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[0019] ft •&&$<!: Ltlis y 

, $J^(£J£J«I£®U # is lit 
it, 'bffimm, nm&mms §f«iiu mmaiit IFF • m • mait, >m • 

±&ft<Dir'<x<Dmmtim7Fix-$&0 £tzs ±sH^$is^^i 
£iJ£fflU£C<!:T:\ !t;SI£j£J*;i-H, J£J*fiJf§, 7K!lSS, tfOfcim 
mmzttk ys ras, ##r, JHU^S, i;t-n, m&s #£<D 
mmm&izt$i\Xs ±mm 
^^-fSjt^iJ^-^^ftSffij^fl^ LtTIi, t hXli^t KKW^Ifbfts 
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t K =7V K -<*s 

=Ej\s=Ev htdii£tfm7FiV£&tfs 

[0020] *#giE(7)#Mim[£N 

t L< ttfi^CilSt^lilBtliSSIl^tto *#§^0# !$»<!: L 

Tli, -fMSSS (-fMiMSlJO , y^llf 

, *#§^(7)# MIS 

(is -fMSSS (-fMiMSlJO , ̂ 'ifliSiflilc^ y 

#®^Jg£[c<fcytt^^<t LT#b;h,30 tts ^f§0J0-tMm(iPB1 

-flfiM (^Mb£l^It~ & tt> 01*0) 

z <t, $£#» (7;uv7>^;u-^feHt4s -y-y^-y-om 

(X^>, £b 

x hP-TiM, MM, 4<^(7)PBim^m 

, Sblclitt&ffllflS, ±j£SfflflS 
-< 5 y-^fgij-rs) , 

#<b&0^[*±ffi^[c©$£j|i3£0T-[ifc<, Iff 

fllL WIS, 

lMi-tM^tlt^t»<!:(i, firtl:#6t^)liflS-efeot, -fMfrbitm 

fo&lMi^CTMtilMli dfiU^J^J*, Igjft, ^(TMtilMli) ^bPeim^lcS 

SS^tU (7°7Xf>^fc§lM^7Xl) ±S#HH^(7)#^iS<!: LXt%m 

•mm^mxh y, #, $*#, (pBm^t») , & 
3iM*#t&®5, '0®5, ^bicii^^flit, ±Mi£t (^tit^tm) 

^bt^^-r-gxti^^^ffo^ffliSTrfey, -fMiMifiu ^tflifiLSifiu £b 

iz&^xM^t&zttfX^&o £ tz # M S Pel fo <§> I Mi -SM 
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[0021] 

(7;uv7>^;u-§fe£Pit^ -y-7^-y-om& 
©ic, 

0iJ*[£!i£iitiNfflflS, X hP-Tim, 

fenim, iM, h 
T5'J—, 5 'J—W&mglir&s (tztmtm 
Bifiitmms h^7f>775 v-m&mmtz) , I*I 
&mms WB, Bmm<Dmnm%mmz#itir&mtittir& 
ztt>m^ Ll^\ #<b&0^[*±ffi^[c©$£j|i3£0T-[ifc^o 

(m&msis) , jiijftsffiu urn 

LTIi, LinPiti, CD45H14, CD44RH4, 0^gPSf=[i-gPWJ^T*#-5^ 

d ft b Icflnj© £ ft <§> & 0) X lift l^o 

m*.&s nwij^sHiiCD^iz^oTMTr^^m^ 
Zft[Z$IJ|5|^ft^t(7)Tr[i/d:^0 T^X-tMrel^^MiSfe 

&^\tmmn&n£mmm&&^\t-%m&mmmm(D^-t)-t Lx\t 
, CD44RH4, PDGFRallt^ PDGFRyS lis 14 s CD45H14, LinPi14, Sca-1llt£N c 

-kitPite, (D±U£tzi£-%Wm^X$&i)K ZftblcfiJIS^ftSt,0T*[i 
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±RLtzmm&i&ms ±&3y§$iiu nmmms mnm 

[0022] ±fz^/m ymsmftstzit, ±ss 
(a) b (i) lzSBit(7)^(7) ?*>'>&< t=b 1 0(7)^^0)^ <!: L 

mis, ^f§0j(7)^ij[3(iN ±sHttai;S, ±fz^/m ymsmftstzit, ± 
SB (a) b ( i ) [cSBittf)^^?^ £>'>£:< <b t 1 HMG 

BU HMGB2, ̂ frliHMGB3(7)iltl^^£iS^!^ilt^^^-r5^JI^ (II 

) , HMGBU HMGB2, 

(II) , 

^'J>$S£®fl\ HMGBU HMGB2, £tz\tti 

mwzy/ivnommtte&mmitLxit, t hxii^t hKWWb 
ft, 0I]*[£, t K K ^;k •<*, ^-9-^ /\AX£ 

—N =E;U=E^ h^jr<bf#&;&<, iSBttai^^x-^^ft^ffij^fl^|p] 

CK^flTrfe-g) Z <b jb<Jf£ L l^o 

[0023] *f6W0^J[zfclt-5HMGB1^>/^^<b LTIi, IB?iJ#^ : 1, 3 ttzlt 

5 lzSBii(7)7 5 / SlIB^iJ ^ 1^151 ̂ T-# 5 Jb<, Zft b [z©$ £ 

ft<&£0T*[ifcl\, *#glE(7)HMGB1£>/^SC[::[£N IB^iJ#-§-: 1, 3 $tzl* 

5 izsBit(7) 7 5 J siiB^ij>/\>? n t mm iz mm# $ >/w sc & # 
Sft^o •€•<&<*: 5 ft* »^SC<t LTIi, 0i]*[£, 1) IE?|J#^ : 1, 3£ 

fr(i5[zSBii(7)7 5yiiIB^J[cfc^T 1 £L< l£ififc(7)7 5/ii^Mu £ 

SA, fc£t//£fc[;mnLfc7 5/iiIE?iJfrb&y, IB?iJ#^ : 1, 
3 £tzl* 5 [ziBit(7)7 5 y 

tltz*>'WMs 2) IB^IJ#^ : 2 N 4^fr(i6[zSBii(7)^SlB^J 

^^t?DNA <tXh'J>vx>h #$>&TTvvf -J 'J £V X? & DNAlz <fc y =i -

K$ft5$>/^it'fcot, IB^IJ#^ : K 3£tzit5iztm<D7$;m. 
mm&ttzy'WMtmmmzmmtiimi&ztitzzyjitMtfmf bft£ 
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Lxit, 7, 9^tzit 

1 1 ZftbCiRI^ 

i, 9 £tz 

&#£ft&o LXlt, mz-l£s 1) IB^IJ#^ : 7 N 

9£fc(£l 1 dSEi^TS/itlB^JCifclM: 1 £L< 

&s x&s SA, tikTS/^tzitmLtzT^smzmfrtDteVs IB?IJ#^ 

: 7 N 9£fc(£l 1 [cffiiS075y&IB$iJ£^fr*>/^SC<t8!fliM[::^!! 

