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(coronary atherosclerotic heart disease) 
m cm) (») 

(coronary heart disease), ^#®:lfn.i4 
(ischemic heart disease)0 

ia0 g 40 
^fjpio£, J§'|£50£, £tt60^jH, S^sjjE 

W20^o /AWIMPfPlI 

iiim mat, = 
(«tS't«i^iAffit)^ r,mm 

fWimiMg) WHtSKj («KS^iWSM^WS4). i«M 
S'tiriSi, 

w®#-¥-aa. t&mm, ®±T&'bm 

r= 
Ml?, ft 

S^BItS'fci^)IfIt, Bfrih&M&X£= 
ABCDE, 

mmifffi!?, wmi&MMo 
ABCDE: Jg-^ ABCDE A: 

mmm, ^mmmmM^^MA2mm, aiaisftM. ^re±#, 
100 B—^ ABCDE B: toffi: 

®A, B—^ ABCDE C: iMn.Jf: iMn.Jf— 
^rffi^ifiL^^. inilMff, fiiWMii^!>. £— 

M^yt~ ABCDE D: HM 
m-. ^%\ii±m^m^mMmmin, MJ.jfn.rt 

M^yt~ ABCDE E: Ife 
MM: ip®ws, mam, 

wstsii. 

ffi'btfABCDE: Jg^ ABCDE A: Miszft: igzHMjOTfJP 
mmm%> #»«, mmrn^ 

gllj^, ifc^, tt#l^ JTAMWfUSsjj; Jg^ ABCDE— 
—B: ©Mftlt: &j#§K$C$S#lL ® BMI 18.5-24.9kg/m2, MH<90cm; ABCDE 
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M, ifiL+flMffitffiP. MiPME?^; ABCDE 
D: -kWjgff, ^B£ 

MM, ^ABmm, M^«®Bnn; mn, 
>>mm> 03sifnii; 'j>mm 
#, lEttlPIMIA 6 %Wa-, B—^ ABCDE E: ffm^jE: SI, ll^Wff 

K ^#A£E^^MS: fiAA^ 
ft, Tttl, 

2, ^-Bt'^ll«JfiL0fSSC; 3, ^1/ltlMS 
'il^: EEftj^IL 4, '^MMM'^Wk'B^M 

A0fm; 5, 
^®^)0f3Sc= 

@fti±J?/(iSM 0 -S#PI8fM= 0 

im JtipjfiL/h^rt CAMP 
fNM^tJBifiL, mat, 

Eam^»{fyf^;^jgc, mtmf^m^i'bwm, «= MA«® 
gaijsi, HAABI?, 

5ft?S;S;L^;lR o 
mm 

K43, ^#HA?f#fW/KAA|0]WliSttA (8-15) :1, 

ST |&JH£ f^S^lSl'tfilS'fc 
^ J§ # a i-tfiift w at fg] ̂  , i^i^s'ttsis'tn a 

i^isi'fcfiis'fciitiififfli, 
C-Mgfi (CRPX M®fifSMHA2(Lp-PLA2)MM^EM(HCY)o 
BNP, CRP, Lp-PLA2$IHCY#-^^ll^WMag, 
M@*= ±m*m&yg 

(P<0.01) = 
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MJSX mr&ft, eitei; 
^^0^ +(severe vascular event, SVE) ^R^MM.R, 

ft ?$} j@C ifr Iff ^ if. ( Coronary Artery Bypass Grafting, CAGB ), M &_ % ft n)j J@C M if 
(percutaneous transluminal coronary angioplasty, PTCA) 

(severe vascular events) ^}R^MM.R^, ifRW^Jk.^}^1^} 

mammmjuam 
n&jot, K43, 

(9-10) =1, 
(3-7) :i, 

(4-6) :1, g«^j5:lo J3-#=-b$t#«Mii5j|7KM 
$1&, pH 8 WTKM. pH ft^J 8-9 WTK?# 
$£, ftffi&JE pH ft^j 8 
-h^U, —&M;*)c§Kf§flfc)cM$l&, 4il 
^ipAZJIit^jlfy/i, M, ±M0^ZJI, M^t»o 

