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(a) IS ALF F= dyol dd& Rzl AL
(b) 871 &

=
(¢) A7) d g dF=F(blood flow)S AA T real-time) &2 &A= WA, A7) A|@EZo] gFzS AAt
S FZ(baseline blood flow)e] 70% o] o2 3|EA7|H AL s =

372

AL Fel ol 47 sEE vhex, HE, B2, dFo], #A, B, & F, 9, N B agels 3
3= Ae 5o sk Wy

37% 3

A1 el oA, ] AL aksty 2By, FA JHHEE o]&3 UIAME &4, SE T, 1714
=AM 23 2= (Arteriovenous shunt model), #3382 AR (photothrombosis model) T )
& o] &3t E-2HEEH A FYol o) FEEH= S EAS e WH.
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A1 g oA, ] dAGEAl] s dw ®
disease), ”@%Qﬁi(cardiovascular disease) &

EQoR d= H

A5d F e R4S (P A D3 (cerebrovascular
=m 73314 A3 (arteriovascular disease)¢l AL

A 7 3ol dolA, A7) HHAAB(cerebrovascular disease) A ¥HIHRAI, FA Y
y ) m

AA
g4 HEF, 2894 HEFT, d9F, 435AXFoN(mild cognitive impairment, MCI
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(transient ischemic attacks, TIA)Sl AL EAO R &= WY,

A3 9

A7 el oA, A7) AdERAZN = FUAS dRAdde grsST, 57 X, olHE A sUASS,
SAEAT, WA, o 2 Bk AAT, WEF, dew AT 2 gsURE et dew A
3, Yxd9As v A I AdBAS(acute ischemic arteriovascular event)$l AL EFo = 3=
LI

g Al A

g A dd gl SAYY R ol o] &3 I EsiAle] A Wl B Aol

g 7]

R HEFS F Ev o A2 Hu 599 - A H A (thromboembolic occlusion)ell ]3| of7
(Wardlaw, Murray et al., 2009). S84 HEF9 4%, wE Hdg3vte] Brus dxds Ao
AAst7] %k FAdEA FHE xZHo|th(1995; 2 Choi, Bateman et al., 2006). Az 32 Zg
F2 @A (recombinant tissue plasmionogen activator, rt-PA)e] ™ Fojo] o3 EHE A u
59 w(onset) §F 3AIE Uel A F o= dAl FdEA FU" AN HEF dig AzmHolrt
(Caplan, Mohr et al., 1997; % Lopez-Yunez, Bruno et al., 2001). &}k, Zul o]Ate] satEo] £+
3 A5 ¢ AFHA ANBS(recanalization)S o]F=dl Ao gh(Rha and Saver, 2007; % Lee et al.,
Stroke, 2007; 38: 192-193). W% #HA®E Fo] g x|zl o) drHon Adsdant T A,
o]#] 3t 3] (benefits)S A¥F &AH(Hallenbeck and Dutka, 1990), Y3 (Adams et al., 2005) H Aj A
(Heo, Lee et al., 2003)°] 91%lell o3 thA] ofstelth. 3, rt-PAE AA54S 7HAE o2 BaEdo
(Chen and Strickl, 1997; Wang, Tsirka et al., 1998; Nicole, Docagne et al., 2001; Yepes, Sandkvist et
al., 2002; 2 Matys and Strickl, 2003).

BT Aege 1 ga5o] FHHUAAN, AL&r7tede @A 2 A LS FEdhy] Wi, rt-PARTE
g fso] F2 293 88 AA(agents)E MNE37] 93 B2 AlZ(efforts)7F AATE. ]3I A =E
2 t-PA9] WHolAE, T8 A22RYH {3 Zavwl SXAAE E wolma2Eeane et A
st FEE(drugs)S e 22 5HE Ady (a) MBH SolAde Zdl; (b) €7 Ul wkzdr]e 44
(¢) Eet=mwezl A gAA-100 &g AAls A 2 (D) AEFAE 39, oy 714 E5S 4
AHS gdgslgon, WH GRS A A%S dAFEn Y= AHoY olgfdt FEEL2 dd v HEd
S Bl R av, dlE 5°] rt-PA, Urokinase 5 HHE&NA7L ofo] sidert. AT, dHL A7
BE|xel oAl o) FAgdwEv.,  Eg, EFN, WdF g AYPAEE o] FAAHEECY.  FH
AS o R 3= HEs AAE digt dde AL HEF FAEAA HAAE e ANEE
(recanalization rates)®] FH o|FE % 3sfuvoliL, olg|g AS IA-FH o] ot HAAqA B} ¢
dnkx o2 dojd = Ut} ol#fgt ZHeA, s EPoR sl A5Ho Add ddEs ass 9
3 HHAS E‘r}}l%]ﬁ}% A2l gk ME o) wE bl WA = gl

