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[0003] nm^mm%mj$tz>ttm<]te&nj$fi(D-'DtisT^^-'fy omc: 
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Bta* tl-XA^mbfiHZ^tlT^te^o 
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[0006] £.tcs AT R A&b^y -f (JU"F. R A R t ̂  9 d £ t, £>£) 

07^h"e3&5A<, RARfiDt^'f^'efcSRARa, RARjSW 

R A R r A RHt 

[0007] RARIi, |fcj£N i^g 

s IIMS Wbf ICil^ LT iB y , £tc, RARt^-f 

7°®#*&&N PffLS]^(DMWLRZfi^tfWB3tiTlN 

§ o 

[0008] RAR0fFffltC&, R A R a IZ J; £ K 'J ? 'J "tz 'J K±##©SfS L < 

RARC7J-X 

c:^ mwm c£ 

[0009] JU±J;y, +f7^7°IlM^Cg^< 

i%l,N££1f R AR7J-7 SA^i&^tLT^So 

[0010] RAR7^-7htfc5 (E) -4- (2- {3 

— [ ( 1 H — \f=7 V—)\y— 1 —-fJl') ^ ^JU] —5, 5, 8, 8 — if h T7 ^ 

-^JU—5, 6, 7, 8— 7^K;7t:KP^"7'$7b>— 2— -f JU} tf~,lU) *&:,§, 

Ztcs (E) -4 

- (2- {3- [ (1 H-tf^V-JU- 1 ->Hl/) P<^;U] -5, 5, 8, 

8 —if h ^7 ^ :f JU — 5 , 6, 7, 8 —-^ K ^ t: KP^"7b >—2 —^TJU} 

tiTfckK 

o 

[0011] Z.<Dfcti\ RAR7^-Xhl?fe§6- [3- (1-

7y7>fJb) -4-LKP^>7i-Jl/] - 2-±7$ 

J^0 T7*° K -*> X £g|#f £ £ £ §5*63 tlT IN Z>o 

[0012] 3 f#I^:£it£4 IZ&, RAR7J-7h-e^§3-7MP-4-[2 

-kKP^>-2- (5, 5, 8, 8 —^ h^^JU-5, 6, 7, 8-^ 
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[0013] lN"Ttl®R A R^zf-X 

mtxm 
[0014] ftfF&SKl : ftm 2 0 0 9 - 2 3 5 0 3 1 

: i^Hl2 0 0 2/0 2 8 8 1 0^>7b^ K 
f#I^»3 : i^Hl2 0 0 8/0 5 7 9 3 0^>7b^ K 
m$$:m :^HS 2013-536855 

[0015] : Sun SY et aL, Cancer Research 62(8): 2430-2436(2002) 

mmoWiW 

[0016] a!£§L ^izmsmmmiz^tm^ttmmt&zt&s mftmz&^-c 

s V -f 7°5SM£ iz g-3 < m ̂  £ JH£ t&ztlzfo 
§ o 

sm£M>ktzfc#)<Dm9i 
[0017] 5 

% R A R y 7^—X KT'fe'i) (E) -4- (2- {3- [ (1 H-tf^V-

JU— 1 — -f)[/) ^ ^JU] —5, 5, 8, 8 —-f b J\y— 5, 6, 7, 8 

— 71 K ^ t: KP^-7^ b>- 2 -^;u} tf^JU) £,!,» (R 6 6 7 : UT 

TRARy? =f—xKAj t^9c11foz>) t\ ov-^nm^nmm^ 

=? —LtcZ. t ct lJs ^$pJ]!P$S 
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tit£&m&}mzf£mTzzt%%^tcLt£o MRARYT^-X 
S "?£>£> 6- [3- ( 1 -4-th'P^>7i^H - 2 

-^"7^b>I£ (CD4 3 7 : JUT T R A R y =T"X K B J 

&%>) -£\ 3 — 7 )[/^ • — 4—[2 — t KP^r'v—2— (5, 5, 8, 8 -J-

h^^U-5, 6, 7, 8-7^ KP^-7^ U>-2-^;U) T'-tz^ 

;UT$y]£m» (BMS 9 6 1 : JUT rRARy7^-7, KCj 

tbfoZ) is 

[0018] *f§fm [1] RART7J-7hM^^LTMt 

[2] RARr?^h^ (E) -4- (2 

— {3 — [ (1 H — \f.=j SJ—JU — 1 — -f)[/) ^ 51)\y] — 5 , 5 , 8 , 8 — if 

5, 6, 7, 8 — 7^ K ^ t: KP^~7 # U >— 2 — -f JU} 

) 6- [3- ( 1 -7^'7>fJb) -4-kKP^>7i-Jb] 