temiZtltzZ 2) IB?lJ#-§- : 8 N 1 0£tz^t^ 2IZSB 

i6(7)i&SlB?iJ£#t:DNA<!:X h'J>yi> hft^-ftTTr/W z?'J £VXir-SDN 

Al^cfc U =i — K£ft<g>£>/^SCTrfooT, IB^J#-§- : 7, 9£tzi£l 1 CUE 

it (?) 7 5 J siiB^ij >/\>? n t mm iz ̂  wttmm $ ft tz $ >/n 
T^lf bft<g>o 

^i§0J0^£iJI-fclt<§>HMGB3£ LT(iN IB^J#-§- : 1 3£tzi£l 

5 lzSBii(7)7 5 / SlIB^iJ £ >/ ̂  liqjilTTSTT £ 5 jb<, Zft b iz©$ £ 

ft<g>£(7)-m£:l^ *#gej(7)HMGB3£>/^SC[;:[£N IB^J#-§- : 1 3£tzl$l 

Sft^o ^(7)£d&£>/^SC<!: LTIi, 0I]TL[£, 1) IB?iJ#-§- : 1 3^fr 

(i 1 5 izSBii(7)7 5 y iiiB^Jdfci^T 1 £ L < itrnmor 5 / £ 
SA, fc£t//£fc(;mnLfc7 5/iiIB?iJfrb&y, IB^iJ#^ : 1 3 

£tzi* 1 siziBit^TsyiiiB^j^^t^^/^Mdriltl^^iHi^^mil^ 
ftfc£>/^SC, 2) IB^lJ#-§- : 1 4£fc(i1 6 [ZSBii(7)^SlB^J 
£#t:DNA ̂ Xh'J^vx^h Jjjr^TTv W 7 'J £V Xf 5 DNAlz £ y =i -

K£ft&£>/^SCTrfooT, IB^iJ#^ : 1 3£fc(£l 5lzSBii(7)7 5yii 

o 

IB^lJ#-§- : 1, 3 N 5 N 7 N 9 N 11, 1 3^fr(i1 5[ZSBii(7)7 5yii 
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: 1, 3 N 5 N 7 N 9 N 11, 1 3£tzltl 5 IZtiMOT 5 / SlIB^J 

iMi/^p^Trfey a-g>o IB^J#-§-: K 3N 5 

, 7N 9N 11, 1 3^fr(ii 5izSBii(7):r$/iiiB?iJ£^-t:£>/^SC<!: 

#tllft[3|!j]1|&£>/^SC[^ (H!$IS^5M • 

7, PP246-25U 1991^#§<T) T-HUrf 3 Z <t 

IB?lJ#-§- : 1, 3 N 5 N 7 N 9 N 11, 1 3^fr(i1 5[ZSBii(7)7 5yii 

[0024] IB^iJ#-§-: 1 , 3 N 5 N 7 N 9N 1 1N 1 3£fc(i1 5 [ZiBii(7)7 5 / Si 

iB5iJ[cfc^Tl^L<li«IS07 5y^Mgl, SA, &&XS/£tz 

littJjP Ltz 7 5 / illB^iJ^ b4sU, IB^iJ#-§- : K 3, 5, 7, 9, 11, 

1 3£tz^t^ 5lzSBii(7)7$/iiIB?iJ£#t:£>/^SC<!:#tllft[::^1|&£ 

\ <4 >£ — 7 x • >iiHs;?L^Tr£n o 13N (polymorphism 

)^-r-50 ZCD^MI^lz^oT^Cfr^SlB^KD^'fblc^oT, 1 £tzi£ 

M}^ %$ts SA, fc£t*V£fc(£tt}jn£;|'L<g>ii^ 

ZO&olzSmzftfct&ZyWUXfo-oXs ^OlB^IJ#-§- : 1 s 

3 N 5 N 7 N 9 N 1 1, 1 3£fc(i1 5lzSBii(7)7 5y iilB^iJICfc^T 1 £ 

L<(£ififctf)7 5/ii^\ MSI, SA, &&XS/£tzltmuLtz7 5 

/iiIB?lJ£^fU IB£lJf|-§- : 1, 3 N 5 N 7 N 9 N 11, 1 3£fc(i1 5 lZ 

f§0J(7)HMGBn HMGB2, £tzi£HMGB3£ >/^SClz-^ft^ 

[0025] IB^iJ#-§- : 1 , 3 N 5 N 7 N 9N 1 1N 1 3£fc(i1 5lzSBii(7)7 

5y&IB^b£3*>/^SC<t«flltt[c|^f|fc*>/^SCT-&3©y, A 

izttLx^yVAiz^m&iinTL&jjmt Lxit, 
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bftTlx& (Hirose, S. et a I. , Proc. Natl. Acad. 

Sci. USA., 79:7258-7260, 1982) „ 

&*>IMtztzs 
Fftlz&tzh>ir$Mit LTIigapped duplex}£^^fe5 (Kramer W. and Fritz 

HJ. , Methods in Enzymol., 154:350-367, 1987) 0 

•—— $• 1 jfcfgt U 

UThT K$-/\-r Wilful:: £ 

vtmLxwtmt£jetz'</?$-&*(Dmi%iMn.m$:, mmw 1 
H—IZ7-—J\,£-&S IfraH^jSK<!:(7) Pel (7) v ^°$-DNATK 'J * 
=7—&xftmLs Miz^^^-iya^-r^ztiz^k)yu±#2 
*-tt&o 

^ ftMWlc[i50T5y^P«31?&y, fc?£L< 

[i30T5y^P»3T*&y, £ b [::&?£ L < (£57 5/SUMl*] (Wz-lts 17 5 

/Si) Xfa&<t#H.bft^o 

[0026] 75/ 14SC(7)te75 J =b 

lz(iN ±=H7 5/ 

Xs IB^i|#-§- : K 3 , 5 , 7 N 9 N 1 1 N 1 3 3=tzl£ 1 5 IZ&WMD7 5 J 

&i*s 

fc^TKTrfo <§><!: #;Lb ft&o Z(7)£d&7 5/ 
#!::[£<£ < £p bftTl^&o 

[0027] ffi#WMgllcffi^-rS7 5yK0^;U-^<b LTIi, 0]*[£, ££147 5 

/ii (0i]7t[£ye», 7;u^->, txfy» , 111475/11 m*.i£7 

x/^^>si, ?>£5>ii) , ̂ •®475/ii (mis^y v>, 7 

?';u£5>, -try>, xu7h~>N fPvx vXf^» , 
^i147 5/ii (^i|H.tf7^->N A MX •'fvX ^VP^vX ?"• 
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>J>s h'j7°h7T» \ j3ftili£TSSm 

-rvp-rv» , si mn 
ItJ- PV>N ^x-;uy^->N h'J^h^TX t Xfy» 

bft&o 

ttSt^bS!* >/^b^„ 

[0028] ZtfMtiu IB^iJ#-§-: 1 , 3 N 5 N 7 N 9N 1 1N 1 3£fc(i1 5 (ZfBiitf) 

TN /\-r ^y^Vif—va 

*K IB^lJ#-§- : 2 N 4 N 6 N 8 N 10, 12, 1 4£tzltl 6 IZjjit & 5 ft 

*%WC:£<g>HMGBU HMGB2, £fc(£HMGB3£ >/^SC£=i-Kf^DNA, &<§> 

LM£^(7)iiff £ ?° • - -J t L, Zti t / W ^ 'J £V Xf 5 Z t £ &DNA£ 

(£\ ^SlB^iJd: LTI£*@m£0iS^DNA^MIR£^ LT^l! 