olel el widz]e] Wl A% JFubd(Platelet glycoprotein, GP) 1Ib/Illas ZEE=ZE P4 = FHo
=218t} (Shattil and Ginsberg, 1997).  GPIIb/Illa &A= B o) Solxog Aoy I
A A= /] HZ= GAEZ wislgch(Phillips, Charo et al., 1988). wakA, A3 GPIIb/111a +&AS €
AYsl= Aol g ZFgsl= k& S 93 HEH (nainstay) @k, Ee 43 GPIIb/I11a Z3AE
o] /sl Hidl, ol GP 1Ib/I11ac] et Azb-wp$-2~ 7w & )2] Fab ©@¥H(abciximab), RGD HE}o]
=9 d-FEtol= FAAS(EZnE 9 gujdyh) 2 KD REZE 23ste 94F FEpEel= gadeH 1™
(eptifibatide) S ¥33Ft}(Seitz, Meisel et a/ 2004; Abou-Chebl, Bajzer et al., 2005; % Eckert, Koch
et al., 2005). “&&3F GPIIb/I11a AFAES B FAS, w4 A4, 29 Z994 a4 A

&< (percutaneous transfemoral coronary angioplasty, PTCA) % ZHIEA&EES We  3xE5q 7
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i =59 45, A H(abeiximab) > Fo]l WHE A SAIZE WA 64170l Ava A
AEo A 1 5% S JYehl A E@ch(Adams, Effron et al., 2008). &A%k, GPIIb/Illa ZA3AEL A
AE HEFT RS dHE L7 AEE x5 myFolti(Heo, Lee et al., 2003; Seitz,
Hamzavi et al., 2003; Seitz, Meisel et al., 2004; Eckert, Koch et al., 2005; 2 Chen, Mo et al.,
2007).  EgH, GPIIb/IIla JAAES = HEFTAA vAEH ALE FAs=H Fostd ABRS 5§55
7}F2tH(Choudhri, Hoh et al., 1998; @ Abumiya, Fitridge et al., 2000).

i
(i}
o
32
o)

by Mmoo RRE AAE FRYE 2qrdk dade il AMAbEW(Saxatilin) S EHE|= A del
ArgGlyAsp(RGD)E 7HA+=d], o] AdL da3 GPIIb/I1la FEA Wi fx=<leade] <% 79
(recognition site)o]th(Hong, Koh et al., 2002; 2 Hong, Sohn et al., 2002). 2hardde g4 3
(Hong, Koh et al., 2002) 2 dx% &A3t(Jang, Jeon et al., 2007) Ao &3 AAasS 71xlth. 3
A g3 el GPIIb/I1Ta &4 AAAES] L2zl a5& 1ejd o, Ao dx

Aol k. B Ao, B 9 ES FeCly-fEd 59 ddF vlgsn 2dS o

i

AVE 2 E P §%8 AT Kurz, Main et al., 1990; 2 Konstantinides, Schafer et al., 2001).
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Y ZYolE oJAo](Astrup A and Mullertz S. The fibrin plate method for estimating fibrinolytic
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AA e g0 "dAHEINA"E AL TS AT BES Yulsty, 3 4 8dE §elEte V1SS vt
y Asts EA(AAW, rt-PA, Urokinase 55 ¥ &8t dA
of HAH d& W EFF(blood flow)] 3|El

o]g¥ = WA EARA, EA, dd, ax

A ol
Pet] E HAR FHES EFhE, oo BHHE A ohnh,

el wpge Aol P4 FEO AAEASS A BA, vhgEeAE U2l
3 H

O Sy ol ol
BuAE ]

dS At BEo2RE T4E HFelolmz, Qe 1
ool wel 9 ER3 sideef deAtgett. YAQIH Y 45 YA 84 o4k ZolE TR
Az Q-F5 o=z, dag 3 2 Adua-oEA A Fabol| g e A dRelrt. yxl
Hade gdag Fdd EA8s A" [Ib-111b FEAld Soldoz As= Arg-Gly-Asp(RGD) T+
Lys-Gly-Asp(KGD) A€ XExZE xgtatal, o5 & &3ty davde] F&A-guzd St 9B
o A% Abcheit. 20 ade 84 A3dA R 75 AP, EEW, HA4d-2A3 AxH(PAF) 2 F

Ast7] w&ell, @534l (anti-coagulant)ZA o]& ¥ T} wal o)xolg g

[e)

ehlel o) fER $HE
[e)
= I

2 ool miekzlel e way, B odwyol a9 ade dHEd TS /MR, Arg-Gly-Asp(RGD) o}
w3 MES g Hoh v AE, ¥ e fgadduade AAle ™ (saxatilin), ZEAEWY