-2-^-7^b>II, gL<ti3-7;U^P —4—[2 —t h'P^>-2- ( 

5, 5, 8, 8-T- 5, 6, 7, 8-f h7t KPt7^l/> 

-2-^JU) 7iz^)\s7$ J ]£,f§^ f0i7T^Xtt;f0^"eS»5, ± 

IE [1] ^!E*6©^^IJ^, [3] nmrnm, ^M±j£§yit 
s mm, K^TM, «£!£&, MMMfllPt 
S, ±M* 

#!§§&'M0liks 

±IE 

[1] x& [2] [4] 

5-XfoZ>, ±IE [1] ~ [3] [5] 

s £M$L @1^*^ y^MMs &£!k mffivk MXte;b 7°-tz;u£iJ-e 
±IE [1] ~ [4] ©INftLAHCiE^O^^J-efeSo 

f§0^©Si)S 
[0019] ^#6BflC0^SSlsPt#®SSSlffl*a)fR»t;'»SR A R y T^S-X Mi, ft 
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nmmm, nm 
±&tysk mm, K^TM, mm 

*£jg±&^ mtnmm 
s ±$!p^!p)3Ii&s !§lfe'l4 

Xtt#Ji^1f^Jg3fc#©£^JgM©^£*aj£ LTffflt3b5o 
[0020] ttz, R A R rT=f-X K 

^ mmiztitfz=i^-?>Jixmz&tiizmi]TzztiZci:i'j, ^MP$ 
s izw tirttffl-e&So 
mmvm^mm 

[0021] [|1]RARr7^ KA (R 6 6 7) 0}fjt (nM) ( 

"7 x JUfe /c lJ CD t: K P ̂ r :> 7° P 'J >M (fig) ) 

o $£$flteu =1 > K P-JU® £ KP^>7°P 'J >M£ 1 0 0 tLfcB$<D$kH£ ( 

%) £^t~o 

m2mmTmmmm%:m^tcm£i(DRARr73'-x KA (R 6 6 7) © 
}fJt (nM) (T4 'yiso-tpam^—rxfjlsomm (m 

m) ) ©i#?:^t^77T'l)lio ISI^k T*j t£% (p< 

0. 0 5) 1f&%) Z. t. 

[m3]^M^K«^ffl^/ciI^0RARr^=f-X KA (R 6 6 7) ©jfjg 

(/iM) £: P =y — ^>i]Xls (T1- -f '> i/o-ipCDZl =j — *fy *f )\/(DW&. (mm) 

) ^77Ti5l)„ r*j tiN (p<0. 

0 5) 1f&%) Z. t. 
[m4]^M^K«^ffllN/ciI^0RARr^=f-X KA (R 6 6 7), RA 

Ry:P=f-X KB (CD 4 3 7) N RARy7^-X KC (BMS 9 6 1 ) 

©)lJt (nM) RA 

R y T'zf~ X K&t/$yM£JPxTlN^i;I^©^xJUfe/c<<,l©L KP^> 

7°P'J>M (ju,g) £ 1 £ Ltd§-£<Ds R A R y :P=f" X K&t/^MiJ^JP 

7L tc^a<D 0 ±)\sfotcl) (Dkl K P :> 7° P 'J >M (jug) £>#]"• (Rati 

o) o r*j &N (p<o. 05) 
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o ±IS(VehicLe)^^0^0RARr^=f-X KA (R 6 6 7) £ 

Tfx(0.1%R667)^R ARy 7 3'—X K A 

(R 6 6 7) Ltc$n^~£'fc>&0 

[0022] *mn%<Dftmmmm<D%imM£Lz&. RARTT^K^M^ 
tzivz&n&mzftmznts ^©RARy7^-xK^it RA 
RaS^RA R (3 ^nWttmLT R A R yg^CtlC^LT, 