5^>/^M[3iiHMGBu HMGB2N ^tzitmmi y/ii mtmtmzmwtei 

*@m£tf)iSl^SlB?iJ<!:[£, tztTLltl 

mji±s M£ L < fi9O%l^±0^-14^^-r z tWTiZ&o 

[0029] ftfc X h 'J > vx > hfc&tt<!: (£, [z [ifli]^.(i 6x SSC, 40%/f"WbA 
75 h\ 25°CTr(7)/W ?'y ^Vf-va ><!:, 1xSSC, 55°CTr(7)ft;f <!: l^o 

Z<t^Tf£50 X h 'J >vi>v-liN i&;lJtN MA7 5 K 

o)$kft&i&Mtex h y 
(fc'So 

/\-r^y ̂ Vif-va tz1TL[£IB$IJ#-^ : 1 

, 3 N 5 N 7 N 9 N 11, 1 3£tzltl SlZlBiiCDySyiilB^J^^t;^^ 

/^Mia^KDHMGBU HMGB2, £f;:(£HMGB3£ • ̂$-=i— K~3~<§> 

DNA(7)mil^WtlTrfe5o 

[0030] IB?iJ#-§- : 1 , 3 N 5 N 7 N 9 N 11, 1 3£tz^t^ 5 [ZlBii(7)7 5 / Si 
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, 3 N 5 N 7 N 9 N 11, 1 3£tzi£l 5lzSBii(7)7 5y iiIB?iJ <!: iSl^llH] 

&o Its '>£ < t t30%JM±, L < (£50%ja±, 

£bl3$?£L< (i80%JM± (fllTtl*. 95%&±) ik 

5 / siiB^j(7)iH]-i4(i, h%mm Ltz*=E• 

H+M h^^iJfflLT^a (DDBJ) 

[3&IM:, FASTA, BLAST, PS I-BLAST, SSEARCH 

[0I]TL[£H#DNAX-*/*>£ (DDBJ) 0^x^-9-^ ^14^ 

(Search and Analysis) (T)^— v ; http://www.ddbj.nig.ac.jp/E-mail/ho 

mology-j.html] 0 National Center for Biotechnology Information 

(NCBI) [3fcivt\ BLAST£ffll^}£3l£<Td ($I;L[£NCBI 0* 

-A/<-y©r)x^+)--i' h0BLAST0'<—v; http://www.ncbi.nlm.nih.gov/ 

BLAST/; Altschul, S. F. et a I. , J. Mol. Biol., 1990, 215(3) : 403-10; Al 

tschul, S. F. & Gish, W. , Meth. Enzymol., 1996, 266:460-480; Altschul, 

S.F. et al., Nucleic Acids Res., 1997, 25:3389-3402) ] 0 

[0031] mz-li Advanced BLAST 2. 1 lzfclt-57 5 J SiIB?iJ(7)|H]-t£<7)Jftm, ?°n 

^7Al3blastp$-ffll\ Expect1il$-10N Fi Iterli^TOFFlz Lt, MatrixlzBL 

0SUM62$-ffll\ Gap existence costN Per residue gap costN fccfct/ Lambda 

ratio^ft^h, 1U U 0.85 hjit) [3l££LT^ 

—14 (identity) 0lDt (%) $•!#<§> Z ht)S~Q ^r<§> (Karl in, S. and S. F. Alt 

schul (1990) Proc. Natl. Acad. Sci. USA 87:2264-68; Karl in, S. and S. 

F. Altschul (1993) Proc. Natl. Acad. Sci. USA 90:5873-7) „ 

[0032] utti 

<t [3& [3& [3 T li, ISSE £ 1* 3 ̂ ± 13 <fc o T ifitfig[3 

&m%i3c&wmm* 
oTUtt, *M»*l3|!f1^£ftfcHMGBU HMGB2, $tzl*HMGB3£>/^SC 
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fc[£HMGB3£ 

[0033] HMGBU HMGB2, $tzl*HMGB3£ >/^SCli, 
— (recombinant) 

t Lxm&zt =bX$&0 HMGBU HMGB2, £fc(£HMGB3£ >/^SC£m^I 

ftlz&^fcHMGBU HMGB2, £fc(£HMGB3£ 

>/^SC£=i — Kf&DNA£®i5&#g:ig&[zjiS^&^#&:ig£l**il£Ml^0 * 

LTIi, 0j*l£, IIIjEH^-pGEX 

Z<tj!)<T-#30 pGEX(i^Sma^^^;U^^7h> S-h^>X 

7x7—tf (GST) (Gene 

, 67:31-40, 1988) (DX\ HMGBU HMGB2, $tzl*HMGB3£ >/^SC£=i—K"f 

pGEX£ t-hva7^T-BL210 <fc 5 

LN isopropylthio-yS-D-galactoside (IPTG) 

LTGSTSt^HMGBU GSTI4 n"HMGB2N £fc(£GSm£HMGB3£ >/^ SC0#gIJE£ 

1^31 "3" -§>o cfc <§>GST(£-?\/U£ f^>i?77 •—X4BIZP,S^:"^" &tzit)s 

-r—^-r— 1 PT [z^oT^^ic^ll • HM 

[0034] HMGBU HMGB2, £fc(£HMGB3£ >/^ SC0 recombinant Zm&tz&bO)** 

V/s<H— Jkt LTIi, Z0tiJU3£;£0£a&£0£j£fflt~<g>Z<!:^Tf^ 

&0 txfy>^\ HA^?\ FLAG 

mm 
xits p\ch\ammmfimm&Wi^tz$>/ion(D%mz^®]tj:zttf/£$;\ix 

<£><§> (Bio/Technology, 6:47-55, 1988) 

o MIC, CMVN RSV, fo&lM£SV4OH0 7°P^-

£ —Ltz^H— 0 h7>X7i^ va >^frt)tLTfcy , 

&li, HMGBU HMGB2, £fc(£HMGB3£ >/^SC0#g 

m&tLX^mt&ZttfX^&o £tz, UhP^^JbX^^^- 7T^ 
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7$-s 7=rJ 

mLXTkBttm&t&zt&vz&o 
[0035] nk>*itz*mw<D*m±m^^tzitm^ ^ 

b$stL, nmmmnx&i-tetiyAtmt Lxmmt&zttfx$&0 

, ®\z-l£s 1 • 
7h^77^-j]7A, 7>r;u2—, iMf, 
, M^s &=6», SDS-TH'J7^'J;u7 5 
&s mms mmt 

