms^-mornm 
DMSO : =i> hn-;ni, AG490: AG49O&-^ 

o hlgG : =i> hP— ;U||^ MRA : t/ilL-6g^^/L^(7)^ll$-^t"o 

§%w&mmt*>tzisb<DMm 
[0013] *%mzfc^X riL-6PI^iJj tit, IL-6lz<fc3*>^-;M£g£i£BrU I 

L-6(D^m^^mmt^mxh^>0 IL-6PI^£iJ(7)JM*ift&^ij<!: LX, 

\L-Gizmst&mns \L-G&w-mzt£$irgpi3oiz$^fzyumttt 
*miZ>^ttfX^Z>0 £tzs \L-mW#\tLXlts IL-6lzd;^,mi*lv^ 
-fiit Lxmmtesim*) yMit&mwt&im, m(^G49o&<^£^if& 
Zttfx-z&o IL-6PI^iJ[z(iN mzmiZZHte^fiK tfclL-6tfite, ^ I L-6 

to130t», IL-6&^^ WJ§14IL-6IL-6SR# 

W£tt>^^%l%>0 

[0014] \L-mW#\<DK£L^mmt LX, IL-6g3§H*IE^fik ^[zt/ClL-6g^ 

\si- t ftx# & o 

[0015] fc?£L 

< <fcyjf£L<lit 
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[0016] ^ p-^uxii^/ 

0 •— Lt, 

mz.m\M¥®&%<D=E; o L^Q I 
/W^'J K-Tlzj^^ft^tf), fc^O»l 

ft<§>&(£>7^fo<§>o il^, ^(7)tfifa(£IL-6, IL-6gHfa, gp130H<!:$££t~ 

[0017] =EJ O •— :>-;i4/LtojS£/\-r ^y K—T(£, S*^[z[£^£nf£fl'i£{£ffl L 

, &T0<fc5l::LTftilT*#3o ttefr-tb, IL"6g3§H*, I L-6, gp130H£i§ 

LT{j£ffl LT, Zfo&migOf&'&Jj&lzLtztf'DXf&'Js.L, !#bft 

iz£-oX^m)lim<tg&££i±, iI^(7)X 
^ lJ-->^[zcfc y, =ES o u-±)\,msi\t^m^:7.0 y-->^-r 

[0018] ^y ^ n— i-MsLfo&ftMt&lzlt'XO&^lzt 
$]*.(£, t/ilL-6g^^/L^$-^M-r-g)li^, LT{£ffl 

hlL-6g^(i, 325474IZ, T^7XIL-6g 

^[iS^^aiEI^If1#^lf1¥3-155795[z|S^2ftfrlL-6g^3ia^ 

XT' 5 / C. <!: led; oT!#bft<§>0 

[0019] IL-6g^MSM(i, ^Jl±lcfgEELTl^i0<t^Ji<fcyStJl&LT 

(oJ;Ht:fcl L^sSH^) (Yasukawa, K. et a I. , J. Biochem. (1990) 

108, 673-676) tO-Um^h^o L-6g^(imfiIl3$^ LT^ 

£ IL-6g§ft;0HSCftlc£fflflSMI#fr bfi^ftTfc y, iMIHillMfo 

IL-6gHfaM£SC(£, ^f§0JTrffl^bft-g>t/LlL-6g^^/L 

-g)|5|y , l^ft(7)IL-6g||fa£{£ffl L 

[0020] IL-6g^(7)3ia^IB^J^^P(7)f§IJH^^-^[zSALT®^^?i±^ 
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±s#±>t^^bg^(7)iL-6g 

LTffll^Ttcfcl^o 

[0021] mmzs \L-6&m*m%(DmmjL]%tLxm^z>m£\z\t, tHL-6[*, E 
ur. J. Biochem (1987) 168, 543-550 , J. Immunol. (1988) 140, 1534-1541 

, fo<g>lM£Agr. Biol. Chem. (1990)54, 2685-2688 dm 7* £ ft IL-6m^ 

/75/ iiIB?iJ£ffll^^<!:[::d;oT!#bft<g>o £tz, to130tfiMtf#(7)j§ 

mmt Uts ^'Jtl^aiEI^Ifl^EP 411946lz|S^^ftfrgp1303ia^/ 

7 5/ C. <t^Tr^-§>o 

[0022] LXlts ^[::|®:i££ft£&(7)T:M££:l^ 

m*.&s 
£ft<g>o 

[0023] 'MUOJj&lzLtztf-oXfittjn&o ®\7L 

its -tiBtto-ft&tLXs 

Z t led; y ftfoti'&o Mfoffilzl&s l&fEtriJj^PBS (Phosphate-Buffered Sal 

ine ) fcffi LtzJbOZpftmizk y 1^(357 

vzL/Oh, m*.l£s 7P^>h^7ya/^h^Ii;I^L, ¥Ufc&, 

mmmz4-2\umzmm%L5-irz>(Dmtt^0 stz, B^sim^mz 
m ̂  &&m-1 

[0024] ZO&olzf&'&Ls ifiUi^I^P/TMCT)^&<D&feVB>Ltz& 
lcN PilLffij^^b^^iS^lxyitiZtis »!££[::# £ft£0 SflflSSJi^lz 
tt£ft£fc?£LlLXlts bti^o 

[0025] Mtzf&'&mfotmszti&ifojjommfot Lxomfm^o^^n-^m 
flSli, tX'iZs Mx-lts P3X63Ag8. 653 (Kearney, J. F 

. et al. J. Immunol. (1979) 123, 1548-1550) , P3X63Ag8U. 1 (Current T 

opics in Microbiology and Immunology (1978) 81, 1-7) „ NS-1 (Kohler. 
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G. and Milstein, C. Eur. J. Immunol. (1976) 6, 511-519 ) , MPC-11 (Mar 

gulies. D. H. eta I., Cell (1976) 8, 405-415 ) , SP2/0 (Shu I man, M. 

et a I. , Nature (1978) 276, 269-270 ) , FO (de St. Groth, S. F. et a I 

., J. Immunol. Methods (1980) 35, 1-21 ) „ S194 (Trowbridge, I. S. J. 

Exp. Med. (1978) 148, 313-323) , R210 (Galfre, G. et a I. , Nature (19 

79) 277, 131-133 ) 

[0026] tzt 

Tilts 5 Jl/V J- £ 4 > b(7)^j"/£ (Kohler. G. and Milstein, C. , Methods En 

zymol. (1981) 73, 3-46) Wlzm CXfi? Z tt)<X$&0 

[0027] 

y =i—;u (PEG) , -tyvjo-rjux (HVJ) y 

t&VZ&o 

[0028] 5XP— -?»<!: (7){£ffliiJ£[£N $xp — 

LXits Mx-lts |tlSH5xp-Tm^(7)±iM[3M^RPMI1640±S#;S, MEM 

^(DiK 

fey, £bi::N (FCS) wommmzwmt&zt=ibx$&0 
[0029] mif&'&mv&t 

£<;ll=ru =flsbs 37°C®Jg[zJPSLf=PEG}§?a, m*.l£s ^^MIOOO-

6000|SJ!(DPEG;£;i££iI^ 30-60% (w/v) (7);lJtTr«L, 
C:£oTg6*J<!:t~ (/W^'y K—T) JWJ?!C£*I§0 M 
ia L\ jl'fr LX±>f £ t &ItfF £if# lJ ztlz& 
y/vf 7'J h'-v<D£Wlz$f£ L < fcl«SS!ll£3iJf|£l&£T-#30 

[0030] K-T[ts m-gommmfas m^its HAT±S#;& (t/H^ 
7 5 / 7T 'J 5 v>^tMl;l) Tri£#-f £-<!:[::£ 

ystR^ft^o mmitmfaxotmits 
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o OlM3\ ®^(7)|51J^]|R;££||jjteL, Btfytir&tii 