[0023] M§RARy7J-X K £ LTti, JUT©i£ (I) (E) -

4- (2- {3- [ (1 H-tf^V-JU- 1 -OV) ^y;U] -5, 5, 8 

, 8 — T- K z> ^ ̂ )\y— 5 , 6, 7, 8— T K7b KPt7^ l/>- 2— -f JU 

} ^-;U) £!,» (R 6 6 7) JUT©i£ (II) umfoZHZ>6- [3 

- ( 1 -7y7>fJb) -4 - t KP^ri>7x-;U] - 2-1~7$ b >I| ( 

CD4 3 7) JUT©i£ (III) -e^^3tl^3-7;U^P-4-[2-t 

KP^r'v—2— (5, 5, 8, 8 —if K ^7 ^ :f JU — 5 , 6, 7, 8 — if K T7 

tKPt7^U>-2-^Jb) ^-tzyviUT7^ 7 ]^,t» (BMS 9 6 1 ) ^ 

, JUT£>it (IV) -eH;b3tl£ (2 E) -3- (4 - ̂ m^7xzjb 

) — 1— (5, 5, 8, 8 —if K ^7 ^ ̂ ~)\y— 5 , 6, 7, 8— -xK^tlKP 

t7^l/>-2-^Jl.) - 2-7°P^>- 1 (NRX20 

4 64 7 : JUT r R A R y 7 =f — 7, K Dj £ I ^ JUT£>it 

(V) 154 - [7- (1 - 7y7>fJb) -6-t: KP^^>t7 
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(CD 1 5 3 0 : JUT TRAR yTZl'-X KE 

j £^9 ^ ztibik-syo (RARr7tohA, BN C, 

DN E) OIXTJI/^ (RARy? =f — X K A N B% CN D 

s E) RARy/7 nf— X h A, RARy7J 

-X h B s RARy 7=f—X K CN (RARy7^-^hA, 
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[0028] [<fb5] 
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[0029] RARr?^z7 I: 

5 d £ £^ f £ £MPtS©£^IPtS©)^^|J ̂ 
LTffflt§/c^©M©RA R y 7=f-X ^0|©RA R y ;P=T 

-xh 0^ ̂ MPts <D (Dmm iz tsttz&mz&tfzz.ttf'et** „ 
[0030] R A R r 77Hf—X 

KAN foixfji/XttfciStt, 

Ixpp^IiAt" 5 £ £ §c rfrUxpp t LTN Shanghai Haoyuan Chem 

express#!^ FSPR^S : /^PA'P-r CI t1f7i'r%Z)0 

[0031] RARr/j-xhBs 

RARr7J-7hCttiIM4CN R 

A R y yzf^Tv S D^t/E (Shi mono K. et al., Nat Med. 17(4) 

: 454-460 (2011)) £§B*63 tltc'jk^(D\t^Zh U, frfr5<b£$K 

mi5nan«: 

fliAt~£C:£tf"e$£o Tfr|£nan£ L"C\ R A R 7 ̂ zf-X K B T7 

j^pp^S : CD4 3 7 (ab141305) Tocris Bioscence^tM 

j^pQp^S : C D 4 3 1 %®mtZ>Zt1fZ'^, RARrT=f"X SCIZ^T 

(iTocris Bioscence}±H F^p^^S : BMS 9 6 1 £ t jf~£ 3\ R 

A R 7 yzf^Tv K E tiSanta Cruz bi otechnologytti^ : ISRR^S C 

D 1 5 3 0^?, Tocr is Bioscence^ti^ j^pp^S : CD 1 5 3 0 •?> Z1 

ttf-ez&o 

[0032] tulBR A R77J-7 K 

AN BN CN DN E©iXTJK:fcnt§x7ri^lt 
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RARr7^-X KAN BN CN DN ElZ 

LTti 

, **y-jk x*y-jk ^p^y-jk ^^y-jugix & K^y 

-;u^0-^7;u=l->iu(>:0xx^;u ; -f V7°PAy-Jk s -7'^ y-JU 

f L < & 1 -x^,iU70PAy-,iU^®=l&:P,iUP-,iU<>:®xX^,iU ; t-7"^ 

y-jugL < & 1 1 -x^uyp^y-ju^cDHi&^jup-ju,*: 

CiXrib ; Xli 2 -7$ y x^ y 7J^-J^©x^fjb 

l^tl'So 

[0033] ±§E©xX^Jl4i, &ft](OT;£tCJ;^Tfu§ERARy:P=f-X KA% B% 

C, D% E f)SIt S C t ̂ -e $ 5„ 

[0034] tulER A R y 7=f"X K 

AN BN CN DN LT^ ll^£ LTI^3ti£i^-efe 

s C9L/c±^tctiN (1) LT, i^I£i^ ^ 

IbTK^Iti^ 3 ^-fbTK^II^ L < & 'J y^t^M(DWMt 

ik ; h'J 7JU:^ PffEltilL :> •. "7 I£ilL ~7P>I£ 

i^N p/\7I£i^ vb-r>II±^, 7VJUI£i^ ;TCI£±^ 7x>l£i^N 

VTJU* >l£i^ x^ >X;U/1N>II^ h 'J 7J^P^ ̂  VTJU* >l£i^ 

^>iz>;uu^>l£ilL p - KJUx>;uu^>iitilL $ >II±^S L < 

tt77A7^>H^0tiS^ i&Wi (2) y K 'J "7 

A±^N AiHg L < A±^^®#S±^ ; yy 

fz^Alf©IiI ; X& h 'J Ji^JUT<yik^L< IZ<?7-VyVsMO 

MWt7^y^1f^ibtiZ>o 

[0035] nmmmmt&s m^mn^ rtmm^ mwmrnt^ 

mmm, £jg±&iy£k mm, K^TM, 
jm mm&ftmmms mm± 
feWm, f£1f£$nJI£3& ±Hn^ilnSIi&N # 

3E{S$Js1f$£JI£3fc#tfPlf£*U P =7 — fy<to 
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) Lzmtfbti, 