I#®i. nT^il: 
(1) 2-3 &, 

4-8 ft, MM. 
(2) it^M+iPA^MZill, 50-85% (v/v), tfrgfflfrTO, ±it 

$£^i±, M0^ZJf, M^tW; 
g*, ^51 (1) t, HMMfi«3/60-120iC; »MpH^f8, « 

% 8-9, MffipH^} 8; iitHfco.3% (w/w) -1% (w/w) 
MVtit 0.45% (w/w) (L) ig® 

(kg) &% 1: (0.7-1.3); 
^51 (2) tf3, 50-80% (v/v), 0f 

#$t#WTO&®37 1.15-1.45 = 

JuiAI> Ai, MM, ili, iiil, Wt 
i, ra, M, in, WMMM, 
l^l§M, 

SliWlUZiri (PEG) -4000 
SKUZi-e (PEG) -6000, + (0.2-0.8) :1, 
jfe (0.29-0.7) :1, (0.5-0.6) :1„ 

M AR ® W ft AM nj !M M it:Wft 7fc &» OTM £n T 
ipM!4, MMlWI. M 

illteiWt. j^ABPnTo 60-100°C, «75-85°C; 

0-20°C, mm 5-15 °C o 

D-fin, m, AH, mmm, IHTIS, »$t, » 
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is, mmm. D-tifSM-y-rtSH, MISSI, LI^H, A$SII, ?L$S 
11, \ 
H7X 

H¥«©, IMfe-ffiE, »$S@T, HWE, 
£PM, cc«, mnrnm, AX«, HE, njm SSM, 
?L$S, i«iifii^ nifti. 

^nnn, £ 
$R^I±3£AM» 

1:0-1:1.5, 1:0.1-1:0.9, * 
#3/ 1:0.1-1:0.5 = 

&#—#§K—#!M±W, §K#S4>—#§K—#lU±M 
W±to3£±ff«M«!4, ; 

b.^±^M^lWMlil4^;Mlil4M^^AftAftfl5^g43, i)PAI?tl, 
mm 

^BitlftAJtiP^, MUM, 
JSKMMM; 

BP# = 

1:0-1.5, i)tm%1 1:0.1-0.9, 1:0.1-1:0.5; tt A 1:0.1-1:1, 
1:0.1-1:0.6, l:0.2-l:0.4o 

10-30 5K+; 
45-95°C, 60-95°C; 

¥M«tIM (M^, fgj#^), ¥$«&; 
-20-30°C, ift^^0-18oC; ftf nrtl5Al.0-4.0mm, W 1.2-2.5 mm; ftfn^KS-^lrt 

H^J¥if 200710060640.1 (M£#: 

&5F0; 2008 ¥ 10 M 8 0, ^JF^CN101279220A) , 
200710060641.6 (M^#; AM&, &5F0: 2008^7 
E 30 0, -&3f^ CN101229099A) $1 200710060642.0 
iSAIM. &5F0; 2008 ¥ 10 M 8 0, ^JF^CN101279221A) tf, LU±M^]tk^A 

+ U, nTI^S 3wt%-6wt%, i)t)& 
4wt%Mte&;fcIf £8:^, 80%o 

MM u «] w=% i umm 
M, 0f^iSMiJnTl^fIilJtJR*o 

T89-005-0001 -AU, &IIM, Mm, SIMM, W/lW, 
if-vt*R® & n 
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fm^MaariiAfijrat/MM (TGA) m% 
W&^ T89-005-0003-US (MM 2 tP5>X M T89-005-0001-AU K#7WH& 
(^iSMlii; ^A 375mg ~^A 

M#0 = 
^^I^JMWCRO CNSffilo —+ ^DT 

10 £mAo 2008 ¥ 5 H, 2009 ¥ 7 E^Mo 
#J5—£^A2009¥5 

3/HtM, uR-^smm 
w, siMi, BP it 4 ju f n 8 ju, 
IJlo 

is m so ip^A^t^^ 2 mm 3 m^m 

itfc^b (fe^^#M;WX4^1^Eft:f£A:issjj 
itSBtra (TED) A3M7 5KtX ftis^SWJg-7AM0^®I$, 

15%= gilI-7 A, I0AM?M, 
W i§ #$ 6l#t AM= 

-£10$|J§#AM, ®Fim5>5iJlfD2M^M+o i§#ft0ia^+ 
niaMM*= 

28 A d1#, £m/S 1-2/MX Jg29 A (#, MISM 11-13 <MtfX JI56A (J#) 
JOI57 A (#) Mo 

JIit:feJS4>#g 70 fij'lfK43 60 A^f^j^iS;^ (®MS.30 A), lHHi7 
10 WIf/lAfli§ 

#0 ftS®i§#4x KW 3 {IS 3 
immfiirmmmmx» 