(rhodostomin),  ¢X#E#(albolabrin),  o}&&F1(applagin), HFAEAl(basilicin), HESAXEE
(batroxostatin), H|E]Z~E}€(bitistatin), ¥}F-H(barbourin), Al# ¥ (cereberin), A|2}2~¥l(cerastin), =
ZEFEE A (crotatroxin), T2 (durissin), ol7]~E€(echistatin), Q@7 (elegantin), olgl~EzZA
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(eristicophin), Zg R g d(flavoridin), Z g3 ~e}El (flavostatin), k2] Al (halysin), Zpelepal
(jararacin), Ate}~ElE€l(jarastatin), A#FH(jararin), @FAA1(lachesin), FEAI(lutosin), Z=2A
(molossin), AEAl(salmosin), ElZA"J(tergeminin), Eg]Z22}W(trigramin), EZ W 2E¥ (trimestatin),
EgFAd(trimucrin), EZFEFA(trimutase), $-9r2l2El&(ussuristatin) 2 H]d(viridin) &2 T4
TOoRFEH AYE faRlEad B ole] WolAlola, Mg nigAsHAE AR Y B o]e] WolAo|th,

ool upghA e o] maw, 2 wye] r-AAEd e AHE FEE 3-20 mg/kgolil, Xl o] wlghz s}
AL 4-15 mg/kgol™, 7Hd mFa sl 5-10 mg/kgoltl. 2 o] maw, B dhgo] r-2xlEH e FoF
E-ojEAoR b wAE dae] AldEe]l avE vERlth. & 3 UlX] E SollA B 4 de], 2.5 mg/kg
o] r-2hxldd Age A AAE dae) AAE o 3049 dFFEF IJE a3S e, 3.75 mg/kge] e
= oF 609 dFF 3H aR(F F 60 A)E HERtk. o yolrk, 5 mg/kg B 10 mg/kge] r-2tAtE R
Age oA HA"E dne QAuEo] A 71E @MW (94.5020.47%) 742 3E FI(F F 14-198 AHE Y
BT}

2 HAA S §o "#HM(occlusion)"> FF ol o] HAHE e fFErd TS
ge] AL A Fol](clots)dll o3 FAE= Aol ofvzt, e Add FHE BT
T2 Aol LAt ARAW HAFE o|F = AN, o] FAHH= AL o).
A AuE HNe AEE SHE Rl 7xste ddEd. =, AA Axe= F4 dAl M (partial
occlusion) H=x 2@ M (complete occlusion) & HFE o, 3 5] FF(baseline blood
flow) el 50-60% “FEo=z i A$E vlsid, &d HAMS 90-1006 FEoE Had AFE
o gt (Fal: = 2).

womgel A Fadel e, Boagel Wyel 488 £ i FES SusA AREA wow, u
O ombrE s Az, mhes, dE, B2, %], HA, W, &, %, 9%,
Il

B ok o] ulgdAs o] wEd, A &5 d@e 59 A pAgas ¥3etn, ®Bo utEAsAE
gisw, A, st 59, 545, A5 W (nesenteric arterles) A AEew, AT, BAE
#*, g x3et, 7 v sl dls W e AeWe EES)

o] H uhgo] Wk A7 Y ] FFF(blood flow)S AFAow &A%t A U IFFS =A8)

v e dgAd FAE e g AAE = ey, oE &9 259 A% (Lee KH, Park JY, Choi
SJ, Kim JK, Hwang SD, Joh JH, Clinical utility of access blood flow measurement by ultrasound dilution
in hemodialysis patients. Korean J Nephrol, 24: 265-273(2005)), ==% %39 (Strauch B, 0'Connoll
R, Geoly K, Forcasting thrombosis of vascular access with doppler flow imaging. Am J Kidney Dis, 19:
554-557, (1992)), EFF2Z 2~ HX H|X~E(glucose pump test, GPT; Magnasco A, Alloatti S, Martinoli C,
Solari P, Glucose pump test: a new method for blood flow measurements. Nephrol Dial Transplant, 17:
2244-2248(2002)), <29]4(700-1000 nm)S ©]-&3k= WH(Buunk G, van der Hoeven JG, Meinders AE, A
comparison of near—infrared spectroscopy and jugular bulb oximetry in comatose patients resuscitated
from a cardiac arrest. Anesthesia, 53: 13-19(1998)), €HAx=dF{FZ4 W (0gata N, Fournier JY, Imhof HG,
et al., Thermal diffusion blood flow monitoring during aneurysm surgery. Acta Neurochir(Wien), 138:
726-731(1996)) & EFSARE, old FAE = AL opdrk. 2 o] nigrAg FEdel waw, B ouy
°of dRF] FHL 2oTE o8 BEY 25l o8 SHH.