[0036] 
mt ti 7°"izJU^iJs ML i/U»j 7°giJs lifers mu%'J 

s %Ms }tsijs mmt ?L£JS nMMs ^^ijs §K*$IJ (^u<^ @i 
&m) s P—>aX P&A£yx&>iM^©MSlT\ Hnu X&#l£P (If 

t$i*ii*i&^ stjsi*i&^ J£I*I&^X& 

&T&-5) Z>Z.£1f-Z%Z>o 
[0037] ztiibOMMtts ;i>R$!k fLIbSJs M 

[0038] mmms ^mmmmx^ifbn§„ 
EJF^IJ^ ?LHN is a HN 7" K ^7 $tN 7>zh-Jl/gL<(iVJH^ 

hOfP3i/TV^, ,l^#y>7°>^ a-y> 7° 

K 'J >^©y>7°>I^fr ; ^H-tzJl/P-X#©-tzJl/P-

; j^t^ifA ; T + X K^> ; X& 7°JU^ ^ tl50 M 

mibtiz* 
[0039] }i>R$iJ&, MPL^S X^7 'J >11 ; X^T 'J >&*}){,*/V Ag L < 1£7>T 

y 'J yWc?V**sVIxmox^y) ym^Mik-, $)\s<7 ; pp^ K*>'J2J ; 

e-X7 P 0^(D 7 V ? 7JI ; 5III ; 7^' t°>I| ; W 

± K M ^7 A^0^1t^ ; 7* M P —JU ; 7 VjUlt ; £jg,»± K 'J 7 A ; D, 

L-P^>>;^7'J )\,m&i- K 'J ^ A ; L < 

iillll ; X ti±§E ©UMM tC a ^ > 7° > tf b tl S o 

[0040] teN $13.^ t KP^>7°P tfJUzJUP-X, t KP^:>7°P tfju 

^yju-tzjup-x, jtf'j tf-jutfp 'J Kx p=f-;uxti±IE©EJF^J 

T? ̂  3 tl /c -fb-n ̂  H If b tl 5 o 
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[0041] igM^Jgh: KP^>7°P tfjuizjuu-x, 

*^JU1zJUn-Zs tlJU^dri/^fLJUizJUn-7.tJJUS/l7A^L< &I*I^ 

tf-JUt°P'J K> ; Xttt)Jlstf*i'/3LJl'X$-3L%L< l£t) Jl>rf*is * ?• 

[0042] %imiZs h£L< Ktt^± ; 

^ K 'J ; i^O+fJUP-'i' A^ 

©Pl^f 'J U y~7)1%-)\,JL—-xJk tfy# 

* */x ̂  U > V JU tf^ V Jtfl&i&x 8tJ®Jffi$x X^;U^CD 

^ tiSo 

[0043] A.^ U < ti7°P hi 

KP^>£,t#itxxx;u!i; ̂ pp7'^y-;k s<y*J)i7)\/=\-)i%u 

< ti7 x-JUX^JUy^UP-JU^ro^^UP-jHI ; i^b'OlfJUP-^A ; 

7xy-Jl/gL<li^ b V-JU#©7iy->lU|I ; =5-* P+I--JU ; MTkfElt 

; XteVJUtfyit^'plf £>tli>0 

[0044] JglfcjEg^iKi, +f>> ±1 U h 'J ^ L < 

0^0*^ ; ? X >®t U > Zf'lt^ U < ; Xte* > h -JU 

% l/f>x + xgL< 
[0045] ^mijtts mnmRmtLTim^ti&ik^r'fov, %m, -? 