K-7(DX^ 'J ——£ •——>Wfrt>tL§0 

[0031] t hJa^0K^(3fctJ!£&;6LT±SE/\-r K—•?£!#<§> till 13, 

t h'J>/^£in vitroTrp/TM(7)t/LJlMeMX(^/LJlf§IjmTr{i^L, i§ 

#B'J>«th5iP-7a^ $J7LISU2661lin"£it, RffM^tSJ^XIi 

(ft 
^¥1-59878#KS) 0 £bl:i, t h7> 

0t h»®IILtU^ (m^!f^aiEI^If1#^W0 93/12227, WO 92/03 

918, WO 94/02602, W0 94/25585, W0 96/34096, W0 96/33735#HS) „ 

[0032] O •—1~<g>/W^y K—"7 

its z>zttfni&T-foVs £tzs 

[0033] ^fg/\-r ?'J K—Tfrb^E/£ •— 

'J K—Lfcjb<l^Jg£L, ̂ (7)±S#±>f <t LT!#<g>;£;£, & 

£IM£/W^y 

•€-0Jg7K<b iS|i6Jt(7)^$-

!#<§>(7)l3jjjti LTcfc lJ , — Jis $t^3(D~?3/3k{ts LTl^-So 

[0034] mjuts IJ ^-^oimits ^¥3-139293 

lc^^tif=^lc<fcyfrac<b^T*#S0 PM-ltftK-T£B 

ALB/cT^X0JgJgfl[::&ALTjfi7k£$#, ^0flS7kfr bPM-1£rifa£¥tMt~<§> 

^£Ar>, */\-f^'y K—$]*.(£, 10%^vteSil;fs 5%BM 

-Condimed H1 (Boehringer MannheimM) "a^RPMI 1640i§±t!}, /WT?y K—"7 

SFMtgJfe (GIBCO-BRLM) , PFHM-lltgJfe (GIBC0-BRLM) HTfi§#L, %<Di& 

#±;f bPM-1 ^ C t # £ o 

[0035] JfcfgEKlzfi, £ •— -fMUfat LT, K—Tfr 

b^P— ->^L, [c^jA/vTr, Cti^fiilzgAL, jt 
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Tilts Borrebaeck C. A. K. and Larrick J. W. THERAPEUTIC MONOCLONAL AN 

TI BODIES, Published in the United Kingdom by MACMILLAN PUBLISHERS LTD 

, 1990#J®) 0 

[0036] K-^b 

, (V) H#£=i-K-f£mRNA£iiiif-f£o rnRMOmmt, ^P(7) 

Jjfes 97 — V^JHJS'O/S (Chirgwin, J. M. et a I. , Biochemistr 

y (1979) 18, 5294-5299 ) „ AGPC;£ (Chomczynski, P. et a I. , Anal. Bioc 

hem. (1987) 162, 156-159) Hlzd: y £RNA£PM U mRNA Purification Kit 

(PharmaciaM) LTmRNA$-|SlM"^"-§)o £tzs QuickPrep mRNA Pur if i 

cation Kit (PharmaciaM) ^ t led; lJmRNA$-lE^|SlM^"-§) ̂  t tfX 

[0037] CDNACD 

AMV Reverse Transcriptase First-strand cDNA Synthesis Kitlf$-

£tzs cDNA(7)£j$fc£t)^i^T?[::[£5'-Ampl i 

FINDER RACE Kit (ClontechM) fcd;t/PCR£ffll^5' -RACE& (Frohman, M. 

A. et a I. , Proc. Natl. Acad. Sci. USA (1988)85, 8998-9002 ; Belyavsky, 

A. et a I. , Nucleic Acids Res. (1989) 17, 2919-2932) 

t&o £bC:N ZH& y — £ftj?£U ^li®^l3^ALT=i • 
--zmiRLxmrnmrnz-^oBMtt&mkoikmzm 

®\Z-l£s x7h^v;SlZd; y^tist"-So 

[0038] K-f«5DNAjb<*#b*i*i[£, Zti&mW.(Dm* 
(o$m) 

to xii, K-T^DNA^, 
$ —& cfc lNo 

[0039] 

Mmm, mjuts x>/\>^-N -ju=E—$—omo*>tx§mt&k 
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$E}§LL, }jvf£$-f§IJl£i±<§> <h^TfcT<S0 

[0040] *#mx\t, t LtA 

0iJ*[£, (Chimeric) foibs t 

Mb (Humanized) £•<&<, BE£Q0)2f&£ 

ffl & Z t tfT*# <§> o 

[0041] |flSH(7)d;a[3LT!#fr^VfI^^=i-K"f£DNA£t M/i 

ftCH#£zi- K"f 3DNA<til$SU 

gALg££l*3;i<!:[::<fcy*#bj|i3 TOtlftl^M^&fl^EP 125023, H 

IBSftl^f^i^WO 92-19759#EIO o -tf)S££ntf)^;££ffl^T, *%mz 

[0042] t hlkffilt miJ$ (reshaped) t M/ite£fc[£t hUHttfited: 

ft, t h^MILS!)#!], (CDR)£t h 

Lfr tOffe y , f0-i0^d:jia?«^¥ 

;£t£PbftTl^ TOtlftl*aiM^&f1#^EP 125023, 

WO 92-19759#EIO „ 

[0043] [::[£, l^^jifoOGDRt t M/ifatf)? U—A9 — (FR; fram 

ework region) £il£nt~ <§>£ ? 1-1x1+ LfcDNAIB^J^-, ^SSSPlc^-—^ 

ZTJ?^ KfrbPCR&izd; 

y^jS-TSo !#bftfcDNA£t M/iteC1M£=i-K-f3DNA<tiI$SU ^T-

IIIjE^ £ —Cft£a±KgA Lj£££*t!:3 C <t [z<fc y *# b 

ft£ TOtlftl^J^i^EP 239400, SIBSftl^J^i^WO 92-19759 

#EIO o 

[0044] CDR£ttLTil$S£ft3 t M/ite(7)FR[£, 

IS-AV 
—*?W$.<DT 5 J W-JtWMLT & cfc(Sato, K.etal., Cancer Res. (1993 

) 53, 851-856) „ 
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[0045] t Mfctftftlcfi, t t M/i 
MtlCIMt LXlts Crfcifrt^lf b*U M Tilts CrU Cr2, Cr3X(iC 
r4^ffl-r^C<b^T*#S0 t ht»$5iICfI^<!: LTIi, K&tz 

&tzs tMb5Li*z<Dg.±<D£mte.&&w?&tz 
tsbiz, t h^Cfli^^MfiiLTtcfc^o 

[0046] t hJM^(7)PilLS!]^fiS^(7)W^I^<!: t M/itefi£(7)C1I 

b£ lJ , t MfctnHfcli t h 

ctlblit h 

IS^i5p<b LT{£ffl L 

[0047] t MfcinH$0$f£ LTIi, t MtPM-ltfi 

(lll^ft^aiEI^Ifl^WO 92-19759#EIO „ 
[0048] £tz, t LTIiSfclc&^fc^&OMSjbv t M/ifa^-f 

^7'J— t 

£o 0i]*[£, t (scFv) tLX 77-VTV 

x ?°u>r&[cj; y ^ T-i?oi®[cfgij£-tb, fctjiic ne^-f& ? T-v 

m$i£*itz7 7-v<D3k&=?-&Mmir*iiis st^icis 
£"f&t htn;ft:0Rr^fl«^=i-K-rSDNAiH5lJ^$-rSC<b^T*#So st 
WAzm^t&scFvommmtimb^iz^tiii, 

t M/ifa£ IX Set etLb0^[iKEICjg 

*PT?&y, W0 92/01047, W0 92/20791, W0 93/06213, W0 93/11236, W0 93/1 

9172, W0 95/01438, W0 95/15388£##[::-f & e <tjb<T?#30 

[0049] &*P0^£[::<fc y #§IjE£« d <tjb< 
T-#30 §&%•£ 
H&mtrnBTs ^03' i|iJT;jfLl37KyAv^;u^ilt|^[z$^^-t±frDNAfe 
-5 ̂ & * o $—[c j; y #§IJE £ # § e t tfx # -5 o A] * i*?° • ̂ -

£ — /x>/\>^— t LTIts th^ h^tfP^-iWUXitijgfj^P^E — £ — 

/x>/\>-tf-— (human cytomegalovirus immediate early promoter/enhanc 
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er) 

[0050] £tzs 

uhPOi'^x, 

XN y57>^^ibX40 (SV40) -f ;UX ?°P ^E — £ — /x>/\>^—^ 

thiP^-va>77^^-1a (HEF1 or) 