T3 "R SAMHe =4 Ao wel AAZHreal-time) 02 FFHS FAsE WA, NAY AzE
(pre-determined time interval)dl oA FFZFES St W2, HF Al H(end—point)dl FHS =4
sk WA So o AAE § YA, olo] FAEE AL olyr)

E Ul maw 2 owwye] Wi Ay g3 O AARE @RS 44 AIRE B9 SAS Haiks B4k
YFFe WstE SAHS. B wyo] vigAe Fddo wEd, dd i E 3 U dRES 1-
1203, B} upgAlelAlE 1603, But o] spgAEtAlE 1-30%, R 7P uiEAEAlE 1R S AAgte R
4% 5, olo] HWHs BAFoEN Hu y At w2A FFe] WIE AT F vt et
WS AFEAY] o $ AR Wl B oolg. 1 AZE wigtels @RE] vg AH(dE £, 8
e ATF, ALY Rk AR EE AR, §)& HAeke W A8E F Adrh
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w HAA ] gof "HA T (real-time)"S AHH o AR SAHSE As vstd, o= d¥ W dd A
ES ARl wet ASHos A H/ms A B4E ThestA @ meEbM, et Sl vla
sto] E wel W2 AAZer da ) IS A/ AR AT 5 vk Aol

o] el mad, 94 & ddglA o]lfE= Tw dud dds EAd. A e 34
Aol A€ el upel AAE 4= glom, oF 5o Aty 2EYAE o3 dd #§2, T4 JHHEE ©l

ot
&3 YoM E &4 &l £, Ayl (electrical injury; Steffen W, Fishbein MC, Luo H, Lee DY,
Nita H, Cumberland DC, et al. High intensity, low frequency catheterdelivered ultrasound dissolution
of occlusive coronary artery thrombi: An in vitro and in vivo study. J Am Coll Cardiol, 24: 1571-
9(1994)), 5 F3 <= (Arteriovenous shunt model), 3384 MR H(photothrombosis model) H&= 7}
B2 o 8% dyuyEel 44 19 ¢ THAW, ool FAHE AL ol AE wigrdslE A
4 ~EUAE ol§@ B fuolth X wyel mA@ FHo] wEw, W el Pye Ashs Asd

2 i EAR FeCls 2 o] g3},

= 2] E g3, By vgAs A, &4 dae g
2y WS AEElHA AlLEE o] "AFEANSe B uby
3

©
stk B owyge 43 IS 7
(blood flow)®] 3]¥el QIS WA= A AAF-E5 HASH] fate] 23 delA o] &¥ = mA9 &4S o3t
. A7 AREES geEd, @i, A, fEel=, Em B HAdE FEES s, ofdl 34
He A2 ofyth. 2 dHe] ANFEAS AT EE HVJ‘%’- A AE HAT R Fold 4 Qla, WA
Foldl Afol= Aol F4, 99 F9, 25 5, de A, 5 7], a4 Fo, B9 Fo 5o
Folg = qlom, 7w EAlE Uy FYeltt.
HFHow, B iy whie ok dAaE T8 9 U RS AAter S, Agd AFEA
o ¥ W FFFol A FF 50% o]} IELH AL S A E dHLAAE FE)

_IEI_
A g e wEd, 2wl Algedel o uE dRHe] A A IR 70-

2 o] npgAs 74

3 A=E Qs dA(c-1 V—?Qi 233t}

2 ool npgA s FHdo mEE, 2 dyol W uwel A3 E g A sl o e A=d
T Jdx dBnAse JYAAs(cerebrovascular disease), Ad#ASH(cardiovascular disease) T Tu7H
34 da-&d3H(arteriovascular disease)o]t}.

B omgAre go "YdBAS(cerebrovascular disease, CVD)"& AbA-ZH Fols ot 4 Yo FFaE &
To A doju}= A dadsteor Aubx o2 CAD(coronary artery disease) /B3 PAD(peripheral
artery disease)$ &7 TAstE A3k comorbid disease) ¥ olUet, FHIA A = JFPgo HE=S

of7lete A3t Xt & Eol, (Ve ¥4 HIA4A3, 34 HAAM, HEF, Y HEFT, 28
A HES, AR, AFAdAXFN(mild cognitive impairment, MCI) T U3pA 3 d4t2(transient ischemic
attacks, TIA)S F3slx|ut, oo A= AL oflr}.