>-K-;k 7*K0i, s>a^ AN t: KP^>7°P tfju-tzju 
p-x, ^r0tt-tz;up-x^ 7K x^y-jk *° 'J xf u >?''j p-jk 
7°P tfu >? 'J P -Jk V u -tzp —jk 7°>^ *° •; tf-;utfp y K>x 

£ tl b btlSo 

[0046] *fpj!©£^ji^©^^.HiN 

£>ti£0 LTs USSfb&k liSi^Js pHlia pJ}§{bSiJs ilttl 

s \%mIJ (B&Jgf&J) m^iCD^Z 

&MibtZZ£1bi'Zt*Z>o ttc\ pHflim i|»J, 
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•££c: tiz£ Ts ztb-e$&0 

[0047] ^Slb$iJ t L T ti. MX ti\ V 'J -tz 'J >N 7°• tf b > 7* 'J P - Jk 

MJ7A, i^b£'J7AN yjutf h-JUgL< tiv>= h-ju^£^tf£d 

o 

[0048] HMJ.*: LTti, mti\ 'J>St 'J>I£±^ 7i>St SUgUtts-

7 $ y ^ 7° • £ Ptf £ c: ^ -e $ £ o 

[0049] P HPI^IJ^ LTti, mti\ ikMs 7i>St Ml, TKSHb^ 

h'J7AN TKIt-fb^'J 7 A, *71^ *75^ 'J >I£TK^—y h'J 7 A, 'J 

>m~7Km± h>joAs j%m± K >J 7ASL< tij^itTKSiy K U ^At^ 

tf£d o 

[0050] RT^b^li: LTti, mti\ *° 'J VJk^- K 8 0, *° b 

fbt:6 0, • =f—;u4 o o o#£ptf *>zttf~e$z>0 

[0051] LTti^ $J;Ui\ £ KP^>7°P fcfJl/* ^JHzJl/P — 

7gL< tit KP^>7°P t°;u-tz;up-x^®-tz;up-x^i^^^ ; *°'J tf 

-JUTJU=I-JU ; xtitf'J t-;ut°p 'J S/c, £^b£U£ LTti 

% mti\ IT KI|gL< tii^ Klty h 'J 

[0052] (KH£|J) £LTti, mti\ ym(DV)\s£yII, yjutf>l£;b'J 

^A, J^-fb^V+fJUP —7 A, J^-fb^V-tz K — 7 A, 

^Jk i>^l^ll70p tfJUg L < ti7 P P 7"7 y -jull^tf ̂ tl 

, ctib(DU^n 

[0053] £MMV> P Hti@I^^iJtCl^3tl^l5Sl^ltCfetlti'J:lN7i^ 4. 0-8 

. 5 Izmfet&ZtifMZ IA\> 

[0054] m%L<tts IBDttl) (Diflirts afe7-tz'J ygl< tiSfcii]^ 

[0055] *mn%<Dftmmmm<D%imM<Di9Lj*w&s SUM* 
Stt^ *£(& E&fi®¥yi^tcj^i;T^:t^;i£££7^$£7!^ HP 

nntm^s -flStCti, J^AtCttL 1 Sfe/cU 0. 0 1 ~ 5 0 0 0 m g N $?£ 

L < ti 0. 1 ~ 2 5 0 0 m g N J^JfcfSlXtiO. 5~1OOOmg^10 
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ttcs ii^tcti, o. o 

0 0 0 0 1-1 0% (W/V) N L < tiO. 00001-3% (W/V 

) , cfcySfS L<tiO. 000 1-1% (W/V) ©#&/£#)!]£©=&©£ 

1 0 1 @IIK*©iIl^tCti, 0. 0 0 0 0 1 

- 1 0 % (W/W) N fcf 3; L < ti 0. 0001-3% (W/W) N J; y Jf t 

L< tiO. 0 0 1 - 1 % (W/W) ©#&/£#}!]£© =&©£ 1 0 1 

[0056] uTs mm\ mmmtimmm 
if, (D150 ti Z. tl b tc PJl^3 tl5 t» CDT?ti& 

^1»J 1 
[0057] (litiMiJ) RARr7^-X K AtCd;5IE^^Ht^m^M^K«a)3;^ 

7U =l =7 - *f y J?)mM$LUU& 
N i s h i d a b CD;fr;£(Invest i gat i ve Opht 

haLmoLogy & VisuaL Science 42: 1247-1253(2001)) tCi^ S^TUH^ 

[0058] 

0. 0 5 % T r y p s i n — E D T A tC <£ y =7 -f Kfr£i!l£IU M 

;*i£it!2 (i^ppS-§-1 1 0 9 5 ; G i b c o*±^) tCT2fc&^ 

> h Lfco 9 4 7° I ^7-^'>M"efe§C 

el Imatrix Typel—A (S^pp#-^- 637 — 00653 ; $TEB 

if'p^yitM) RZfR econstitution Buffer (S^pp# 

§6 3 5-00 7 91 ^miz^Ty&M) t)ttn U 2 4xJU7°b-h 

t:ilt1 XI 05ce I I s/we I I tc&£ J; 9 tC^>E LT =1 =7->f y*f 

ll^k^WkLtc o 

[0059] MEM±§±tetC, RARy7J-XhA (R 6 6 7) 