[0036] tn-? b<fI?~?<( — tLXlZs ®\7L\£T 7 4-n-4 — 0 PT h^77-f-

, 'f^>S^P7h^77'f- j®7k14£ PT h^7-f-, 

®ffi^P7h^77-f- ?Si^P7 h^77Y-f^flfbW (Marshak 

et al., Strategies for Protein Purification and Characterization: A 

Laboratory Course Manual. Ed Daniel R. Cold Spring Harbor Laboratory 

Press, 1996) „ :tlb0^P7 h^77^—It ^P7h^77-f-

0i]*[£HPLC, FPLCH0&ffl$p-7 

[0037] $tzs *mw<D*yji<7m*s mMmzftm£*itz*yji<7Mx&>&zt 
Li\ zzv rniC^j[zffM£ftfcj 

mm (*>'WMi£#±&iz]8i-t&*mw<D*^jWM<D%\£) tfs 5o%& 
±, 60%JM±, 70%JM±, 80%JM±, 90%JM±, 95%JM±, 100%^L<(i10 
0%[zi£^z<b^Eift-rso 1OO°/o[z^^±|5l(i^m#0l*MM^^JfM 

0i]*.[£, 99.999%, 99.99%, 99.9%, 99%£<t:T?&<50 

[0038] £tzs ±ti(Dmmm&^t&lb(DX&H\£, 
mz*itz&(7>xts nmmzmmztitztys<t>mzt;i£tiz>0 waits ± 
20^P7h^77^-i)7As 7>r;u2—, iMf, ;£&£>:fcJlx, 
mt&te&s m^s &;6», SDS-TH'J7^'J;u7 5 
•*U7*S!];£, £tziZmft£t>-£ & z t [z«fc y, 



<zj- s— s 

i s-^xd;^ s£ian ?-$4vftW±^f^i$£::]rs5£¥ UWJO] 
°w$%&z)\\mmm* sai!¥R 

-$4v s¥]VNa^^H-
i=£M^'<$e99iAiH£)-.££ ^aowH naowH 
:iij?iY ^a^avNacoM¥ s=j-£ s>? ̂ a^avNav/^ 
^avNao Vision-I=^M^^<^C99WH¥]^$ ^aowH naowH smm 

-E£M6y<$eaoM£i^£ ^aowH naowH^^isfzi^ojra^ [OMO] 

s-+$ M^i?^:^: \^£^£*[i*b<Mia<§' 

-^^^n^ia)®T¥jan ^VNO^^H 
^ac -i ? z ^Ym-mmcomco^ sm^^mmMmco^# 

$ 4 vft W±*H^- $ 4yS 
5£(0D^ s£VNa^fl-£^£f£ (a : £-#[i£3l ; 0V9 199 10V 001 199 VOO 
119 991 910 910 910 V19 991 V10 910 010 VOV 0V9 VOV 9V0 91V) VNO^ 
d-i=£M^'<$ea9i/™^£ sza9WH na 
9IAIH sm<2^ -i=£M^'<$ea9IAIH£]^£ ^99WH via9IAIH s£) 
W£^^£M^'<$ea9iAiH£]^£ S239WH na9WH M^iao)^ 

im*i^^3i?]^[i^) mmmm s£]an?m#w^%5T:Q?M$ ° 
<2±5ammmx#mw(Di>'±(Dh(ty^-iw*^ s¥ian imv-twv 

S239WH nagiflH^i^zHi^ajrsi#* [6coo] 
M#?] 

SIS8S0/600ZdfAL3d LZ 6£6££I/600£ OAV 
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/"V tfP—1£ — N 

cut rnfciim%%$mmzimt&7°n=E-$-DmzmjPs mBTmm$ 

[0042] fcfc\ HMGBU HMGB2, £fc(£HMGB3£ >/^ SC(7) 

Ks K£=l— Kt~ 

5 DNA^S A £ Htz ̂ 0$ — Za^t hZt&Xg&o 

[0043] felt, {%& 
aits-^^if bft^o $J*.(£\ jfii^rtait 

(KMwait, , Mfl&It&<^::£oT*#g^(7)^$iJ£ifo 
t £ tz itWim IZEL^-V §• ̂  o 

[0044] it#(7)^t^ HMG 

BU HMGB2, £fc[£HMGB3£>/^SC£&-^-f&ii^ fllTttf, -0(O1S4I: 

&M1 kg<fctz lJ0. 0000001 mg^blOOO mgCDlElllTrtx-^M^jSiRTr^^ 

o fo&lMt 0I]TL[£, yo. 00001 frb 100000 mg/body0®fflT?8i-5m 

^SiRTr^-^o HMGBU HMGB2, ^fr(iHMGB3^ >/^5»^HMGB 

U HMGB2, ^fr(iHMGB3^>/^M^=i-K-T^DNA^A^ftfrma^-t 

<&:!§££, HMGBU HMGB2, £fc(£HMGB3£ >/^ SC(7)M^ 

±SEfGfflft <!:£:&£ ? [3&^t~&Z<!:^Tf^<g>o LfrL&^b, 

SiJIi <— ti b cFfo %> & 0)Xlt%£ l^o 

[0045] ^:f§0J(7)^^iJ(iN 'gfelzfit-oXMffl'Iti'<§> H th*~Gf* (#]*.[£, Remington 

's Pharmaceutical Science, latest edition, Mark Publishing Company, E 

aston, U.S. A) N 

ui\ mmh M&KL imtL m 
mm, mm%L mmt%L mtmL ;t;R^j, mwmmL 5«$IJ 

ztibizMmztiiTs %<Dtiinm<D&&tfm£.&mx-$ 
$£SCit7KWii, ¥Lflt, $SH-tz;up — XN T>—I—;k 
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•—-h)\s*u—7si- t KP^V 

7°P t°;Hz;up—xN t KP^V7°P t°;u>T;HZ;UP—xN Tpjtf—;U7 

ir^-jbyiW5/7i!f-h, TH'J tf-;Ut°P 'J KX ^ 

tllgteiihh\ /KUTh^vx^u^btTv^eo, eat, * 

;U7t^v>T;HZ;UP— XN =I —>x£—5e<t^Tr 

[0046] ttcs ±}£LfcMfaXimffi<Dttlliifos Mfts HMGBU HMGB2 

, £tzl£MGB3$>/V7M. HMGBU HMGB2, £tzl£MGB3$ >/<$%$&}&? 

33ifflflS, HMGBU HMGB2, £fc(£HMGB3£ K"f <g>DNA^A£*L 

tz^^-s HMGBU HMGB2, £fc(£HMGB3£ >/^h\ tHM 

SfclilSSBtf'C??1 K£=i- K-T^DNA^SA^tL 

JMT (1) ~ (3) 

(1) ^'J>$S£®fl\ HMGBU HMGB2, HMGB3£> 

AOMs UiZ^'WM&fr&t&mfos 1££>/^SC£=I-K"f&DNA^A 

—, IS* h\ 

SfflflS, SfclilSSBtf'C??1 K£=i-ifilf 

/£N 

(2) ih<§i£tzi£ffimiz®5-£tiZ>s 

#s HMGBU HMGB2, HMGB3£>/^SC, 1 IS* > 

/^SC£=i-K^DNA^A^/i^*-, K 

, ISSRtf'C??1 £tzl£ K£=i-K"f&DNA^ 

(3) ih<§i£tzi£ffimiz®5-£tiZ>s 

umz&mt&tztixDs mfoxiti&mom&fos ^'j>$s£®fl\ HMGBU 
HMGB2, HMGB3*>/^SC, 1 l£*>/^SC£=i 

-K-rSDNA^A^tife^^^-, h\ ISSUA"* 
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SSflflS, ttzK^ZI- K-r-SDNA^A^tife 