BowAAe ol "AE

Bd & (cardiovascular disease) Fi= FWHsIAH A& (arteriovascular diseas
e)u% /f:];f)}, Al Z} j}-ul—y g < =

=
o 1 Fol gt F(vasculature)ol] <3

g 2 HAE £ dHE SR o)
HE dibbel g2, A e g3 9%S vX e AYES et uiEAsiAE, gAY, S F
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wg AAIs] fle FAH

ojgt, AAldE Fsoto] ¥ WS U A Austaa drh. o]lE dAAde L2A
[e]

%71 ICR(Institute of Cancer Research) wl§-2~(8-F#)(F
7he] 9 o]8-2 olo tfdk NIHS| X el 3t A== 5
AHEE, TES 70% N0 2 30% 0,2 7Y Ed=(HISEFTFE, ?ﬂ'?{)ﬂ] Z3E 5% o] AT T
EAS =3 vFHAATY. nFHE 2% olAZFEHoE FAAAY. e A B, TEY AL
2HE AHFHow WUHHSNoM, 20 248 fFYE(Homeothermic blanket control unit)
(Harvard Apparatus, Holliston, MA)E ©]&3}o] 37.0+0.2CE FAxatgrt. r-2xlgdle] ¢ b
23 FAHS H2ES7] Y8 FeCly-F=%¥(Sigma-Aldrich, USA) 59 g4 =dg o]gsict. A¥
4547 (midline cervical incision)& AAlste] #5 F4eWE = AV (SEILER, USA)stellA =AAH
A etk 22y =28 §%5ZZH (ultrasonic Doppler ow probe: Transonic MAO.7PSB)S F74 &9
(CCAY9] FAdF-Hel AXAH . 735”“ HFHS 54 TS420 F% vlE(Transonic Instruments, Ithaca,
NY) 2 iWorx IX-304T dlolg] &5 Al2®l(iWorx Systems, Inc., Dover, NH)& o]&3lo] ZA3stt). ixs
O ®A CCAS| 72 FFZFS 5k 14% itk dixw V) dRFe] 24§, IZRHE AZSSI
HEH A FTUYHHY wgZE  ®W(adventitial surface)oll 50% FeCl;2 X3} o 3x](700 X 500

m) (ADVANTEC, Japan)E 5% -&¢F HFAHo=xn 31oh2 xEg o] o3 stz da &4l FrEH .
AHNAE AAS F, CCAE A o2 AFsta oy dRZFS SA4Unt. IFrFY AE Fd 4 3
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A4 #Hd9 24 2 37 54
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of A¥l=AZT. e 5SS 3 m- AR SRR dA&HoR Hdsglrh. HuddE Efo|~ES
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AZZ AALE >l 9%k A ) 83

CccA HA 108 ﬁ, PE-10 %" (Becton Dickinson and Company, USA) ¥} 3A% FUHBZ(KD Scinetific Inc.,
USA)& o] g3} = EH ]H AU F3 r-2AE-S gy Fosiitt. As dRFS FY AMAAL
FH 2A1ZF 5 A 2 RUEHSAT

i}

JH 41
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StAZ. RS adE ofieh ol Ateta A IRl Fowkel e MEER AT (-
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-2 E RS FoAR-oEZ P8 &5

r-2tAtE Rl o] Fojd-olE&d galis FFAIH(flow-time) 34 ofgle] W] dig dHo]E|E o]&3le] H7EkS
(% 3). A A AP (2.471£1.07%) 2 vlwste] r-2RAElY AE]E 1 mg/ke(2.36+£0.78%) W 1.75
mg/kg(4.97+£3.94%) 9] FolZgolA o we WatE oflatA Fskrh. FFHY 3E2 2.5 mg/kg(32.50+
33.70%) ] Tl BAFJOW, FoAFE-o|E:How Frtelgitt.  BRE 5 mg/kgd] r-AMAMERS Fo R
A9l 7] #M(94.50£20.47%)7FA FEHATE. 5 mg/kgP 10 mg/kge] r-2AtE ™ Folat gho| FEE zbo]
7 AT

2o e r-ahidde) w3

. o 2
ol &3to] AAF AT}, A% R vluste] FoTEoAe ¥
1

Folek(5 mg/kg)d] BFA FTE, 77.01£46.11%; (b) Foi=ke] wkS 747} o) =

+29.95%; (c) T@%“’] HhS Foleta UM A FAFE dASH0=m FYste olF BEFA FYT, 80.72+
30.13%; # () F FAZF 1095 FYsL UM FAFS AHHoR F98te= olF 5F2~ FU+, 94.50
+20.47%.