SAE&it, 
s—ft ̂ ia^^ijTAM = 
1.1 T89-005 -0003-US 
1.1.1 timmr 

T89-005-0003-US fM @ ^ "Hi, 3XW, 6I#L £4*'Us U 
ifj/rT89mfW^M>^M-i#w^^ttfnw«"o i» wmm% 
4X ^125£¥#ftl8S75£WJ§tt$I&ttJ§#AM = 5tH$—^ 
CRO M^IAMSIaw 15 
H££FDA= Jg-^sA^ft 2008 ¥ 4 jfAfl, *J5—^AW#J5—2009 
^ 12 M 22 0 „ 

18 80 £, - iP^A 
2 mm 3 m-

^7ftAHAj/fSSS§ (-14 A) 
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(ia, TED % 
3M7^ft), Mftftjg-7Ammo^rmim^ 

15%= M 
ajg-7A, moAmmm, MftwitiiM. 

#ipT£MJ§#, mwA%vxT^mm&: ^FMm, immmmmmmco, i25mg 
m 187.5mg, % 12'hmm-A (lAMfi^O, 250 ^ 
375mg)), 

$i-# 0 -PI®fWf5®3tPIW= $3*7 0^% 8 J^o 

fe«#»TM4?3Ssj]®^Si^Mfti^Wm28 A cm, ^Jsl-2'htt), m29A (#, 
mm is 11-13 «), M56A (il#) RM51A (#) Mo 
1.1.2 fFMeiJ 

GCP W^^o ftl?BnnM5iMWff^4^;tit, 
jnf&y•> GCP fti^l^iifS11^, 0fW/lEM7'El. 

*# (SAE) (IRB) w^gfnftkito 
SAE, 

mm, ^tkMo 0TWMM# 
ira. CRO 

M£ilft= CRO 
WitiiHo 
1.1.3 

(SD) A90#Wff^T, II!?IA 
M 30 ^nJLUif j/r^flA, #5gfi3/ 80%, lUtt®Jft±^£ 187.5mg 

TED $ 30 £J>$^= %i5lJnTf£W 20%WIM^, feif«Afl 36 
^fiAo 
1.1.4 ifeK*^if 

^MtMP^^A5lJJgHMM FDA CFR 21 (DMsys5.0M) 111= ft 
(Data Manager) Eft^rjjlJT, 5^M^A^EM£®fimAAj7i, ftfy^^^ttTJ? 

0irfCRF$S, DCF^Si, ^TUM, ««= iaM 
ITT SK PPT ®W5> 

i-^^iii^i5«jii, M«5MA, B, c^mmmmftm, 
A, B, cHiMfrA^5tM= 

M&jf? (ITT) ^If#: rTT5>lif^^©S«M-^3Ssj]®^S«WfiAo ft 

m 1 ft ITT 
#114 

101 

rim mmAmm^fMo 
2. M®MkIWM^>15% 

707 
ST STPIo 
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APPTMrll^MilEA^#-, «2W3o 

SAii^ »ad 3 SAii^ 
>7^^ WillT!iS>i5% 

101 V 
103 V 
301 V 
303 V 
308 V 
310 V 
311 V 
405 V 
412 V 
415 V 

g3 Ei^raitffl 
SAii^ 
103 3tf£>#/K + 
105 
110 £ 2009 ^9 if 9 
115 
308 
311 m«ni 
412 HIE >#/K+fS,H ttff 
501 psJU^/js +5f|^£j;i!lJp 
502 ISWWfUtt. 
504 
708 m«ni 
722 
1002 
1103 WBWMttMS 
1107 mk* 
1108 H, Hftk^P+liJE $J/K 
1201 m«ni 
1501 ^S+JtfE^+lfifnil 
1502 m«ni 

MiMM: wftjg 57 A^AMW^A, mmmmm, mmmxm. 
ft HT Mr* Ail*, 15^A (12.2%) ftM 

IITI 57 A3Ssj]SB^|tr^±Ti^fF^, ft A mtf] 43 A4^ 6 A, ft B M 37 Atw 
3A, ftCM43 A+W6 A= W2^,i#W^M^04l'0]^ftM28 A, 4 56 A 
fn 2 M% % 29 A o W 7 £i§#ftjg 57 MfeiBT N/A, 
O KWis^J if A iS;^ W Kit tl = 
1.1.5 An#fiE 