+ (R 6 6 7IJ|: 0. 1 nM, 1 nM, 1 OnM, 100 

n M% 1 OOOnM) gl < til V h LT R A R y 7zt~X h A £ 

$y;MiJ^LT I L - 1 /3 (1PDP#§2 
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01—LB — 005; R&D systems 1 0 n g ($|-}1|J3£ 1 0 

n g / m I ) f&Xf PI asmi nogen (S^pp#-§ P 9 1 5 6 ; S i g m 

a}±§!0 60jixg ($t;j|j§: 6 0 ju, g / m I ) Jk1)\\XX, Ltzl "y — 

(3 7°c, 5%CO2^#T) zmi&Ltz„ 

[0060] ^i4 8Hrii, ±;*£^;Jli§U }I±^II1 0 0M I ^iPATMU 

v K (DTU-2C, >a >^<;/ K (E1 

-2 0, ^T^^) mm 
7X5 0 0 IX I IZfeMZ-tttzo Z(DfeMfotp<D 3 ? ~7 >#&£$}?$>&£ K 
U^cisZf • 'J Be rgman £>CD^;£ (Analytical Chemistry 35(12): 

1961-1965 (1963)tC^i;T)IJj^L, RARr7J-XhA0^7-^f>^l 

ei^il tC^-To 

[0061] RARr^=f-X S 

z>-fy%mmmm^Ltz „ 
[0062] (^ij^ij) 

[0063] (M^^IJ 1 ) £MM 

100ml^ 

RARy7lf-7 hA 1 OOmg 

h 'J ^ A 800mg 

tf\° 'J VJW<— K 8 0 m 

'J >IITK^—i~ h'JOA igi 

'J h'JOA igi 

MIPiS^TK m 

;Mlt^7KtcRARr^=f-x KA^t/^tiJU^©±IE^^iPx, zti 

bfc^ftliZM'nLT§o RARy /'zf— X h A=f CD^Jpjl^: 

gfLZZtlZAV. }fj£tfO. 0 5% (W/V) N 0. 3% (W/V) N 0 

. 5% (w/v) xiii% (w/v) 
[0064] mjjM 2 ) 



P i i) s i N vw^»iiim>[ri 

mm%mmi(£ < &- ̂  t= ^ 
e^^iffll^trii^^^Ep^-frO^Hi^T-ivs *=j=^y vy (*) [9900] 

2 WW£ 
6 w 0 9 £1X6 UJ 0 L V6WL -O^¥^ 

B.043 6 1x1 0 0 L vfi Y-p^^h Vid v 

0£<^m.H q)ais:vC-<-/ir¥^-a/irzi-/ir^^<^iP/iri¥^^MC9-3r vn 
^a4d^^^nis,.aw<0£<^^i=ai6H VVH *-j 

e UJ 9 • 0 AII< n 
6uig r-l=MfZ}-1fo3 d/K^IHd 3 

6019 

6^02 <c£/:^^l=D3r6S 

6 UJ p -99 ing 

6 ui L v H Y—JZJ: A y v y 

43 6 LU 0 0 I 

r^(er^iW) [5900] 
°£$atffi[l^®W§a) (M 

/M) %l*1X (M/M) % 9 "0 v (M/M) %L '0 v (M/M) %9 

o vriT-1^2<2:^^^®D¥^0^VH Yrp/Xy vy °<2:4. 

MBfl 2 ®^g v "£ •¥ 3 V 
H ^rf/Xyvy Kn< my-& 

WW. <(\ 
60 "0 1 <J-Y£y[(g^ 

6 £ "0 V S Y-jZJl^HVli 

1=1=1 6 0 0 L 

c9S9oo/ciozar/x3d 91- 60ZC/.0/H0Z OAV 
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L/co 

[0067] mmtv K^b 

ton Us mbntcfmm o. ixio'c 
el Is/ml MEM) £: N ^ I' 7° I H "7 — (5mg/m I) t. 