A3 a3 7aE Fojuy w 2 A A (time points)ollAl #HZHJAY. 2" AHAL b5
2o AH #FEAT: (a) o)F EFA FHE vz A A A F ok 508 Al (b) F FolFEe
222 39 F oF 100% Al 2 (¢) FoFe Ayke] BER2 FFu YAyt AHHoz F9H £ oF 110
A(E 4).  F FAFY 1095 FYsta YA FolFgs d&5Ho 2 FYste vk e ojusk 2w A
= BEIA ek

r-2pAtd el % ABF A7

g ol Al -2~ 21 mg/kg BE 1.75 mg/kgd] r-2AE ROl AHEE mpg-o A= E3A Q) A TS0l
FE A okth. 2.5 mg/kg®] r-2AE ROl AEE oAl mke] o] mbe-2~ 5 wkE], 2 3.75 mg/kg®] r-2HAF
dol] Hzl® oAl mg o] wbg-2 T Al mRgell ARt a3 A T-Eo] dojwtt.  mRAQ ATHES A
Aol 50%7H4 AFFS 3 &Hste FAoE AHoEoem, o3t &L 0% Hrh ¥ st FAHAG(E
5). 5 mg/kg E¥ 10 mg/kg®] r—2HAtER”o] AHYE EE vhe-2oA E3AQ Ald-go] AFHATHE 5).
A AHdE A ARl ot oS3 2rh: (a) 2.5 mg/kgd] r-AMAtE o] AHEE vk, 32,92+
23.52%; (b) 3.75 mg/kg®] r-2MAte@o] A w9~ 21.75421.62%; (¢) 5 mg/kgd] r-2tAtE o] A& g
a2 13.92+£6.02%; 2 (d) 10 mg/kge] r-2AtE™oe] AHel® wl9-2, 19.46+£19.75%8.  EIgE, a3F<d

ﬂﬂ Moox
w o

AEE r-2AE e Fojbyo] wet Jrisigivk. & R EF2 FYor Add F kgl nhes
& A9Jg 5 mg/kge] r-2PAE ROl A RE whAe g9l ABES e 23 APF ARE
S &y g (a) F FolEe BRA FQE, 2.8610.228; (b) olF BT Z%HL 13.44+26.31%;
(c) Fo@e] wha Fstir yeA FoAZs Odéﬁﬁi Fhohs ol BFA FUL, 19.48+25.94%; H
(d) F FoAZe] 10%5 Fsta YA FolFs dAHzom Fshs ofF BF2 F9w, 13.92+6.02%.
B APE A F TR 1065 FHSHAL U A FARS dA&HHow FYIE olF BT FUL

BT} & Fojgro] B FFA o #th(p = 0.004).

AR A ¥ ALE 2 2
% sltele] HRES r-ApAbdRe] gagsl avel U@ 2ol ol8sAth.  olF F, 5 mg/kedl r-AHA1d
Ao BREA FQ F o 0% Aol RS AXolMe] TP ola) @ whele] FRo] Agsgon, e @
Shele) Bre A Ao vk

ofFer ¥ wHel 54 HEE A iwsklent, B3] $e] AAE 7R Al Al dolA ol E

_12_



[0084]

[0085]

[0086]

[0087]

[0088]

[0089]

[0090]

[0091]

[0092]

[0093]

[0094]

[0095]

[0096]

[0097]

[0098]

[0099]

[0100]

SIHS3d 10-2013-0050324

FAAN AEe @A FAL A FAAL Bolu, olo] B wge] wWelrk ABHE o] ofd e
gusith,  mebd, Boww o] AdAel ¥eE AvE A7as 10 Frhgel oste Aejuvia ¥
Zelet,
e
(1995). '"Tissue plasminogen activator for acute ischemic stroke. The National Institute of

Neurological Disorders and Stroke rt-PA Stroke Study Group." N Engl J Med 333(24): 1581-1587.

Abou-Chebl, A., C. T. Bajzer, et al. (2005). "Multimodal therapy for the treatment of severe ischemic
stroke combining GPIIb/IIla antagonists and angioplasty after failure of thrombolysis." Stroke 36(10):
2286-2288.

Abumiya, T., R. Fitridge, et al. (2000). "Integrin alpha(Ilb)beta(3) inhibitor preserves microvascular
patency in experimental acute focal cerebral ischemia." Stroke 31(6): 1402-1409; discussion 1409-1410.

Adams, H., R. Adams, et al. (2005). "Guidelines for the early management of patients with ischemic
stroke: 2005 guidelines update a scientific statement from the Stroke Council of the American Heart
Association/American Stroke Association." Stroke 36(4): 916-923.

Adams, H. P., Jr., M. B. Effron, et al. (2008). "Emergency administration of abciximab for treatment
of patients with acute ischemic stroke: results of an international phase III trial: Abciximab in
Emergency Treatment of Stroke Trial (AbESTT-II)." Stroke 39(1): 87-99.