^E—£—/x>/\>^— 

[0051] mints SV407°n=E-$-/JLy/\yV-$;{$.mt&m£s Mulliganbtf) 

(Mulligan, R. C. et a I. , Nature (1979) 111, 108-114) , HEF 

1 a T^P^E—£— /x>/\:>+l-— Mizushimab(7)^j"/£ (Mizus 

hima, S. and Nagata, S. Nucleic Acids Res. (1990) 18, 5322 ) 

izmi&t £ Z t i^X§• £ „ 

[0052] m±tLxwMmfo%i&mt&m£s m 
Soffit LTIi, XBM (E. col i) N 

[0053] xmmom^s 
;HB?|J, #§IJE £ i± &£8!fll tol::^£ £ i±T#§IJE £ « - <!: £ 

So ^JHJ^P^E — ̂  — <t LTIi, lacZ^P^E —, araB?°P^E — £ — £ 

lacZ?°P^-£-£f£ffl-f£iil^ Wardb(7)^;£ (War 

d, E. S. et a I. , Nature (1989) 341, 544-546 ; Ward, E. S. etal. FASEB 

J. (1992) 6, 2422-2427 ) , araB^P=E-$ —Betterb 

(DJjfe (Better, M. et al. Science (1988) 240, 1041-1043 ) 

l^o 

[0054] mtftvmtz&boisV'i-jismmt Lxit, 
•t±<§>±in\ pelBv^-j-;HB^iJ (Lei, S. P. et al J. Bacteriol. (1987) 169 

, 4379-4383) l^o ^ 'J 7°7XAlz£££titztm&ftm Ltz 

'iks m*0(refold) LXfemtZ (0i]*[£, W09 

6/30394^#KS) o 

[0055] mm&Mt LXlt, SV40, TpJ^-T^ ;UX, 

t°P—(BPV)^(7)fiS(7)t(7)$-ffll,kSe<!:^Tr^, £bC:N 
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75/ <flJ =I v K/fxX/tx (APH) f5v>+t-

-tf (TK) Xmm*y->?>?7->7nX7nij7n->JUh7>X7x7 
—M (Ecogpt) vt Kn^iiSTuif^ (dhfr) 

jb<T?#<&0 

[0056] *%B8x{%m£H&m*(Dmi£(DtMzs nmo 
Vc*&o tiifoW:3!kO)tziSb<Dji££.3fcl&s in vitrofc<fctfin vivo©j^£^jb<<fc<& 

0 in v\tro(D^.^t LXlts 

§ jS £ ̂  [•f b ft <§> o 

[0057] XliESm 

LTIi, (1)PilL^I», 0i]*[£, CH0, C 

0SN 5IP-7, BHK(baby hamster kidney), HeLa, Verofe<!f\ (2)iSj£^I&ll] 

as, mz.it s &3IM* (3) magmas, mz.it s 
sf9, sf21„ Tn5&t^£PbftTl^o LXlts -^f7t • 

0 A (N i cot i ana tabacum) bftTfc lJ s eft$-^;UX±S#"^"ft 

LT(£N lf@N 0IJH.(£\ (Saccharomyces 

)Ms mz.lt-^^t) • 5i?X • -tz Utf yi (Saccharomyces cerevisiae) „ & 

tKlk ^JH-ISTX^U^UXJ! (Aspergi I lus)I, fli]• 

— tf— (Aspergillus niger) T^£PbftTl^-So 

[0058] eftb(7)»[cN ff£SC$E 

&£ftfdfflfl&£in v i troTr±S#t"-§>-<!: I-d; ft-So & 

ft]0^[c^L^ao mz.lt s tmfatLXs DMEM, MEM, RPMI1640, IMDM£ 
i&mt&zttfx^s (FCS) wommmzwmt&ztibx^ 
&o %tzs mtrnB^^mxLtzm^m^ommm^tztiz^ijs in 
vivolzr^^^^LTtcfc^o 

[0059] -Jjs in vw/oO&^&t LTIi, 

bft^o mm&&mir&m£s fitiii, 
<{f ^<fc.g>0 



WO 2009/148148 16 PCT/JP2009/060314 

[0060] ty^s -?^x, 

(Vicki Glaser, SPECTRUM Biotechnology App I i cat ions, 1993) 

o lit Ltlis ±4 

[0061] 

mzt&o m*.l£s 7)£dftfL;+ 

K~3~ A LTIin'mfe 

Tt Ltiit^o 

(DE^iiALs ZCDB&MtD^^MAir&o 
jr¥2.izz<D=?-m<&±?&$L7tfr b mmomtzm 

£c h7>Xyii'^b £ftSF/TM0fcifa£#frfL;+M£ii}jn 

£i±<g>fc #>[::, h 7 >Xyi-7^ L11 J:l> (E 

bert, K. M. eta I., Bio/Technology (1994) 12, 699-702 ) 0 

[0062] £tzs ±'C=i&m^&t§£, gto(7)t»ma^^SALfr/^zLP^^;u 

X£*>f =i [::{§§££-£N Z02j>r =K7)^<fc yj3fM0in;tt;£*#S (Maeda, S. 

et a I. , Nature (1985) 315, 592-594) 0 £bl-, £A=i @ 

0lJ^lipMON53O[zSAL, Z 

— £Agrobacter ium tumefaciens(7)d; -5 =j- 'J 7lciAtSo Z0/^T 

y N 0ijH_(£Nicotiana tabacumlz^^^i±N Azi (7)Hd; y PJTM 

(Julian, K.-C. Maetal., Eur. J. Immunol. (1994)24, 131-

138) o 

[0063] ±®(7)d;^lzin vitroXliin vi vo(7)j^£^lzTfcifa£jS£t~<§>±in\ tftffc 

mm (HID ximm am) 
fo£lM£Httfc£t/LtI£=i- K"f 

SDNA££—— IdJfea^aiAyT?^ O 

l^ft^aiEI^If1#^W0 94-11523#EIO o 

[0064] mm 

mfr^tommx&^x&^o mz.its mmmxtLxit, Fab, F(ab') 
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2N >FV ( 

scFv) ^^IfbtiSo 

[0065] mitmzit, mt&mms mz.its ^^^xmmLmmx 
££jiJc£«7b\ R\t, ZH 

$-izmxLtz'&, (mis, co, M 

. S. et al., J. Immunol. (1994) 152, 2968-2976, Better, M. & Horwitz, 

A. H. Methods in Enzymology (1989) 178, 476-496 „ Plueckthun, A. & Sk 

erra, A. Methods in Enzymology (1989) 178, 497-515 „ Lamoyi, E. , Meth 

ods in Enzymology (1989) 121, 652-663 „ Rousseaux, J. et al., Methods 

in Enzymology (1989) 121, 663-66, Bird, R. E. eta I., TIBTECH (1991) 

9, 132-137#0S) o 

[0066] scFvii, zos 

cFviz^^r, 

— LTJIIP(Huston, J. S. et al.N Proc. Natl. Acad. Sci. U. 

S. A. (1988) 85, 5879-5883) „ scFvlzfcMt^HUVfl^fc^t/LilVfl^li, ± 

t&jifot LXtZM£titz:b(D(D^irjx(D&%X&^X:b&^0 WM&Mnt 

K'J y±-t LXit, Si12-19^Sfrb&<g>ffE(7)-* 

[0067] scFv£=i-K-f£DNA(£, ffjfEtfitecDHtlXli, H|IV1M£=I-K"f£DNA, 

LIIVIM£=I— p-r&m&mmt u ^omwa % 
(7)RfTM(7)7 5/iiIB?iJ£=i-
-ft£ffl^TPCR;£[::£LJi^sU &^X\ £ blc^^f K>J >2J— 
-K-rsDNAfc<fct;-€-0i®aBB^#>5?Htii, Lmtm$£H&&:nzmizt&70^ 

[0068] £tzs -MscFv£=i-K"f<§>DNAWM£ftft(£\ ^ftb 

scFv Z. <t^Tr 
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[0069] m 

0)10 

[0070] mmmmtLx, Tpji^u^y =i-;u (PEG) 

ZtiZk-oX'^ZZt tfx$& o ztl b 0)Jj}i; (£ ZOYAW? 