% 1 OXMEMt Reconstitution Buffer<^N7K^: 

, 0. 2 : 7 : 1 : 1 : 1 . 8 (^mtb) lCT7.K±^g^U 

. 5 m I 1 % B S A t P - h L fciSif <'r> a Cil L, 3 7°C-ei0| 

HfK >^rzL^-i>a > LTP7-^V^^fFlL/co 

[0068] RARr7^-XhA^1 nM, 1 OnM, 1 OOnM0§|| 

T\ f LTTG F - /3 1 (R&D systems }±|^) £ — ( 1 n g 

/m I ) T^jQLfciUto;*iM!2 0. 5 m I £±§E^±«ft^tlJP;u H 
3I^$3 7°CTM > 

3 V U 2 4 L/c0 4 8 
©jS&©>II^^£^ 2 tC^-ro 

[0069] wmmTmrnmsmtiwrniz LT?)\,<D 
L/c0 3 

[0070] @2, 3 <£ lJ s RARr^U'-X KAti, =i =p->f y^mt^U < N 

%nMtZ>Z£i?fofrZ>0 RARr7^-XhAA<3 7-y> 

fdhsifli. j$lk 

mzBzzmm>J^fu>«£#nb-^Mib£yt £ M ̂  & 

£A&0J 3 
[0071] (I^IMiJ) R A R y 7if — X h A N B% XttC ted; 3IE;t 

nm^nmmo 3 ;^=i 
N i s h i d aibVJimzmUT, MMM 1 £ 

lH*§<TO;£-e 3 =i =j->fy fjisftM iztttz !¥ 

iffiL/co 
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[0072] K^^tyit 
u )%mk, tmw.mm^WkLtz„ %btitzw,mm o. 1 x 1 o^c e i 
Is/ml MEM) t (5mg/ml) ^ 1 

OXMEMih, Reconst i tut i on Buffer^ 7j< % 0 

. 2:7:1:1:1. 8 (#*J:b) lZX)K±XWt^L, Z<DM&feO. 5 

m I £ 1 % B S A "^P - h LtdgmTl >> *> o. IzMM U 3 7 °CX 1 

a > fE®iL/cQ 

[0073] MEMiSjfttC, RARy7lf-7 hA (R 6 6 7) (DV^^-)\y 

(1 nM) N RARy7J-XhB (CD4 3 7) ©i/7 

( 1 n M% 10nM), RARy7J-XhC (BM 

S 9 6 1 ) (DV* (1 0 n M) g L < ti P > h P—JU 

(h LTR A R y 7 3-7, h yju;uu*^> $!l^J t 

LT I L - 1 /3 (i^pnp#§2 01—LB — 005 ; R&D systems 

QM) 1 0 n g ($|-}ll£t: 1 Ong/m I ) $.£/P lasminogen (§^ 

P°PS§P9 1 56 ; v^±m) 60^9 (11^6 0^9/ 

m I) P^T, %\,zm$kLtz^=7-fyfMznmLs ±M (3 7 °CN 5 

%C02i#T) Zmt&Ltz„ 

[0074] ±M4 80ir^^N 1 ^iwia©^;i"e=i^-^f>®iP7K^^ 37-

KP^>7°P 'J >M©>II^£fTl\ ttlttKDR A R 

r^=f-x fl^£^4 tc^-To 

[0075] RARr7J-XhA/cin^<RARr7J-XhB 

#MJ 4 
[0076] (ISgSfM) R A R r 7zf=7. h AIU5MM P- 1 , 2, 3 RZ?9<Z)%ig,R 

Xf tit lb CD if-tp 

$ K 'J 9 P70P7z77--tz (MMP) 0^ 

V&, 7° I P^-^^^tCP^LTl^^x^tlTl^o ^ 

IT\ RARy7^-7hACJ;5MMP-K 2% 3 RXf 9 GDfgii&t/S 
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[0077] 4 
nmmm^-otc0 m^ntcmmmz, RARy 73—x K A (R 6 6 7) 
(R 6 6 7}fJt : 1 X 1 0-eixMs 1 X 1 0-^M, 1 X 1 0"4M,MN 1X10 

-3JU,MN 1 XI 0"2ju,M) £^JPLTfuMlI£ 1 2 0^frofco 

> K P-;U^ LTtis (Dex) 10 

n M £^Jp LTIW^itCfuMlI^fr^/cQ ^lNT\ I L— 1/3 (0. 1 n g/ 

ml) £^JPLT$y;!£U 3^2 40^^ ±;*£0iRLfc„ 0J|XLfci£ 

tiJU~F © £ x x ̂  > 7" • v K Mtit Jkt?if ^ 51 >tf-f ^ ^ 7 -r — Mtit tc 

m^tco 

[0078] hiUf) 

®WLtci&mfo<D±%*s 1 0%*°'J T7? Kmffl^/cSDS 

— PAGE til L/C^N K • "tzJUP-XlCls? 