Alexandrov, A. V. and J. C. Grotta (2002). "Arterial reocclusion in stroke patients treated with

intravenous tissue plasminogen activator." Neurology 59(6): 862-867.

Caplan, L. R., J. P. Mohr, et al. (1997). "Should thrombolytic therapy be the first-line treatment for
acute ischemic stroke? Thrombolysis——not a panacea for ischemic stroke." N Engl J Med 337(18): 1309-
1310; discussion 1313.

Chen, H., W. Mo, et al. (2007). "Characterization of a novel bifunctional mutant of staphylokinase

with platelet—targeted thrombolysis and antiplatelet aggregation activities." BMC Mol Biol 8: 88.

Chen, Z. L. and S. Strickland (1997). "Neuronal death in the hippocampus is promoted by plasmin-
catalyzed degradation of laminin." Cell 91(7): 917-925.

Choi, J. H., B. T. Bateman, et al. (2006). "Endovascular recanalization therapy in acute ischemic
stroke." Stroke 37(2): 419-424.

Choudhri, T. F., B. L. Hoh, et al. (1998). "Reduced microvascular thrombosis and improved outcome in
acute murine stroke by inhibiting GP IIb/IIla receptor-mediated platelet aggregation." J Clin Invest
102(7): 1301-1310.

Ciccone, A., I. Abraha, et al. (2007). "Glycoprotein IIb-IIIa Inhibitors for Acute Ischemic Stroke."
Stroke.

Eckert, B., C. Koch, et al. (2005). "Aggressive therapy with intravenous abciximab and intra-arterial
rtPA and additional PTA/stenting improves clinical outcome in acute vertebrobasilar occlusion:
combined local fibrinolysis and intravenous abciximab in acute vertebrobasilar stroke treatment
(FAST): results of a multicenter study." Stroke 36(6): 1160-1165.

Hallenbeck, J. M. and A. J. Dutka (1990). "Background review and current concepts of reperfusion
injury." Arch Neurol 47(11): 1245-1254.

Heo, J. H., K. Y. Lee, et al. (2003). "Immediate reocclusion following a successful thrombolysis in
acute stroke: a pilot study." Neurology 60(10): 1684-1687.

Hong, S. Y., Y. S. Koh, et al. (2002). "Snake venom disintegrin, saxatilin, inhibits platelet

_13_



[0101]

[0102]

[0103]

[0104]

[0105]

[0106]

[0107]

[0108]

[0109]

[0110]

[0111]

[0112]

[0113]

[0114]

[0115]

[0116]

[0117]

[0118]

SIME3 10-2013-0050324
aggregation, human umbilical vein endothelial cell proliferation, and smooth muscle cell migration."
Thromb Res 105(1): 79-86.

Hong, S. Y., Y. D. Sohn, et al. (2002). "Structural and functional significance of disulfide bonds in
saxatilin, a 7.7 kDa disintegrin." Biochem Biophys Res Commun 293(1): 530-536.

Hussain, M. S., R. Lin, et al. (2010). "Symptomatic delayed reocclusion after initial successful
revascularization in acute ischemic stroke." J Stroke Cerebrovasc Dis 19(1): 36-39.

Jang, Y. J., 0. H. Jeon, et al. (2007). "Saxatilin, a snake venom disintegrin, regulates platelet
activation associated with human vascular endothelial cell migration and invasion." J Vasc Res 44(2):
129-137.

Konstantinides, S., K. Schafer, et al. (2001). "Plasminogen activator inhibitor-1 and its cofactor
vitronectin stabilize arterial thrombi after vascular injury in mice." Circulation 103(4): 576-583.

Kurz, K. D., B. W. Main, et al. (1990). "Rat model of arterial thrombosis induced by ferric chloride."
Thromb Res 60(4): 269-280.

Lopez-Yunez, A. M., A. Bruno, et al. (2001). "Protocol violations in community-based rTPA stroke
treatment are associated with symptomatic intracerebral hemorrhage." Stroke 32(1): 12-16.

Matys, T. and S. Strickland (2003). "Tissue plasminogen activator and NMDA receptor cleavage." Nat Med
9(4): 371-372; author reply 372-373.

Nicole, 0., F. Docagne, et al. (2001). "The proteolytic activity of tissue-plasminogen activator
enhances NMDA receptor-mediated signaling." Nat Med 7(1): 59-64.

Phillips, D. R., I. F. Charo, et al. (1988). "The platelet membrane glycoprotein IIb-IIIa complex."
Blood 71(4): 831-843.