Tr[z5t±z:^ftTi^-g)o 

[0071] HUaBCOcfc 3 ^tifrb^lf L&J—iz 

-n-^—Ou^ <<—lz£ VfioZttfX^&o 77^-f'f-^P 

7h^77^-l:ffli\§i]7AtLt[is $J*.[£\ -Jn^^yh±z>As -Ju 

f'f >G^]7A^f If b^i^o 7°R f-f >A^D ^ AIzffll•*-§>£§{;£<!: LX, iMZ. 

(£\ HyperDN P0R0SN SepharoseF. F. bft<§>0 

[0072] 0iJ*.(£\ ±SE7?-I'-7L-I' — 0 PT h^77-f-

—, 7-r;u2—, iMi\ * 

mmt&zttfx-$&o ^P7h^7^-

tLttt, $J*.(£\ ^t>S^P7h^77-f- S^P7h^77-r 

—N ^r;U6jHtl3b^(f btlSo P7 h^7^^-(iHPLC (High pe 

rformance liquid chromatography) iCjjSffl L!#<§>0 £tzs i£f@HPLC (revers 

e phase HPLC) 

[0073] ±tzxm^Htzmm:rnmmiz\Mtttm(DmiZR\tEL\sm{z&y^a zt 
tfx^&o "f ££>*>, P^Jt(7);lij^[zd;^,li^[z[iN PBS(-)T*JS^[C^L 

280nm(7)P&ftJ!£;!ij:i£U 1 mg/m I £1. 350D<!r LXW-\tit £o EL IS 

A[CJ:Sii^[i]SlT0<fca[C;l$-rSC<b^T*#So -ffcfr*), 0. IMS^jg 

(pH9. 6) X\u g/mllzft&Lfc^tftt hlgG(TAGM) 100// I £96^?° 
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u—h (NuncM) [zjjpa.^ 4°CTr—va tnHfc^llffl'fb 

fo£lM£*InDn<!: Ltt HgG (CAPPELM) 100// I £j£JjPU m 

set 1 B#PHH ya -§>o 

[0074] &&&, 5000{%mRLtz7J\st) U ?*X?T £-iflllftf/i t HgG (BIO SO 

URCEM) ioo// i 1 ht&0 mmks sic 
Mfe&tiaTLjy^o-^—isayV&s MICROPLATE READER Model 3550 (Bio-R 

adM) ^ffl^T405nmt(7)PMJt^;lij^L, gto(Dmt<D;lJt£ITait&o 
[0075] tSIL-etS^^to^Jt LXlt, ft[::|S$£ftfcl^ MH166(Matsuda, 

T. et a I. , Eur. J. Immunol. (1998) 18, 951-956) A^SIttinH* (Sato K et a I 

., as2i0H*£gE^£$£, mmm (1991) 21, 
X^&o 

[0076] t/LlL-6g^^»(7)m^to^iJ<!: LTIi, ftlzRI^ft&l^ MR16-1 trC 

it (Tamura, T. et al. Proc. Natl. Acad. Sci. USA (1993) 90, 11924-119 

28) „ PM-ltnH* (Hi rata, Y. et a I. , J. Immunol. (1989) 143, 2900-2906) 

, AUK12-20tfite, AUK64-7tftft;&3lMiAUK146-15in;tt; (SR&ft^ttiJii&ll# 

•§-W0 92-19759) ft If b ft £o Cftb05*>T% t h I L-6g^lz^"T 

Ll^/^ P—LTIiPM-lfcifaWJ^ft, ^fcT^XIL-

<§>£?£ Ll^/ O u—i-MKitt L T(£MR16-1^*7^ If b ft 

ZftdRl^ft&l^ X, t h-fbt/LlL-6g^^/L^(7)$?^ LlM^Jt L 

T(iN t MbPM-1}jvf;fc(Toci I izumab, MRA) $-^lf <§> Z. t^Tr^-So t Mbtril 

L-6§:®mm(Dm(Dft£L^mt U-r[d;W02009/04162113SB®^fty-trL^^ 
£bC:N WL-G§:^{*tfL{*(Ditfl(DVl£ LL^fSMt LX 

s t MbPM-1inH* (Toci I izumab, MRA) Sx t° h-~Jt ̂  Cx t° h 

— Z>° £ SsSI t" S in; I L-6 g 

[0077] i/Lgp130i»(7)m^to^iJ<!: LTIi, ftlcK^Sftfcl^ AM64tfite (0* 

ft US ¥3-219894) , 4B11i», 2H4tfite (7>'J *JftI*F&IR US55 

71513) , B-P8i» (0#&Himift ft&S¥8-291199) &<^Wbft£o 
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[0078] moi 

IP*>, IL-6&^*(£ 11.-6^* 

[c^LIL-6<bM^to[cie^-rS^ IL-GO^m^^imLt^tzlsb, 1 

[0079] IL-6&^*[^ IL-60T5yKiH5lJ07 5yK@S^Mg|-rSC<b[zJ:y 

L < (it HL-6Trfo<§>o I 

tztmt, WHATIF ( 
Vriend et al., J. Mol. Graphics (1990) 8, 52-56 ) ^(D—<KM 

i'ju jbi:ii^tiS75/mm&<D±mz&&ir&w&mmir& 
ztiz&i)?tfrti&0 mv}tm&7ssmm&&ikmLtz&s tHL-6sn£ 
^ £=i- LXS 

£ y 7s J £ a c <tiz«fc y, iL-6&^*£ 
=1- K"f 
H^H, mmm*-mm<D%m, g£;&rm§i^&[c!£i:TiL-6&&tt;£ 
n&zttfx-z&o 

[0080] I£ LT(iN Brakenhoff et al., J. Biol. Chem. (1994 

) 269, 86-93 , &t/Savino et al., EMB0 J. (1994) 13, 1357-1367 , W0 9 

6-18648 , wo96-i7869[zF^£ftTi^iL-6&^*£^if<§>-<!:^Tf£<g>o 

[0081] IL-6g^M^^> £lt\L-6§:m*(D7$sm.mmizt$^X\L-6t\L-6 
t aims [z\%fo&$m(D-n'zi&±n(DT 5 / SIIB^J ̂  b # &^ 

^Xfo&o ZO)cPits il^ 1 0~8 O, jl^L<tt20~50 

, J;y^L<li20~40i(D75/SiSISfrb&<g>o 
[0082] IL-6g^M^^> £lt\L-6§:m*(D7$sm.mmizt$^Xs I L-611L-

^mwtm^iz\^^m^%Ls ^(D^Ltz$mo)-uxit±U(D 

y°T P^ft)iiiz^^^mt^zt^x^^0 

[0083] IL-6g^M^^> y imt&lzlts ffiMtf) 
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o)m%s ztt><x$&0 

[0084] IL-6g3§H*gR#'C7?1 K^J?6^[c<fc y imt&lzlts K 

ffll^<SZ<!:^Tf^<g>o 

[0085] mmm&(Dm%mi 4^?> »£a;£^j*jn» 
Jfi1991^[zSHi6(7)^[z¥i:T^T^tfd;^o LTIi, 0]*[£*r 

75/it£$£l=r£-t±, a-7 5 / S^miiJtl'ttlS^M^^^HSSTr^HS Lfr 

75/ii^C^5i^bN^5i^fn](7)Jli#[z 1 7 5 / 

Jj|± [::$§£• Ltz7 5 / K(D a-7 5/ S(7)l££MiS£JM£i±£ 

sjs^si;[csiyjg-rz<b[z<fcy, 
-So K£j$;£(£N ffll^bft-S^HSS(7)fI^I[cd; yBoc&tFmoc&C: 

*S']£*l<So 

[0086] ZOJ:ai:Ltlfl<ltt^f K£l=rj$Lf^ 

hlg0£ltftfrb0W»rJ5f&£-f3o KtlSt^WWrSJSlcli, Boc&T-

li^y-ffcTk^Xfi h y ^;u7hny ^ >x;UTtx>ii$\ XFmoc&TriiTFA^ii^ 

ffl^-Szt^Tr^-So Boc&Trli, mZ-\£7 Rtf 

m&7-v-j\sfti±TxmmtZ)0 &i*x\ 
iiff£L^?> K^HMXf'So C;|i£&$SS£ji£-f -5 - <t lc<fc y, 

