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)£MfgL/c „ *ISfFJ$6, 24, 48, 72, 96 h mzm^M J: U HMGB 1 ^ yj^O 

K(1-44)5Mg/300ML, &t/PBS 300y, I(Pitt =1 > K P-JU£¥) 

©50&-££*T o fc0 iiiiJ*©>r * $ > 33 J: tf **> ̂  *>* > £L T 

t*/d£tOi>ll£}«L/co 0TC=l>/^> KtCfIlt!£SiILJS35 |im©;||S 

£fFJ$ L tco ^TL V ^ XPDGFR a 1^0 <£ 9 o fc0 

1/^JjtfrtiPDGFRa Rabbit anti-PDGF receptor alpha antibody (Abcan4±S^ 

AB 61219)L/c0 2^JjtfrtiALexa 555 goat anti-rabbit antibody(MoL 

ecuLar Probes), 6-diamino-2-phenyL inodoLe(DAPI, Molecular P 

robes)£^fflL/c0 b-^-1I«(FV300, 'J 

A L /c5o -SGFP PDGFR a P§tt8fflJ&©& 

^rlt/UJ L^i^MOt^lSAE! L/co S/c, RNeasyKit (Qiagen}±|^)£ffil\T/L>t2jfI 

»^e>RNA^ffltiiU Omniscript Reverse Transcriptase (Qiagen 

cDNA^r^/co Gene Amp(R)PCR System 9700 (Life Te 

chnologies Japan \±Wk) LTfu^CDcDNA^rt^M£_ U7c 'J 7)ls$ -Y APCR 

TNFa^.t/IL-1/S^mRNAM^GAPDH^mRNAM^C^hb^ LT^iL/c„ 

/C.^tbCOS^#I¥'fffitiN Vivid 7 echocardiography system £_ 12-MHZ transduc 

er (General Electric }±§!0LTLVDdtDdi^^Jj/^ST^flg^X LVDs(Ds: 

LVEHK:&m%&m%:tmtz>ztiz£-iTfi-itc0 

[0044] HMGB1 9 yAtnomfrl??- K(1-44)0£#$^C ^ PDGFRaPitt# 

f£fi3fcP^^»&*IgfFJ$7B@0#*Ig^33c£t/ij^ • 

ftrnz^mzgimZntz (#*IS^: HMGBI^sC0SP^WT>T-(1 -44^K), 

52±11#*; PittP>KP->»U, 32 ± 9 CELLS/MM2, N=4 EACH, #P<0.05 VS. Pi 

ttP>hP-JU) (1|1A)0 ^/cHMGB 1 ^ >/^K©|)T>dr^7051 K(1-44)"eti 

#*lS^©i&^tt+M XTNFa, IL-1 /3 ) ^ tc (TNF 

a: HMGB 1 ^ K(1-44), 4±2#*; Pitt=l > h P-Jk 1 
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1 ±3 GAPDH; N=4 EACH, #P<0. 05 VS. PittP > h P-JU), (IL-1 £ : HMGBIH 

ft 0-44^7°^ K), 2± 1 #*; PittP> hP-Jk 6±1 GAPDH; 

N=4 EACH, #P<0.05 VS. PittP>hP-JU) (H|1C,D)0 56Sg©/frB$M^$ 

HMGB1 ^ K(1-44)ig¥Tii>i>f5*Ig^®£^i|X 

(EF= HMGBI 
) (N=8), 26 ±4#*; PittP > K • —JU(N=16), 20±4 1 #P<0. 05 VS. Pitt 

Z|>hP—JU)0 S/c, HMGB 1 * y^<PU(DWj^^y°^- K(1-44)?¥"eti^^i£ 

AtfWSKiCpftJStlfc (DD: HMGB1 ^ ffK (1-44) (N=8) 

, 5.8±0.2 #*, PittP>hP-JU (N=16), 6.3±0.2MM, #P<0.05 VS. Pitt 

P > K P—JU) (H|1E)0 

[0045] **fcfJ-e&HMGB1 K(1-44)050P^£^C^T, 

PDGFRaP§tt#itP^lg3IMJW\ *lSfFJ^MlEl®(7 0 @)OSi»tf 

f Lfc(i 1 A, B)„ fttc, iT^^K( 

1-44)<D&5-lZ£ U, PDGFRaP§ttP^^^M^©#SS^MIIIi^a)S]M 

£ (HI 1 C, D) 

d£tfs£a&£*lfc„ SfcHMGBI K(1-44)0&^&, 

©MIL /M^itgtce^T 
(HUE) 0 

[0046] PDGFRaP§tt«©B]M;£tt£ 

*^B^0HMGBI mx* 
70^Kti, £S7^215:P$yi£fr^&£HMGB1^>/^ff^ttU ttmifUti2 

0A—tz> K£#£\, K&, ^7°^ K£-

^7°^ K^E^pnp 

[0047] S/c, ^^SCDHMGBHi, X> K K^r'>'>©—fflT'fe'i)LPS(LipopoLysaccha 
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r i de) t Z £ t>\ E^qDn IZIPS ftps? =fc 

MAt&ts E 

mpDp^0LPS0;FbA(i^ L < £Eftl3*iT^£>0 HMGB1 LPS^jfflte^f £ d 

tfrbs E^pnp^;FbAL/cLPS^^^p^-r^d«>:ttai|-efe^o LfrL* 

-??• KMblCcfcoTLPS^O^fflltA^T-r-SCl^A^s EUp^CDLPSa^A 

ttltyTL, *^0J3£fc^Tft^;*ft7cPDGFRaRi 

mMm.^Mmm%t^m\z & & 0 
[0048] s/cti, *©£^&K*f§BJ3©HMGB1®Tfr/* 

7°^ K £ i&s^-^-r iii s tc &=t mWM IZ <t y t, & e> 5 ti 

T\ ^B^OHMGBIWrM-^^K^^ 

/frl£^©if££B§#£jUiiE£t-.&d£fc^3.5o z.(D 

tb$$ L T, *P$gBE tf ®tf)T iltLT ̂ 5 #J®CD •—o T? $> £> 0 

[0049] ^ 

«0*feMb ^^>/UX^^0=i>^$^-S/a >) 

Pt^#9/cto, CtltC)PiUT^ 

*£l*£U;:lxl'Jft~rx^, Axa*j}ifF£JP;i£X*i£#3; 
tz^tcisb, cco*^, 

£ £b$$ L *C *Pfe Bfi tf&ti r^Z>mm(D—3T&6£^z.Z0 



WO 2014/065347 16 PCT/JP2013/078758 

IS^©S5H 
[§*>RIII] mmwx^y0?-

[§*>RII2] tulEHMGBII^^r^y^ Kifs : 3 IZ^tS tl£ 7 $ 7 IllB^U 

FT:-&z>s it^in izmmvmmm^o 
[I*>RlI3] tulEHMGBII^^r^y^ Kifs BB?!I#^ : 3 IZ^tS tl£ 7 $ 7 IllB^U 