[0047] ttzs 
-fflfr b £75" &T? fe o r , 
XlS (b) ttMtttB 

t & 0£ ft St ¥ij $ £ ft & life £ o 

(a) *><£# 

(b) ig (a) 

0imS14£;l3rf 5iS 

[0048] ±SE^;£Tf(£, lfilSXI«Ji§l[:;lto ±SEim<!: LTIi, ftlc 

(£, HeLa, HEK293WJ^££^, , mil £ ftfdffl 

j&, , HMG 

B1, HMGB2, 

0ij^T?#3o ±SH5|i£i<!: LTIi, <^(7)£ a &5i®$iTf£ £ < , $]*.(£, 

jf&&, (¥ffi) lilt (IBS. Jffli, ibBs Ms I, 'Mi, *1§, 01 

is, wis, ii, MIS, ^,s\ 
£/i, I&S&<t LTIi, PBS, TBSJW^T-#*)#, -ftbdfrl 

ttzs mmt LTIJ, 
•+#£0^1 (®^240#r0ua±) 

tf, Z<J)m$lZ.m'fe£1n&:bOTZ\£l3il\ &tzs 
(i5ii£i^;t^l3;I Ltz&lzs $flflSX(iliailSfc£#fr}g$gfrbl&m^lS5|l$i£ 
®y & <;!££ T-#3„ yK5<^li^n#lcjg 

[0049] ,%^X\ !#btLfr$ffliSX(i5ii£i(7)ttai;Sl3d;^'tM$ffliS0'tM^b^ifa 
^(Dmmmw}m%'\±&®mt&o nmtLxit, mmxitmmzmtmn 
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<§>zttfVZ&tfs cft[::|S$£ft£i^0 

[0050] 
m&s MI*U mmm^Ltz^, ]#frt>4mrnmm&s u 

&L<i*mr$frk>24mr$mm&s mzft£L<\tumr$mm'&s 
lBLLZ<Dm®&fflffomizttLT7n—y-'( h 'J-^^JfflLTPDGFRaRI 
MIS^OCD44HMIS, tL<itpmR&mm^cQMm^mmomrnmz: 
toy -ftciRi^ft&i^ 

[0051] £tz, JMT-tMm^-tM^b^'iflllcSljM-r 

& o 

(a) ±&(DJj}£-X:\ M 

frb^'ifrlcSljMt'SSW^ftSfrSfr^flMffi-t-§)XlS, fo&TS 
(b) x® (a) 

1M £ ft tz m aj m&mtRt sis 
[0052] £bC:N ±IH(7)l^ffi^;S^X^ 'J— z>^l:<fcot, #81 

~f b^^'ifiil-ffi] Ji"3~-§>S:F-0|a]!^^'/S 

/^SC0*f§KH£E£ftTi^#SIL f*M^;££f£fflt-ft(££<, Hb©$ 

^ftSt(7)Tr(i^^o $J*.(£\ , RI 

^;Jti^ iMi\ jg&tttti, &;6», SDS-TK'J7^'J;U7 

fri±ft[£*>/^sc£#if, *ns[-rsc<b^T*#s0 mmztitzm^it, m 

^^ftfrs^s z <tT% fi*^ti^b^'ifliicsijM-rs - <t 
rf><T-#30 ISHmt 'tMm^'tM^b^iflilcSijMt-S^i^'t 
MlStf) # b ̂ 'ifli^(7)S!]M iclF-^f <t ^Ij-r 
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#RS<b LT* 

$0 Ir Ic&1<^ Aft b ft <§> o 

UMI 
[0053] JMT, *#§^£H«JI::£y ^blc^ftftlzffclK-f £>*><, fcfgEliCftb 

ilfi! lz $1] |51 £ ft & & 0) V It ft ^ o 

CHWiJ 1 ] 

gift : 

5®£iMiS (7) ifil^ (7) Mb M 

: ±SH0gWlc^LTOT0^[cJ:y^^fTof=o 

1 ) : Sf^T^X(2S^)25E^b#f=iSSi 

j£j*£r££IHfty >SIM;feH 7.4 (PBS) 25 mllzjIU 4°CTf24B#PE!H >^F-

ZL*—>>a>L£:&, ^£t^Ixy|^<frfelzN 4°C0&ttTT-1Oflfilk 440 G 

T-»'i>L±^£®J|RLTJ£]ftttti& (SE) ^ILtz0 

£tzs C57/BI6ff^"7r>'XJ^jB^bTrizol (invitrogen) $-ffll^TRNA 

J±i LMI-SuperScr ipt III cDNA synthesis kit (Invitrogen) $-ffll^TcDNA 

Z-gf&Ltzo ^(7)cDNA h<t LTHMGB1(7)cDNA£PCR (TH'J^T 

—tfiltlSSJS) 75yiiIB^iJ(7)N^5ilzFlag tagCDSB^J ( 

Asp-Tyr-Lys-Asp-Asp-Asp-Lys ; lE^Jft-^ : 1 8) $-#}jQ Ltz* >/"?* 

IJ-rScfcaic, K*£*-pCA 

GGSlz^ALfr (11) o :ftb®^7X= K*£*-£HEK293 (t M&JE 

M^iSiitt) lcaa^AL48B#rB1±S#L*>/^M^f§U^-t± 

HMGB1*>/^M^^ft€ftf§IJ^-t±fr»St;±S#±}f(i40CTr16B#rB1 

-< h Lfcll, 4400 g • S^PBIJI'O L±;f $-[I]i|X Lfro ^(7)±;f50 m 

L &^yiOO//L0Anti Flag fctftGel (Sigma) £;!£ L4°CTr 160^1^ >^n. 

H-hLfco ^<l>LGel£[I]i|XLfcf£PBS£ffl^T, 5mkftLtz0 Ml- 3X FI 

ag peptide (final 100 jti g/m I) Ltza ;H£ti Ltz * >/"?* MliHM 

GB1 ELISA kit (W jX h) U &*SS£Jil&PBS£E^T 

200/ig/mLlzp^Lfro 
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[0054] 2) 8j!S&l£-7^X (C57/BI6) blffi&0j£jf (SE) 500/iL 

& L< [*Pi14=i> hP-;HI<b LTPBS5OO//L£3OG1/20&lt£t£g^Lfc:*> 

tz (02) „ $^6/12/24/480^1^ -( V 7JU? >lzj: 

£P&AI»T, Tr>X(7)^fli^b^/'vi; >=i-h Lfr1 mL(7)v'J 

T^'iflll mL^r^ifaI 3 mL(7)PBS<!:;,!in" Lfcll, 3 mL(7)Ficol (GE healthc 

are)(7)±[z|f^[zSJlLfro 25°CTM00 g, 40#PB1jl<fr Lfco 

LX\E\i&Ltz0 m 

L(7);£iMT?fo&HLB solution (&;6£!|M£F/T) £?JP;L^Tf55M 

hLfro ^(7);§ifllt#^$-2[I]^i'JMLfro 10 ml_(7)PBS£}jP*.N 25°CTM40 

g^ 5ftr$m'bL±m$:V&£LXmfo$:\E\i&Ltz0 z0)fflffo},000,000®lzfo 
"7^XPEIliliPDGFRa(e-Bioscience) N PEIiilifctT^XPDGFR^fct^(e-