!#bft^)o -Us Fmoc&T-li, 0i]*[£TFA*T-±ffi<tl^0^ftT-Jl&ft^J5J£ 

[0087] Pits HPLC[zJSffl-rSC<b[z<fcy^Si, mmt&zttf 
x^&o zom&izfotzy, Mesc^itiiics^^bJiiaTk-T'-tz ^HJ 
Jls&Mt&i&mLXmM^ftTXfiZ-lt&^o h^77-f-

(7)?°p?T-f;K7)t: —s®#£#®iu zH&MSMzit&o z 

(DkolzLXMULtz^Z??- Kli^Cioi^ 7XX^ [;:<£<&# 

1-m.mfXs 7 5 / X(iT5yKiH5iJ«#fl|[c<fcy^$-rSo 
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[0088] *#§ 

w-r-5^iCT*&y, ii®i *%w 
Ll^fa^;I;l1<!: LXs -lSiM0fai^;l:;l1£^lf£ -

o mmfoomfizwmt&mSs mm* 
MBs flr:iJ]§^ sIHSP^ f\Ms ffi-lS, XMBs 

T*t<fcL^ Bmm\\mmm£mmt&ztmj^Li\ fa^ijimpflji* 
^ftfJ^ 0 fa $5;Ifi0ffllMX&s ^UfJ^ 0 fa $5;1 fi0ffllMX 

nrn&m (^i£\ zmmt&zt 
Ll^o 

[0089] *mmz&^x rfa^;i;H0irp$ijj tits fa^;I;l10#§£0iMik fa^;I 
mo)%±m(Di&Ts mzmmmomfes mzmfmmommtj;t ̂ murr 

o 

[0090] *mw<D\L-mwmz&y, fa^;i;iiiz# 
dUNiEtK (#iJ*.(£\ ®lfiu performans status (PS) (Di& 

Ts i&t&ms W) &%ms nu-t&ztw^mxfo&o tot, *mmzit\ 
L-6PI^IJ[z# a If-^*0;£»k WUm 

[0091] *#§^0i?^;&»j(^ mm(D%mt$&xs/£tzit^mzt$^x{&mt& 
z t ̂ RTttTrfe-So 

[0092] *mmz&^x mm%mi tits mm<on±<omUs Bmo)%±m(Di& 
Ts Bmm^ommomL Bm&m<Dm\ Bm<D&ft<D&Ws Bmm* 
l^0trp$ij^ if & o 

[0093] I L-6|3a^^Jc7)^]m 0]*[£*>^;M£gEa^?£14£ 

\mt Lxmmt&zttfx-$&tfztiizmmz*itiH>\ \L-mw#\<D*s<? 

IL-6ft#14t h-ffffl* (S6B45, KPMM2) , thb^hT'JV 

/^I»^KT3, &MMilL-6&#14HfflflSMH60. BSF2£Jg£U Z*Hz\\_-6$; 



WO 2009/148148 23 PCT/JP2009/060314 

» u mmiziL-6i3a^^u£ s#£ - <t iz& y iL-6^#14^IS(7)3H-T S 
IL-6g§tt;fgSE^T?&3U266£Jg& 

U ,25I*II!ML-6£M]U mmz\L-mWft\&tinz.&Ztlz&ys IL-6g§ 
{*mmrnzm£Ltzm\mm.\\--Q$:mmt&0 IL-

[0094] *mw<D%mM£tzi*mM#wi8Lj3-z*i&*i&i*m$iwi®x-$>&o mm 
#!)(£, L < lit hTrfe-So 

[0095] ^f§0J(7)^»J^fr[iirp$ij^ij(iN IS^pDp0^g|T*iS4-rS C <t jb<nTfl|T-& 

m*.Its 0SI£ft;±It, £21 
, ;±li, $5• 141i;g£iJ&ztrfx£% £#[::£ y 

— 0C:-3#ft;S1kg& 

tz lJ0. 01mg^b100mg(7)|Ell|TrjllSft-§)o <fc<§>lM£, Hlftfcf:: lJ 1 ~1000mg, 

&£L<[i5~5Omg0tSt^m£ii&;i<tjb<T?#So £?£LI^£-^M, 

(in fr<!:H.[^/LlL-6g^i/L^(7)li^[z[iN iforfC:? y — <Dtfi#itffi1±i-Z> 

fjE^CDwffi^xblQ-^-wXifo y S <t LT(£, "f^Mlkgfefry 1 *T^ ( 
431PB1) IZO. 5mgfrb40mg, L < [i1mgj^b20mg£ 1 0frb!&0f-#ItT 

,$]*.(£ 2 0/31, 10/®, 10/231, 1 0/4 31&t(7)&-^X^va. 

—J£ T ;± 11 & t ;£T?, <tfi? 

&&o &-^X^VZL-;K£N 

&L&Jb<b 2 0/3I&<SlMi 1 0/31frb 1 0/2 31, 10/3 31, 10/ 

4 31(7) £ a [^-^PHIII &Mlt LTl^ < ?£ EW^t scttw tlTr & £ „ 

[0096] ^f§0J(7)^»J^fr[iirp$ij^iJ[z[i, L a & 

$^±1^11 La <§>*§{*<!:(£, 
^iz^^m.mm^MM-t^0 mz-its 
;ji®7K^^n#^7K, s^y, mmt mm%L 
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- h£y mm) s zttfx-$&0 

[oo97] -mt 
x$s $J*-(£v;nf £ >"E/ u- K v;uif£>-E/^U-K y 

;nf 2 hHtf)7;nf £ ^IgMiixxxyu ; ^'Jiz 'J >^E/ 

±z>° Vis— K ^ 'J -tr 'J >^E y 5 'J XT- h, ^ 'j iz 'J >^E y xf7 u- h 

mo? 'JiZ'J^IgMiixXxJU ; ^ 'J iz 'J ;U^E/ Xf7 u- K 

'J iz 'J JbvXr7 u— h, "rt V >J iz >J )\s=E J 'J J U— 'J ^ 'J iz 'J 

^leMiixxxyu ; /K'jTh^vx^u^vyue^^^y ̂ u- K TPJ* 

Jpvx^u>7;nf £ >^E/7hux— K 7pJ*^vx^u>v;nf £ >^E 

/xf/u-h, 7pj7r^vx^u>v;nf £>=E;/^5f- K TK'J* 

+ yxf U>Vil/e^ > h 'JJ-LJ1— hs /PJ*^vX^U>7;Hf £ > h 

UXf7U- h^cDTK'jTh^vx^u^vyue^^lgMiixxxyu ; TK'J* 

^vx^u>v;uif y hf h7Xf7U- K 7pj7r^vx^u>v;uif y 

hf h7tux- h1|(7)/lN0y*^vx^u>7;Ulf y hl^MiixXxyU ; TH 

IJ * JF V x u > ̂ 1J iz1J; U y X X 7 U — h ̂  (7) TK 1 J * V X u > ̂ 1J 

iz 'j ̂ IgteiixxxJU ; /-KMx^u^^'jzi-yuvXxTU- hHtf)7pjx 

fu^'J =i— yUlftSxxf^ ; M;ux— 

(7)TPJ*^VX^U>7;U^;UX—x;u ; TPJ^VX^U^TPJ^V?0 

• t°u>^'j=i-;u, TK'jTh^vx^u^/K'jTh^v^p t°u>?°p t°;ux 

—x;k 7pj*^vx^u>7pj7|-^v?0p if u>iz^;ux—T^ort'J 

7|-^vx^u>7Kij7|-^v^0p t°u>7;u^;ux—x;u ; 7pj7|-^vx^u 

>s —;u? x - jn-X;U^(T)7K M t+vif u>7;u^;u? x _;i/x-f 

;u ; /f'Jt+vxf U>t7v;l /"t^'J^^yxf ut"7v;fi (TH'J 

7|-^vX^U>7k^t^V}fi) ^(D/KUTt-^VX^U^^btTV® ; TK U 

^^yxf u> v;u If y h 5 y P 'J ^^vxf U> 5 y P 

; 7pj7^vx^u>^/ 'J VfO/f'J^xfU^T/ 'J >1^* ; *° 

ijTh^vx^u^XxT1; >117 5 K^cDTK'jTh^vx^u^IgMiiTS K 

i(DHLB6~1 MJ <t LT^If & Z t & 



WO 2009/148148 25 PCT/JP2009/060314 

O 

[0098] stz, m*. 