Qureshi, A. I., A. M. Siddiqui, et al. (2004). "Reocclusion of recanalized arteries during intra-
arterial thrombolysis for acute ischemic stroke." AJNR Am J Neuroradiol 25(2): 322-328.

Rha, J. H. and J. L. Saver (2007). "The impact of recanalization on ischemic stroke outcome: a meta—
analysis." Stroke 38(3): 967-973.

Seitz, R. J., M. Hamzavi, et al. (2003). "Thrombolysis with recombinant tissue plasminogen activator
and tirofiban in stroke: preliminary observations." Stroke 34(8): 1932-1935.

Seitz, R. J., S. Meisel, et al. (2004). "The effect of combined thrombolysis with rtPA and tirofiban
on ischemic brain lesions." Neurology 62(11): 2110-2112.

Shattil, S. J. and M. H. Ginsberg (1997). "Integrin signaling in vascular biology." J Clin Invest
100(11 Suppl): S91-95.

Sohn, Y. D., S. Y. Hong, et al. (2008). "Acute and repeated dose toxicity studies of recombinant
saxatilin, a disintegrin from the Korean snake (Gloydius saxatilis)." Toxicon 51(3): 406-417.

Wang, Y. F., S. E. Tsirka, et al. (1998). "Tissue plasminogen activator (tPA) increases neuronal
damage after focal cerebral ischemia in wild-type and tPA-deficient mice." Nat Med 4(2): 228-231.

Wardlaw, J. M., V. Murray, et al. (2009). "Thrombolysis for acute ischaemic stroke." Cochrane Database
Syst Rev(4): CD000213.

Yepes, M., M. Sandkvist, et al. (2002). "Regulation of seizure spreading by neuroserpin and tissue-
type plasminogen activator is plasminogen-independent." J Clin Invest 109(12): 1571-1578.

_14_



[y
g

SIHS4l 10-2013-0050324

[
g,
&

5 i oo
V ot flow L
2145
JIEEREY
(Baseline)

o
on

-

=
3
3
=3
o
v
FeCl, 43 —>

o

geRL

e ——— e,

2tH H| M (complete occlusion)

FLI! g ot e
AN

Fan

e =)
ped Bl

Ed9Ib

M

500 um

_15_



SIS

10-2013-0050324

[
I,
W

#Rol R
(712 Bo] T3 %)

160 -

140

120 -

-

=3

(=}
1

=]
(=]
i

[=2]
o
L

s
(=]
i

L]
(=]
i

(=]
1

R
=]

E O (mg/kg)

_16_

10

12




f1

(g,
N

>

200

%)

iy

e
=]

0 30 60 90 120

0 30 60 80 120

Fekol a7l 2ol oy

&
=

0 30 60 80 120

AZHE)

i

0 30 &0 90 120

=1 B=

=TT
il TR
S g . B - g
] . B - 2 8
T3I3F
E: 8 B B ]

AZHE)

- 100%B

50%B
+
50%B

SOS@B
50% |

10%B
+
90% |

Soju

1.75

25

3.75

10

Soje
(mg/kg)

SIHEd 10-2013-0050324

_17_

ATl
N o] . / 11
. W | -.
A | '1- T — (P
\fw i I v v H‘-\.- P 20 ’
. | | .
N - AVt A | \
| P\f“.‘d"\ e b MR ‘J‘jl l l’ ¥ Jif ! /-—\
r’ i |
i ‘.\ ".1
Prenn L Nl W 1 ; il || A i A
. a ?‘l"*‘ Ml F l lwﬁ-;‘ ‘ n"
-
Z 2 2 L
ZF S20AM EFAZE M
q ] 4 q ‘ L i |
] l
i | e 19 |
:‘ " "\.'I
| ‘ R B WA %R
[ ! A | ! |
N [l ,
‘ oy el A {1
[/ | |
W e L
Z UM ERAIZE S




	문서
	서지사항
	요 약
	대 표 도
	특허청구의 범위
	명 세 서
	기 술 분 야
	배 경 기 술
	발명의 내용
	해결하려는 과제
	과제의 해결 수단
	발명의 효과

	도면의 간단한 설명
	발명을 실시하기 위한 구체적인 내용

	도면
	도면1a
	도면1b
	도면2
	도면3
	도면4
	도면5




문서
서지사항 1
요 약 1
대 표 도 1
특허청구의 범위 3
명 세 서 4
 기 술 분 야 4
 배 경 기 술 4
 발명의 내용 5
  해결하려는 과제 5
  과제의 해결 수단 5
  발명의 효과 9
 도면의 간단한 설명 9
 발명을 실시하기 위한 구체적인 내용 10
도면 15
 도면1a 15
 도면1b 15
 도면2 16
 도면3 16
 도면4 17
 도면5 17