BioscienceK PerCy5fI!fi£itT^XCD44£ivf;k (BD biosciences) 

sxiooi%mKL2o#mm}UX'(h Ltz0 4 
40 g, 5:9f0ljl'fr L±;i&m£Ltz0 1%/^/1x;UA7;Uxt K#PBS^400/i 

UJP*., 7P-^ h'J—Lfro 

83i^T^7X (C57/BI6) (7)J5|$MfrbT^7XHMGB1 £250/; L(1 u g/u L) t 

L< [*Pi14=i> hP-;HI<b LTPBS250/iL^30G1/2(7);iIti+^g^LfrviJ 

(04) „ &-^12B#P0m, -< sJ7)ls^yiz&&vRAm$ 

Ts >=i— h Ltzl mLcDvU >v$-ffl^T^^'ifa1 m 

LI 3 ml_(7)PBS<!:;]l'n Lfcll, 3 mL(7)FicoI (GE healthcare)(7)±lz 

IfAMzEJi Lfco 25°CTr400 gN 40:9fHljl'frLtza ^PHUKDS 

mLtzmom^mmmfttLxm^LLtzo nuxLfcimcii nt^M 
XfoZttLS solution P/T) £?JP;L^Tf55M h Ltz 

o zommmz 2\E\mi)mLtz0 10 mL(7)PBS£}jP;u 25oCTf440 g, 5#f£l 
m'bL±m%V&£LXmfo$:\E\i&Ltz0 -(7)mi,000,000{@[zt/LT^XPE|I 
ItfePDGFRor(e-Bioscience) N PerCy5fI!fi£itT^XCD44£ivf;k (BD bioscie 

nces) ^ft€ft^PBSTr100^IRL20^rH1^Tr-r h Ltz0 ^O) 

\kZ(Dm^25°C, 440 g, 5:9fHljl'frL±}i£l&£Lfco 1%/^/1x;UA7 
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il/ft K^PBS£400//L2JP?U 7P—!M hV-ffiffiWyzfjltLtzo 

[0055] (SE) , ^EdPDGFRaPi 

14, (m3) „ HMGBI 

^E[cPDGFRaRi14, CD44RI14Sl!flSjb<im£ftT 

l^<g>^<!:7Mll£ftfc (05) o 

[0056] mmm 2 ] 

gift : ^^^HMGBIMecDlfMl^^lC^oT, 

a 1 £ ft £ £fitH L tz o 

^;£:C57BL6T^7X (8~10jlt^ TTX) J5l$M£ y *§^&*HMGB1 M6/£H 

(100 ju g/ml) £400/; I (40//g HMGB1)&3lM*£g:££7k400//ISi 

5-Ltz0 12B#Fii]&[ZT^X£#|lfiL£i£ffiLTPBS£JjPa.£m£4mL[::;ftSRLf:: 

o iH'OHlcFicol l-Paque PI us (GE) ;$£3mL WMk^03L\z^%RMM1tW,M L 

fco 4 0 0G (18°C) Tr4 OflfiljilifrU Ll^M'b 

fdHUXU 45 mL (7)PBS£})P;L 8 0 OG(18°C)5#Tfjl<fr L±;f £l££ Ltz0 

^blcta-Jt45 mL (7)PBS£}JP*.8 0 OG(18°C)5#Tfjl'fr L±)i£I&£L£: 

o !#bftfc^M$<£Phycoerythrobi I intPE^Iif^jtT^XPDGFRafctfa&cfct/F 

luorescein isothiocyanate (FITC) II!lifc!LT7r>XCD44fc!L'f^;TrJSJ^^-i±fr^N 

yn—-y-4 h'J — (Facscan ; Becton, Dickinson and Company) Iz y 

mMi^^ilil*l(7)PDGFRall14/CD44ll14^iS(7)#SMJt£lilz1ffiLfro 

[0057] : HMGB1^12B#r01^[3N ^'iflimM^iiil*l(7)PDGFRall14^oCD44ll 

14$ffliSfc^t;PDGFRall14^oCD44^14^iS^E[3±i^]P LTl^ ZttfW b 

frtK-otz (014) „ IP*,, HMGBKifl-filrt^b^ifiL^lc, 

(D~7—t) — t LT£P bftTl^&PDGFRcy H14iM£ SbMt <§>S14^<§> Z t 

TjkZtltz o 

[0058] #§?: PDGFRafc^t;CD44[i'tMfiS(7)^tl14^tm£^a-r^'tMrBim^t 

LT£PbftTl^<g>o $K# 

mi&s , zbiznmmi&^&m 
m.t£i£\z$J'M£^m.tis*ix^z>0 &tzs ^mmx^mLtz&m^its Rami 
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£fcN HMGBKi&Jftttii 

STUS®, u aitgwjgji^s^L-ct^ 

&t%7i bft^o C0J;a4^lttt^;^iL<liHMGB1£|fMl*l(c 

e^-r-s - r% - <tic^ L 

fcMtffltfeSo *#§!.[::£oT, 
ICKIMU #Uh &J*;*;)!, 

ii^(7)Mi<!:|H]4i[z^lx^tlTrfey, zti3-T*M&m%fe<Dtzlsblz#mfr 
bSlXLT§fc«(0^[:< b^, 
WftfetPSIfflZtZ^tzo 

[0059] [##$] 1 3 
gift : J^J*tttli;f^HMGBl7r 5 'J-0)P^(!:-tM^m^fmiiS>S14(7)^ 

It 

: Sr£T^Xj£]fttaij$43[::^£*i3HMGBge:7 7 5 'J -(7)^to£Weste 

rn blot ;££ffll^TfiillLfco ^>7°;U<!: LT\ §T£^ ̂ *40012^ b!#fc3t 

lfj£l*tt££IIlfty >i£Mffi;fe)H 7.4 (PBS) 400 mlfllzjIU 4°CT-24B#Ri] 

J^^zLK-^a^Ltzfe, mm^m)^<tzSblzs 4°C(D^#Tt:10£fBEl, 

440 GT^<frL±;i£[I]ilXLT!#bftfcj£j*ttai$£10/; I £SDS-PAGE;££ffl 

l^tl^lL, W^Tr^it 7T-f >?£M (ATT0) 

t^PVDFJlfc h7>X77-Lfco 3%XJFA5;U^0. 1% Tween 20 #PBS (S-T 

-PBS) izXs M%X*mffl'T h Ltzte, S-T-PBST*1000^lz#3KL 

fc7lf7 hijU^XHMGBI into, 7t*7 h^T^7XHMGB2^N ^tfyM/CT 

^XHMGB3m^£^ft€ft4oC^16B#r0mi^$-y:fco &l£&, |s]PVDFfll£S-T-P 

BSizX5^5®m&i£, S-T-PBS"Tr2000fp^rSR Ltz*J\,**i/$—tf•V*r 

HgGJfiH* (GE Healthcare) [zTI^PVDFJ]££250CT*mFiI]>r 
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— h Ltz0 ^ bl-S-T-PBSlzT5^vrBl5[I];5fe;f^ECL Western Blotting Detecti 