h y OAS h y OAS tiy-rjummt huo 
o~i 8<D7ju*ju£$fii-67ju*jummi&: TH'J* 

Jpvx^u^^ 'J jisflkMi- h 'J OAW(Ds x^u>7|-^v 

)\'W2.~4X7)\'*)\'^mfcmWl-W^ 0~1 8 Trfo<g>7pj7^vx^ 
I^>7;U^F;UX—^ y yuxjU/Kzi/N^iixxxyuf- h y OA 

W(Ds 7)\'*)\'^mm.mwi-W8~ 1 stf^u^UTjU/txzi/x^iixxx 

;ui& ; $J;L(£UvfX ?y-tzn y >IgSC ; > 

zT 5 x 'J T7 -f > zT 'J >IgSC ; 12-18 V 3 Hi 

IB MiIxXjjH £ ft S! tofli] 

[0099] *f§0J(7)^iJ[z[iN Zftb(7)MSt^iJ(7) 1 

•&X}%1)Ut&ZttfT:£&0 *#§0J0)MMTr i£fflt&Vt£ LIJS14SIJIt 

s *°y y;u^<— h 2 o, 40, 6 oxii8 o^t(T)7Kij7h^vx^u>v;u 

if 2^leMiixxxyuTrfey, TKy y;u^<— h2 0Sd8 0jWizjf £ 

o THPJF-9-7— (7°)ls PZ-^F-68 &<tf) 

ft£/pJ*^VX^ U>/pj7|-^rV?0P 

[0100] ya4^^\ *°y y 

;UK- h 2 oxii/Ky y;u^<— h 8 o0J§£-m, -teictto. ooi~i 
O Omg/mLt'^ys ^ L < (£ O . O O 3~5 Omg/mLT'feys cF 

b L < (£ O . 005~2mg/mLt'fe§o 

[0101] *§£$}£ ft LXlts 'J >Ms ^x>i|l®i, |fiiN y>zT 

SL JSESL =i/\^iiN ILii, y^ii^y^A, tfju=i>Ms t>7°'JjuMs 

h'Jx^-;i/7 5X 77;i/iH ffefl) 

^iilK ^iiM;S, h'JXlEl tXfv>I®;l -<5 
x/—JHHSJ&H If -§> il <!: ^HS S -§> o 

[0102] z <b [z<fc 
riILtUl\ M;S(7);lJt(i-^lz(il ~5 O OmMTrfey, £?£L 
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<lt 5~1 OOmM-efeUs £bC:&?£L< (£1 0~2 0mMtfe§„ 

[0103] h\ ifiLj*7;U^5 

>N 75 /Si, 

H7yU=i —yU^-^AyTrl^T £ £ l^o 

[0104] mt LXit, i£St£7 5 / Si, 

ij*s>s tXfvX ^fr(i-ftb(7)7 5y it(7)£Hii& (Jf 

£L<(£, 'J 'J >ii7 5/it) 

iztmzti&m'mms m(££M«, fti^st, ^st, mm, m 
niJWo c0j§^ <j >m&<D&mi*s 

)I5ii, ^x>g|N =i/\^iiN :7T;uiiH£HSCto[::-B-^f L 

=I/\^8KTI">S :7T;U8KTI">^) ft 

[c^^ijTrfe^0 'Jv>, txfvx 

(i7h;u-^>Trfe^0 £bl::N iit£75/i^ mz.tfV'Ji'Z 5 >ii&t/7X 

&t/^-(7)i&(7)^ (£?£L< h 'JOAik) fo£lM;m£7 5 

J it, 0IJH.ISV VP-r v>N P^vX ^'JvX -tr'J>H xut-X /< 

>J>s >ft-X yXiO, 

N mz-l£?z. -)\,Tz> — X fPvX h'J?0h?T>, ^frlil^^(7)N-
h 'J ?° 

[0105] *%mzt$^x, zmRismmwomm^uiiMmtLxit, mz-itT* 
x ?>=i—x, i—x, =ii i—x, Jpyp-x, -?>/ — 
xN T;U—xN X^P—xN hU/NP— xN y — xf^fif^z.!: 

[0106] tt7;U=i-;U<!: LTIi, >- h-;k v;n£ h 

—;u, -f/vl— 

[0107] *%BmmM&)mm(D7mmttz>m£\z\t, OP 
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(0i]*[£, D-v;ueh-;k D-T>_ 

I—;k h 'J ^A) £tzWK 

-;K?°P t°u>^'jzi-;uN PEGHh 

h80N HC0-50)H) 

[0108] p/TMic^Lj^bic^M, PHPM, mmim* ^STE 

8k SiM±8iJ1|£^f LT&£l^o 

[0109] *f§0J[zfc^TN ^STE^iJt LXlts mz.lt s N-7^fJl/vXf^> 

s N-Tir^yUTK^vXx-r^*0 hit, ^Thv^'J =i-;u, T*x£ 

y-;u7 5>, ^Th^'jirp-yu, ftv^eh-Jk =i-;uiis 

#•€•<&£, ttmk-t \* voJ±S fttfizmmm=?-&i~7<D 
>sm(DXji,y t KU;uS£^*££(7)1l£^if<g>z<!:^Tf^<g> 

o 

[0110] *f§0J[cfc^Tii'fbR&±^J<!: LTIi, m*.(£\ x'jy;nf>^ v 

^^;ut KPJFV h;ux>N ^'fji/t KP^vJ-V-ik a-h37iP 

-;k ifii h=i 7i p-;k L-TXzuue^ii&t/^tf)^ L-TXZUU 

e^ii/^USx— K L-7X3;Hf>®Xf7l/-h, h 'J 

OAs EffiMi-h'JOAs St^Sh'JTS^k t°;Ufo£I Mi 

x^ U>y7 5 h 'J ^A (EDTA) N tl D >J >Mi~ h >J OA 

s 'J>Mj~ h 'J OAm<D* Is— & 

[0111] £tzs -7>f£ KP^V^^;HZ;UP— XN -t?^ 

/H'J 'j;uii]^(7)T-r^p^^°i?;u)[z^ALfrZIP 

-r K K 7 7 ̂  T 'J / 'J - y X f A ('J zf V - As 7i^5>5^PX7i7, 

7^^pi7ii/va >N -yj XiL^RXSi-S t> 7°iiJisW) tt&zt&X^&C 

Remington's Pharmaceutical Science 16th edition", Oslo Ed., 1980H#RS 

)0 ^bicN L% 

& (Langer et a I., J. Biomed. Mater. Res. 1981, 15: 167-277; Langer, Chem 

. Tech. 1982, 12: 98-105;*SftI*F&3, 773, 919^;IMftl^f^llfl (EP)% 
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58,481-^; Sidman et al., Biopolymers 1983, 22: 547-556 ;EP£133, 988-§-) 

o 

[0112] 

[0113] IL-6PI^IJ^, 

Mt&o 

[0114] *mmz&^Xs r^j tits *mm%mftmzitmm%®5-t& 

itt^tK mm (0ij^ii\ t K mmmmSs &±mm 
[0115] £tz, gp^j £?£ L 

< $-^lf-§> z <!: 

[0116] rg^-r^j <b[i, fcaiMigNgPttdtS^-f 

iPTO^tLtit ^p^j<b^a^T*0is-^^[f 

^P^iJtLTli, Hffc^k tWflk ^k *?0i?;u8ik &8k 

IL^k fe-S (7)8JM$-jlliR~3~-§> ^ <t7^Tf^r<§>o 

[0117] ^iP0M4tLtit mmti^oWi'XCD^^mi^zt^x^, 
mmt Lxits &T&it8k mmmms &3iM*jgjgfl&it3yti£^[f 
<§> Z £-tzs 'J =f^>7 K$-#tJNm'fs-f-$'il'fs 

U, *%W(DJJ}£0)$h£&M 

tft-t&ZttfXZ&o £tzs *§GW<D%ffl&s 
l:S4t5zttt*^5o ®\Z-l£s iif-TMfl, 

K£=i- K-r^DNAcDlIto^ma^iilc^ y 8^-f 3 

[0118] *f§0J(7)^;S$-||Mt"SB&CU *f§0J(7)^y[iN '>&< <b &10(7)^(7)^ 
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Ut *#§ej(7)^jfc£t/tiil(7) 