L/Co - K P-tz>;UP-XM©#f#S^^u^7"P >> ^7 Ls irEthMM 

P - 1 J/Efr (R&D systems *±§^) s &=? tf «> K M M P - 3 Jjtfa ( 

m-y7-(y^r^tiM±m) -e4°c, 24BIPEIHK U ECL ( 
Miii^tl) UM (GE • ^)UXtrTt±m 

[0079] ^H£|i|4 AtC^"t0 #;£'I4M©P r o -MM P- 1 N Pro-MMP-

3^Mi©MMP- 1 N MMP-S^lN-TtltRARr^zf-X K A C0)m 

Jt fe#ftIZJ<> KLT33 y s RARy ~7zt—X K A ti}f Jt fe#ft tCM 

MP - 1, MMP-3 Z> z t tfn% tc0 

[0080] -Y t^77 -f — $?#r) 
[°]i|XL/ci£S}S®±;*£0. 1 %0-tz^ 1 0%*°'J 'JJUT7 

$ ^/c S D S - P A G E Til L /ell 2. 5%Triton 

X-1 0 0#frT BS&Sre^StCT 1 0#ra-r K Ltca 

u yy K7";u- (ffi^Hiiitt^) ©?§$ 

tCTlfefeU 5 %p< 9 J-JU- 7 . 5%M|;#)S (^*J7>r tC 

TJ&feL/co 
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[0081] $£^£^4 r o-MMP-2% Pro-MMP-

9 £ M M P — 2 N MMP-g^lN-ftltRARr^if-X K A ®;Jg 

Jtfe#ftIZJKMil LT33 y s RARy 73—7, K A &}f Jt fe#ft tCM 

MP — 2, MMP-9 5 £ t tfBR bfrttZ-o tc0 

5 

[0082] mmn) RAR ry3-x KAKj;z>nmuMs 
U*fi2. 5-3. 5kg, 2 7 |ZH) LT^r^ 

$ y Ltca friz, 

0. 4%J^I|^^^7"7°P^^ y^iS^tCj; y JSpfifSS^ifeLfco 

1 %L PS (isV^TJlsW v^±m) £ 3 0 £i I >EA 

L/co ^fc\ J5£t@Itc&>EA L&fr^/co 

[0083] fulEL PS^EAL/c^^Ctt U L PS>EA^Sti>EA^^2[5]N JU 

%. 1 o 1 0 4 UK V-r ^7 • t°^>> RARr7^- X 

h A (R667 : 0. 1%, 24m M) £#frO. 1%PBS/0. 1%p 

o ryso rbate8 0;#^^: 5 0 AJ, I L/c0 P > h U—JUt L 

Zs RARr7^-XhA^tS^lN0. 1 % P B S / 0 . 1%porys 

o rbat e80 (V e h i c I e ) %; Lfc0 R A R y 7 zf 

-X hA£&^L/c*l£\ &t/P> h 5 tc^"t0 

[0084] ^5^ ±f£©P>hP-JU (Vehicle) 

Tf£0RARy:P=T-X S A (0. 1%R 

6 6 7) RART?^SAI^ 

Jl&m mmjfM£»J 

[0085] RARyT3-X Mi, 

^lifl, £Jg±£iiJ£k £ 
JH3& K ^ 7M s J^SlJl'R JIM'I4^SIP$SS 

±$HSB£*£ 
JH3& &t^!p)3Ii&s Xli 
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3 izmmtzztizj^j, iiMft 
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!t#©S6SS 
^111] RARy 7 3—X 

o 

^112] RARy7 =f— X h 7^\ ( E) - 4 - ( 2 - {3 - [ ( 1 H-tt=y 

SJ—)\y— 1 — -f )\y) ^ ̂ )\y] —5, 5, 8, 8—jh7^fJl/-5, 

6, 7, 8-jh7th"Pt7^>-2-<M bf-JU) £!,» 

% 6- [3- ( 1 -7y7>fJb) - 4 - t KP^ri>7 x ~;U] -2 

—y-?9 b>Ils f L < ti 3 - 7;U^P-4 - [2 - L KP^> - 2 

— (5, 5, 8, 8—jh7^fJl/—5, 6, 7, 8—T h7t KP 

^7^ b>-2-4)\s) 7iz^)\s7$ y 

mm nmmmmtfs nmmm, £jg±&iy£k mm, m 

s m$Lfimm, ±n^^jm & 

111 Xti2tC|Ei6©)^^iJ0 

5f<lI4] 1*^111 ~ 3 (D^tti-fr 

t<- 5Ei6©)^^lJo 

^iI5] y^MMs ££$iJs mUMs MX 

[tti -?iz)\sMXfo&, 1*^111 -4 0lN-rtl^tC|Ei6©)^^IJo 