on System (GE Healthcare) £|H]PVDFflI<!: ECL film ttz 

&S&&LTHMGBU HMGB2, HMGB3* SC(7)#i£Ltz0 

[0060] ff^"7r!7XJ^jB^bTr izol (invitrogen) £ffll^TRNA LjEI-Super 

Script III cDNA synthesis kit (Invitrogen) £ffll^TcDNA $"nJ5JcLtza 

ZCDcDM *=r^-3\s— h <t LTHMGBU HMGB2, &1/HMGB3 (7)cDNA£PCR (TH 

^—tfiitlSSJS) 75yiiIB^iJ(7)N^5i[zFlag tag© 

IB^J (Asp-Tyr-Lys-Asp-Asp-Asp-Lys ; IB^iJ#-§-: 18) Ltz * >/^ 

* —pCAGGSlzfiA Ltz0 ^ftbCD^XS *-£HEK293 (t M&JEW 

{zmm^mALwmmmLtn&mazvtz 
0 HMGBU HMGB2, &1/HMGB3* 

j*[i4°CT-16B#|iiK h 4400 g • L±;f L 

tzo C0±j*5O mL &^yiOO//L0Anti Flag tSfrGel (Sigma) £;I£L4°C 

Tr16B#r01-r h Lfro jl'frLGel £H]i|X Lfcf£PBS£ffll^TN 5[H& 
;^Lfr0 Ml- 3X Flag peptide (final 100 jti g/m I) Ltza 'J =i 

yt?j->h$>/WM(Dmm$s-T-PBs vioooi%mKLtz^o*tjiFiag mt 
s XtfS-T-PBS Tr2000{S^Lfr^;U7h^v*-^|Ii^/LT^7XlgG^ (GE 

Healthcare) £ffll^frWestern blot jilZTfrHS Lfc0 ^^ib©ii'J=i> 

HMGB^T 5 y—0in vivoV<DM$b&&&1~ 

£ tz &b lz s 8 jlt£C57BL/6T ^7 X (DmU£J* £ Hf£8 // m(7) R ̂  [ztj] |$ L £J*;* 

^Z(Z^IMLfcHMGB1 • HMGB2 • HMGB3^ft€ft (100 ng/ 

H L) $s 1 g/100 mL PBSO);mm<D tTJUn L^rO) 3 

*,100 /iL£;M®[Z^Lfro 

• ffiUfaTegaderm (X y — lA'MUX^T) Tri!l\ 

It;!1! Ltz0 

[0061] $bl:t t hf*MHMGB1^3l 
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7ttVx> • £ffll^TflMffiL 

tz o ®fl1 cm2(7)t h£j*£ 1 ml(7)PBS[Z;IL, 4°C (7) ̂ 1^160^1^ 

AoC(D^TXWAmA0Gxm>bLtzo ±}f(7)«^£[I]UX L 
, t h£j*tttii;i£<!: LXi&mLtzo £tz, ^Jr> • =?-V>/<-(7)±^[zA 
ft<Ml£(£ t (Cambrextt) P — 

"9~h cDiosnt^ CDI66RII4, C 

D29RI14, CD44RH4, CD34I114, CD45P=t£<!: £ftTl^<g>o £ b 

) £tz, 
>/<-T^[c(iN t hHMGBI £100 ng /well (R &D*±)&t/PBS[ZT10^)lR L 

fct hJ^J*ttai;S£Aft, =i> hP-;U<t LTPBS£ffll^o 

[0062] : Western blot(D$^ HMGB1 (7)A> K(7)^[zHMGB2^HMGB3(7)/0 

tii£ftfco HMGB1(7)^[Z7T 5 'J-* 

>/ ̂  MX fo £ HMGB2 fc £ t/HMGB3^#^ ZtlXl^&Zt TMH £ ft tz (HI 6 

) o ^ft€ft0*>/^M0N^iii[zFlag tag£#}]PLfcHMGB1 • HMGB2 • HMG 

B3(7)f§IJK^*-£^MLfr (11) o HEK293m[3f§IJK^*-£^a^ 

iAL, fllJLfr* ̂ /^M^-Flag tag Western blot 

;££ffl^T*>/^SC£fiiHLtz (IH7) „ ^ftbtf)fffM* >/^SC£ffll^ 

-6, l^-ffttf)* >/^ 
(H18) „ 

£7ssizit;iijLtztzh, 
yj^MAz:M-MmBo)W\^j]^BiEx^tz (1219) o -zoxomstmu 
izs t hHMGBist;t 
fo£^<!:^bfr<!:£:ofc (H11 0) „ 

[0063] : HMGB1<!:f@m£^iSl^>/^SC<!: LTHMGB2&t/HMGB3^£n bftTl^<g> 

0 ^ftb(7)*>/^MtHMGB1<!:|H]4i(7)14M£^-r^)-<!:^#^ft^)o 

T% iEHj£Jffnttffi&frbHMGB10:7 7 5 U-Tr fo£HMGB2fc£t/HMGB3ijS£ 

£ft<g>-<!:£fiillLfco £bC: HMGB1 • HMGB2 • HMGB3(7) 'J =i > t£j~> h * > 

/^S£1/FlLs in vitroT?(7)#fjiPHl^^t^lSjK^;St££fii!ilLN in vivo 
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iz fc it & & j* mmfem & mm L tz„ §?£r o x 3111 & j* & * £>HMGB ? 7 
5'J— (HMGB1 • HMGB2 • HMGB3) 'J =i > t£j~> hHMGBIT 5 'J — lzl£B 

yMtzttm^^ztj:^tz0 stz 

mm, >m&ms 
& L < i^pjr^t & z t x mmz%m%imt>mftx- $ & t mmt & „ 

[0064] stz, t ht^ox(Dmmuttti?ti$:mj&t&7$sm.mmx98% (213 
/215) HMGB2(i*;|i^j|i£$jrf37 5y&IB$iJT-96%(202/ 
210)y, 5 /itsB^uTr97%(195/20 

0)(T)fg|^t£^fo£^<!:7^froTl^<g>o ^ZX\ t hCDHMGB^T^XCDHMGB 

t h(7)j£j*ttai;i£ 

HHMGBIjb<T^X0j£]ftttti&-\\ HMGBI^lHj^ilz-tMrBim^tm^l^-r 

£ S14J!)< fr\z ti-otz o 

[0065] [##0i]2] 
gift : 

: 6iISSC57BL6-E#0l]Ek 'M, fli, UK, flm&t/§T£^X£j*-
E#££IIlfty >StM;feH 7.4 (PBS) 1 ml fid;! U 4°CTf24B#PE!H >^F-
ZLK—?/3>Lt=^ mm&Wl)fo<tz1SblZs 4°C(7)^TTr10^rB^ 440 G 
XMibL±:M£[IMXLT;i§$ittai;$<!: Ltza MPHI^ 

7ttVx> • ?•*>*<-& 
mi\ &tzs mc-v-^ 
7°;U^[3#^ft^HMGB1(7);lJt£HMGB1 ELISA kit(W jX h) £ffl^Tl+;liJ 