[0119] t£ft*Wffl&lz]8l.\X?\mZ*itz±X<Dft?t&.ffiXm*s #EB<t LX*W 

$0 lr lZ Aft b ft <§> o 

HMJ 
[0120] *f§0J^HWiJ[Z^LJ ̂ FblcPLOiWrS^ *f§0J(i-ft[3|51^^ft 

[0121] <^'4<!:^;S> 

t <£><§>, Capan-1N BxPC-3$-American Type Culture Collec 

t i on (ATCC) <fc y If A L, MCCtmm? £ XSB 
tt&3mx-5ws2<»&ft&&ftx-$&w.^m&m^x?t?tzo 

[0122] amMfttna 
$!flS£dish<fc yggffitu h y/0;?;U—fc<fctflfiL#I+/lffi£^T£$l!flS 

£I+;UI Ltzo 
[0123] Chemotaxis assay 

JS®lz8//m(7)7K7'$-;:i'*-§)Cel I culture insert (BD Falcon) $-24^x;Hz 

ffALs Cell culture inserts-upper chambert LTN ^ i;U$-lower chamb 

er t LTffll^fro Lower chamberlzN lElfiUf in #$£<!: t h y =i > t?i~> h I L-6 

(hr IL6) (R&D systems) Ltzhr IL6 vehicle 0N U 10N 100ng/m 

I £600l;iA Ls upper chamber Iz2 x 106vflH/mI 100/il$-;iAL 

tzo 2mmmLtz&, #7&mmLtzmm$i&ftfflLtz0 #m2H]0;i$ 
£*TI\ hrlL6 Ong/ ml Lfcifc£*iIEfit <!: 

LTSHft Lfro 

[0124] Wound heal ine assay 

24^i;U[z3x1OWml0$!flS>$iEjft£1 ml"fo;iA LT24B#P01i§#-f <g>c 
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ittoMtSJtel-SSl LT24B#r01±S# Ltz'&s Z 
tLJWiiW^lL, Znm&ZtmLs hrll_6 vehicle 0, U 10 

, ioong/miiz±s±-t!i£^^-r^)o immmLtzfe, mmmmmmmtz 
miZLtzo #H12Il]0;l$^fTL\ hrlL6 Ong/ m\X(D¥-&>mt^&mWLtz 
mzmiEmt LxtmLtz0 

[0125] £j£ 

^xx£ >3'n y Ltz—Xtri#i(ts tri'J >IHbSTAT3in;ft; (Santa 

Cruz) „ trLSTAT3trL^ (Santa Cruz) „ £ri 'J >!8HbErk1/2£iifa (Cell Signal i 

ng) „ titEr k1 /2t*t<^ (Cell Signaling) N tfi 'J >SHbAkttnH$ (Cell Signal i 

ng) s trCAktirC^ (Cell Signaling) „ triActintrC^ (Santa Cruz) Xfo-otz 

o tssiootsft: (DAKO) , 
& (Santa Cruz) T-&y, M§fefe(£DRAQ5 (AXX0RA) 
tri'J >8HbSTAT3£n;& (Santa Cruz) 

[0126] • 'V h 

Lysate buffer (20mM Hepes-NaOH pH7.0, 0.5% NP-40, 15% Glycerol, 300 

mM NaCU 1mM EDTA, 10mM NaF) Ltz0 M6;lJt£B 

CA Protein Assay Kit (PIERCE) Lfcll, 20 mg(7)MS 

5%t L< (£12% 71 y;UT5 L, p 

olyvinyl idene difluoride membrane (Mi 11 ipore) IC$E^ Ltza 

LN Enhanced Chemi Iuminescence Reagent (Amersham 

Biosciences) Ltza 

[0127] 'J >B^bSTAT3ft^f£ft^0M& 

1 OmM^ x>ii/*y ? T—ftTr95°C 10^10-7^ £ • ̂  x — :?£ 

ffll^PfMUlcT^TlV f§fe(iDAB$-ffl^fr0 4Hi^iiLfc26 

LT, *M&40fSl^>X£E^T 
, immtzvotfhmmmt label 
ing index^^It^jC^tiJ Ltz : (y >ii^bSTAT3llt£^%imifc)/(^/v 
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w = 
[0128] 

0 A;ue£-;u5Omg/kg£T^xfltI£fl&^LTl»U L 
xs oxiow//i0^sfflflaj$is?a2.5//i$-T-r^pv';>v 
fc £ t/30>r—vi+ IM: it|g;iA L tz 0 Mf & &SH [c rfMffllflS £&A L 
tz^nm&mu 4%/^7t-wuA7;uxt 
K(7)*TM°C -®^(7)rB1lfMLTIll^Lfro 3//m 

(DmftXmjlL, h^v'J > • X7hv>^fe 

(=m) %mi\ ±mmmm<o^m^mLtz0 
®.m*mmm&lzlts mWLmm&tzt£-lblzvj\,?\£-X*s3v±-&j¥%M 
) Xi&tft L tz£ ffl I^tz o 

[0129] RNAttatreal time RT-PCR 

Dish^jsixLfcim^uy K & L< im&Ltzmmmft&frbmzo] ( 
Life Technologies) $-ffll^TtotaI RNA^-tSIX Lfco CDNA(£N 1 x 103 ng(7)tota 

1 RNAcfcU, ExScript RT reagent Kit (Takara-bio) fccfctTTakara PCR Therm 

al Cycler Dice (Takara-bio) Takara-bioti^Jt^^-g)"? — =LT)\y 

l:f otn"J5)cLfro Real time RT-PCR(£N Smart Cycler II System (Cepheid 

) , SYBR RT-PCR kit (Takara-bio) &mi*tz0 ts t HL-6ag 

3§H*(IL6Rh t HL-6j8g3§H*(gp130h t hGAPDH, T^XIL-6, T^XEGF 

, -?0*GkPm(DcdM$:^tl?tl'\mmzmimt&7o^-(^-$:m^tzo 7°^ 
-< ~7—IB^Jfis t h IL6R : forward tgagctcagatatcgggctgaac (lE^Jft-^ : 1 

) ; reverse cgtcgtggatgacacagtgatg (lE^Jft-^ : 2) s t hgp130 : forwar 

d gaagcaagtgggatcacctatgaa (lE^Jft-^ : 3) ; reverse ctgtagccttgagtatg 

ggatgga (IE^iJ#-§- : 4) N t hGAPDH : forward gcaccgtcaaggctgagaac (IE 

'• 5) ; reverse atggtggtgaagacgccagt (IE^J#-§- : 6) N T^XIL-

6 : forward ccacttcacaagtcggaggctta (lE^Jft-^ : 7) ; reverse gcaagtgca 



WO 2009/148148 32 PCT/JP2009/060314 

tcatcgttgttcatac (lE^Jft-^ : 8) „ T^XEGF : forward catcatggtggtggct 

gtctg (IE^iJ#-§- : 9) ; reverse cacttccgcttggctcatca (lE^Jft-^ : 1 0) 

„ T^XGAPDH : forward aaatggtgaaggtcggtgtg (lE^Jft-^ : 1 1 ) ; revers 

e tgaaggggtcgttgatgg (IE^J#-§- : 1 2) N Xfa-otz0 SlmliTakara-biott 

£ Jifc I -'X ft o tz o 

[0130] mRNA/ 

mRNAf§IJ(7)y v*7 Ambionft^ftM LfrsiRNA$-ffll^fr0 L 

fcisiRNAIi, t h IL6R siRNA, t hgp130 siRNA, Negative Control#1 siRNA 

X&itzo *M{ifflflS£3. 5cm dish[::2x105M^\ 48B#P01i$#Ltz'ik, siRNA 

20/iMfccfct/DharmaFECT transfection reagent 4 (Dharmacon) 8IJ \ ^:'hUZ.tz 

tz o 

[0131] tttHgJff 

fl¥fif7:7 hli, STATVIEW 5.0£ffll^o ¥&Hit 0^(7) student-ti^ 

$£fflI'^tzo M <fc 5 I - ft J# L fc: „ 

[0132] CHWIJ1] 

t IL-6ag§ft:(IL6R)fc<fct;iL-6i8g§ft:(gp13 

O)0$!flSflmRNAfgSE£real time RT-PCR£flH^T&S* Lk0 t 

IL6R mRNA(IH 1 A) fc£t/gp130 mRNA (HI 1 B) (7)f^0££:#gIjE£ll 

tibtz o 

[0133] CHWIJ2] 

t h'J=i>e^> IL—6(7) t 

m, ikitm, (ni2 Afc^t/B) , c 
hemotaxis assay (IH2C) „ wound healing assay (HI 2D) 

Ltz0 

£i±<§> Z t b <!: *6. otz0 

[0134] CHWiJ3] 

t h 'J =i > tf^"> h IL—6(rhIL6) IL-6(7)t hl?^%$ffliS^Capan-
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'J >8HbSTAT3(pSTAT3) (IH3A) N 

'J >i§HbErk1/2 (pErk1/2) (03B) „ 'J >i§HbAkt(pAkt) (03C) I 

Ltza $fll£l*l(7) 'J >i§HbSTAT3§icfif§ 

IJ(irhlL6£fflLT15^Mt[3N 'J >iHbErk1/2M6#§IjE(£ 1 

jnVRtbfrtejZM&iE&btzo 'J yMitkkt^m^OBWlZiE&btbtitefr-otzo 

[0135] CHWH] 

TJUZfrMt£ z t It, 
*>±T-nmT-foZ>0 

M?fr%im&Capan-1 £itm 
&*.-*&ztx-ftmztitzo nm&mmtmw^&x-wbfrizjE 

(04A) o ;iAB#Capan-1fti^fl 

ffitfeSISt<fcy£, 1IFB1tt^b/iM:I<, (® 

4B) „ %tz, tt^/fiiiaASP<fcy^MKii®LTfcy (040 , z 

tilit hIi^%fa^;I;l1<!:|H]-(7)ft^Tfe^)o 

[0136] CHWiJ5] 

LX-§)o mmmit, mrnu^ y^.mmon^mmzts^x ii-mmzjzmz 
iz <* § i L-mimm&&mt 

Ztztsb, l^X, 

1*1 (@5 B) IL-6(mlL6) mRNA^-^-ft-^ftreal time RT-PCR 

attlFi Ltzo mlLeiifa^jIfl^MJTiSfglJLT^frA^ 

of;: (IH5B) o mlL6SSf§IJ$-^:7lD^ 

gEgrfedTfflBg-f v^9>$ffliS(7)T-^-Tfe^S100llMiSfI^[3 

-iftLTIL6H14IPit£Efefr (05 C) „ ftm&m=ETJ\'lz]8^Xm\L6#t& 

M]&(D — ̂ \&isiLrjyM]&X&Z)Ztftmt>frtt&-otz0 £tz, EGFIifa^M 

fI[3fcx^TiSf§Uf &t T^XEGFCmEGF) mRNAfgljEffi] 

tjiimiL6<!:[im^y *m\xn%mtzo&mt, 
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[0137] CHWIJ6] 

IL-60S^fc^flS/^-;UT-&«& 'J >iHbSTAT3(pSTAT3)M6(7)J]?frA,i|ffl 

>i^bSTAT3#gijEfr7uiLTi^:: (06) „ zommt, 

mmmiz & it & i i-emmoyzm t & „ 
[0138] CHWIJ7] 

IL-6lzJ;^)$fflflSi^i/y^-;Hz[is gp130(7):ftSfrjftllTf<fc<g>o siRNA$-ffll^ 

Tlifr%»(7)gp130 mRNA#gIJE£/ v<? 

(m7) „ zm$m 
it, nm&mizits iL-6fi££#t:gpi3o 

o 

[0139] CHWIJ8] 

IL-6IZistfj-Ji'lzlts IL-GSlillfaOLeR)(D^-^.^iJ^WXh^o s 

iRNA£ffl^Tlifr%»(7)IL6R mRNA#gIJE£/ tzBtfhmmfcZ 

&ts (ins) „ 

o 

[0140] CHWIJ9] 

&lzs T^7Xfa^;I;l1^x;HcJAKPI^iJX[^/LlL-6g^^»£^L, 

wmzmm L tz 0 

STAT3'J ^ii-fb^ia^-r^JAKPI^iJ AG490 (CALBIOCHEM) ^DMSOlz&Jg L 

, DMSO 1%(7)AG490;i££PMLfco ^:M}fi=ETJUftM2 

B&&V, AG490 O.5mg£-7^X0JgJgfl^ilH8i-5U "Ef^UfFMfr b2jl 

nm^m^n^mmLtz0 =i> 
hp-;nii£, DMSO vm^mm<Dnmx^Ltz0 &mLtzV?x<omts 



WO 2009/148148 35 PCT/JP2009/060314 

AG490II t DMSOII t & iz7E'V & o tz 0 

t (4^M^ hv'jXT^) 

bng/g^m2m9.^-Ltz0 

}3iALtz^tti&&mL, =i>hp-;nnts 

{tm-k^kizimLtzt HgG (Sigma) 5u g/g$l*lffi<DJj&VlS>J* Ltza it 
fSLtz^O^OWiits 6EN =I > h •— ;HI4El?&ofc 

o 

MImm 
Mffiv? hits STATVIEW 5.0¥&Hit 0^(7) }££(£, student-ti^ 

$£fflL'o @^(DX7-/^-[£&££{!M <fc 5 I - ft J# L fc: „ 
[0141] IL-6lz«fc§lifflflap»gi/^-f;U<b LTK&STAT3y >iHt(7)JAK (Janus Kinas 

e) Rl^fiJAG490£, jb<A4B!flS&A2 0&<fc i) 120 PBi;i0|]SI£l*]&-^-f£ t, fa 

(HI9A) „ z<D&m*s fa^;I;PJ 
Izits IL-6«fc y T3SE0Sllflart^^;UT*&-5JAK-STAT^S^T*&-5C<b^^ 
LTl^-So 

t h\L-6Wmftm&tZtzlsb, tst 
&A1SI&<fc y®20&^£2®PB1Mc-f £<!:, 2*1,3 z <tjWK 
b frhtZ-otz (® 9 B) o t hli^Sfa^jS/flfrtri t h IL-6g;^ 
mm iz <* y IE^ s Jtik <t # * b *1 a,, 

[0142] *f§0Jlzfc^TN tn;lL-6g§ft:tn;ft:^iS-^-f SC<blzJ: y , fli-lSlz&lM: 
fa^;I;PJ£iMi]-f £ c £ b lets I L-6g3§H* 
tnH*£8i-£-f 3 -1 lz£ y N zttfvriZtitzo 
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(iL-6) 

mmM2] 
[ii^i*3] z1 &mmM2 iz&wuom 

%m0 

[itmii4] -1 3 iz=Ets<7) 
mum* 

mmM5i £ -1 zsmtt sit *JS 2-4 ivf 

[!i^i*6] IL-6PI^iJfrlL-6g^lz$^f ^mxfo&Zt^mtt&m 
mM 1 ~ 5 

[Ii^<117] IL-6PIlF8Jfr>jtlL-6:glN£fctfaTf<fo<g> C. <!: <§>Ii;£i.l6 Iz 

3Hit0^SiJXIiffl]fiJSiJo 

tmm 7 iziHit(7)^!t8jx(iirp$iJ8Jo 

o 

mmMu] mmm<Dftm&m&m\ir& z t m 1 o [CIEU^ 
~f3/3ko 

immMm & z t 1 1 iztm 
(DJJ&O 

[ii^i*i3] *mm^(Dttm§:Ti£m\t&zt%w&tt&mmMi o~ 12 

mmMU] IL-6Rl^SiJ^IL-6g§ft:lzlje^-r§^T*&-5Z<b^lS<b-rSil 

jfcJg9 ~ 1 3 ftfrlZ=Sii(7)^;So 

[Ii3<Ii15] IL-6PIlF8Jfr>jtlL-6:g|^fctfaTf<fo'g> C. t 1 4 
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gf;fc]g1 5 [zSHii(7)^;So 

mmmi mm<Dftm&mm$m%m3kir&tz&<Ds iL-eis^ij^fflo 
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