Ltz0 'Mfccfct;j^j*(7)5ii$ittai;S£^/'v|;>77^-7^-^ 

> • ^^y/^-zmi^xmrnLtzo 
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[0066] 

sb^titzo -7oxiittmmt-7oxcwfi 

^7X^fl$itttli^(7)HMGB1;lJt <tLfrism 

£^~3~o 

[0067] [^1] 

HMGBlfl® 
(ng/mL) 

110 fe«9 

JH 140 &<9 
'h$$ 4 hV 
It 0 M 
wsi 115 ND 
ITJH 61 ND 

NDi^fT^T 
[0068] #§?: J^J*(7)^/d:b«Trtiifl£^II^M^[z;It-f£lt<!:^affl®4^ 

^<Z>ttt±i(HHMGBI^IS<tAy<bf 

3H§s®[z^LT^s<b#^btis0 *%mz&^xmrn&tt;mm(Dmm 
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zmmx-ztzo Sbic, 

[0069] [##0I]3] 

: t hM^fi*±S#^»HEK293St;t h^If-lSim&HeLali^ft 

^ft10%IM?^ifll}f#D-MEM(nacalai *±M) Tri$#Lfc0 

BSTr&;$^ miOM@£4°C(7)5 ml(7)PBS(nacalaittM)[z1 6B#rB1;ILfr0 I 

^njlJt440 GX4°CX5ftf3MfoL±:M$:mZLtz0 7ttVx> • TAOA-

(7)±Jf[zt TJi[cDMEMT-5fS#&Lf::^flStttti& 

: HEK293ttai;StHeLattai;St|H]4i[3'tMrBim^tm£^-r^St4 

Lfr (01 2) o 

: ±s#»£PBsiz;if £ 
S14^ SC £tti t £ Z t [3 f$xj] L tz o 

[0070] C##0I]4] 

gift : 

: 

(1) 

tJ]|&Lfc§T£^r>Xj£j*frbPBS (-E/m I ) i=|=i(3 4°CT:16B#re1-r >^0. 

H-va >LttaiLfrJ^J*ttai;S£4oC(7)9{S^20 mM 'J^itAyT'T- pH 7 

. 5£ffll^ lOfSl^lRLfco fobfri:^ 20 mM 'J >ipH 7.5 (3 

0 ml) £HiTrap Hepal in HP column (~h ^AHir : 5 mlN GE Healthcare) 

(D^lz^Lti^A^mtLtzo £bC:, •€* 

(7)H20 mM 'J >11/7 y— pH 7.5, 100 mM NaCI (30 ml) Xt)^ A£;5fe;^ 
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Ltz0 WkMLtzZ mM pH 7.5, 

1000 mM NaCI 7 AfalZyftA LN 

[0071] (2) #MIMijy^X(7)fFJ5Jc 

T^X(z10Gy(7)X^[I]ffSIf£ft^, #M«jT^X£fFj£Lfc0 

[0072] (3) 

GFP^^x(7)i®{iMi'tfc^t;Tii'tcfcy'tMm£sisLfro zti&mm 
m4mm&mLtz#mm\vox<Dmmm&vi8Li*Ltz0 #*>% 

>K<fc SiRAIftSrFlcifefT Lfro 
[0073] (4) =E?J\,<DfttfL 

GFPTr>X(7)'tfil$ffliS£^KlLfr'tMffl$ijTr>X[z>r V7ib7>l:TQ&Afi* 

S^frlV 'O hA;H£* — ;U (45 mg/kg) £HI^I*|[Z;iALfro T^X$-

Kteii^igfiiciii^u txizxmwzmtpmm&iiuz-tzo 
;&*H||J2.5 mm, ffir^l mmlz K 'J ;U£ffll^TgFsI£jjft Ltz (IH 1 3A)0 Z0SP 

1ifrb;££3 mm£H£M£5tiil-LTN 20G"9"—7 •— A LTgl^ 

Lfro [tJ±£^lt, M$t£-^D^^|Lfr (11 

3 B) „ 

[0074] (5) y± 
|ij^(DMl3N /\5;U h>v'J >v<t26Gv'J >v£ffllMTN 7 < 'J >*| 

M£|J (7-r^'jy^» (7ti>ut-;u UfcMF) ) 

/^;>^^Al*Miii^£5/i i&AU (hn>e» 

(/t^;ut—;u (Ikli) ) £5ju i&ALfc(0 1 3C)„ :(DHftl:<);ot, 

j£jfttaj$'vK|j Lxmm^-otza 

[0075] (6) 

t-n-j\,mt%mmo)voxt&mi*xmmLtz0 

fr&b (^B#Wlc) , Tr>x£4%/^/1x;uA7;Uxt K[cTjI3SE@$^, M<D 
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£b[^ 4%/^/1x;UA7;Uf"t 15%13 

O%04giBv a )n£ftJ?!c Lfc0 

DAP I (4', 6—D i am i d i no—2—pheny I indole, dihydrochlor ide)solusionlzTM 

MRfi±£iJ£ffl^T£fALfc0 

SB# (M$i£MS|5) T?0GFP|IIt«ffl0S0*W£l^® Lfro 

23irBifc^t;63irBi^(7)GFPiiMis*fi£^i4^[3^-ro 2® 

Wik (=i> hn-;u; in 1 3D, •, m 1 3 
E) fc£t/6jipBm (=i>hn-;u; mi 3F 

; 01 3G) <ttlcN =i> hP—JUff lc£b LT/niSlff ̂ MfljnlMil-GFPPi 

14SB1 IS (7) Sfl T^iS IMi [n] [z & o tz o 

Lfro 

^bfrlz&ofco ztilts M&tia.n.tik&VMm&lzftl-t&MltB.m&W 

£*±a>*jfflRnnte 
[0076] -tiff, 

&m%m<Dtz&iz#mfr b six L r ̂  tzm*iMm t J±$£ Lxmm 
# Mfi S&flliMJ&tf) ;£ £Wt|[3f-g)t(7)Trfe-g)o 
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11^0150 
*111] (a) b (i) U \h^£tz 

b^^'ifiil-ffi]H"3"%>tziftlzffi 

; 

(a) HMGB1*>/^|C 

(b) HMGB1 

(c) HMGB1*>/^SC£=i- Si-

id) HMGB2*>/^SC 

(e) HMGB2*>/^SC£#«-£im 

( f) HMGB2*>/^SC£=i-

(g) HMGB3*>/^SC 

(h) HMGB3*>/^SC£#«-£im 

( i ) HMGB3*>/^SC£=i-

*1*2] 

b ifl!13MM t £ tz&b 13rn Mo 

*1*3] U ifiif 

£tzizffimiz®5-£ti&s mm^mm^MmmzWirntstzisb 

(a) mfoximmzmmzmtJim, 
(b) x|S (a) i^#bft<g>ttai;$£m:i£'ft'\/'v|J 

IJIN (fccfct/ 

(c) b>$g£®#£&tti-fsisa 

symxh-oxs us ( 
b) nmttm 
LTiSiMi^[cN 

\zmwi1r; 
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(b) X® (a) 

^)X|So 

&x*sN 
(b) X® (a) 

fo&t flMffi £ ft tz ai ;$ £ iStRt" £ xlSo 

izM&t&mtt'gbtmmztitzm&fofrbs fiffl^ti^b 

-f-O) IPIAE^J/SO 