W70%WWW^3iTO¥^60^WfiA= ft®^7jc¥, ^MUMMWAn 
AP^if^fiA^#MS2, |3$I^4= 
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^4 (ITTMT£) 
H^lJl:) L (fS^M) P (SctM) &i+ (n) 
(n=40) (n=40) (n=35) (n=115) 

mt- (SD)(^) 62.15 + 9.16 60.68 + 9.77 60.09 + 8.64 61.01+9.19 
(%) 

5s 60 23 (57.50) 24 (60.00) 18 (51.43) 65 (56.52) 
<60 17 (42.50) 16 (40.00) 17 (48.57) 50 (43.48) 
ttSJ, n (%) 
JI14 33 (82.50) 27 (67.50) 19 (54.29) 79 (68.70) 
ictt 7 (17.50) 13 (32.50) 16 (45.71) 36 (31.30) 
f+Jfe n(%) 
fiA 31 (77.50) 27 (67.50) 24 (68.57) 82 (71.30) 
HA 2 (5.00) 5 (12.50) 6 (17.14) 13 (11.30) 
®+| 2 (5.00) 2 (5.00) 1 (2.86) 5(4.35) 

5 (12.50) 6 (15.00) 4(11.43) 15(13.05) 
MM (in), ±>)-fI(SD) 1.74 + 0.12 1.70 + 0.11 1.69 + 0.10 1.71+0.11 
frS (kg), ±>)-fI(SD) 97.13 + 21.82 90.27 + 21.07 92.67 + 23.32 93.39 + 22.03 
TED JEDs, ±>Ht (SD) 304.65 + 87.51 286.35 + 81.28 308.93 + 76.84 299.59 + 82.09 

1.1.6 
IfllWriT fnppT Mfllj&ffTMfo 

s p fta^f mmm m. 

mmi8j^w, »ft&5ij^7X¥0tTED M= 
MMI:, 

w«it (MiH) (LSM), m-m o.o50 
A) ±nra#«$g. *mum 

5 M 6 ITT fD PPT 
m 5 iS^W*»TEDl&$Mgf , %}fe±i hc]£& ( ITT 
WW 55 JL H (i^®) 

(n=40) 
L (fS^*) 

(n=40) 

p ($ iM) 
(n=35) 

Jf-7 AW 
Ho A 

TEDSil (#) 307.25+12.89 284.73 + 12.31 312.28+12.63 

H 28 A TED (#) 348.00+14.58 310.50+15.32 330.91 + 17.09 H 28 A 
43.35 + 9.73 24.15 + 8.01 21.99 + 10.56 

H 28 A 

(#)** 21.36 2.16 N/A 

H 29 A TED (#) 365.44+16.58 330.38+15.22 330.94+18.90 H 29 A 
62.21 + 10.62 41.47 + 10.06 22.01 + 12.08 

H 29 A 

(#)** 40.19*** 19.46 N/A 

M 56 A TED (#) 368.38+19.42 343.76+16.82 352.85+18.63 M 56 A 
62.96 + 12.63 54.48 + 12.84 42.26 + 12.17 

M 56 A 

(#)** 20.69 12.2 N/A 

H 57 A TED (#) 370.76+18.36 341.33 + 15.25 352.66+19.18 H 57 A 
65.55 + 14.66 54.98 + 11.94 43.73 + 13.26 

H 57 A 

21.82 11.25 N/A 

*H 1 /V, jaaif#®-tyh#-^SIg^f0]WTED^ft5|tif#t±iWTSIgWTED5F^'f'bff, W,2p, ifffttiiMfl. 
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*** P <0.05, 

ft ITT MTH, $»I 8 A, ftffiM*M(187.5mg, 
b.i.d.)^W 12 £ (27.9%), f£M*M(125mg, b.i.d.)W 9 £(20.9%), 4 £(10.8%) = 

^ 6 TI:D »M, (PPT^IT*). 
H (WPil:) 
(n=26) 

LCfSM*) 
(n=32) 

c(£«M) 
(n=31) 

Jf-7 
% 0^ 

TED (#) 295.46 + 17.29 292.59+14.56 311.80+14.28 

H 28^ TED (#) 346.88 + 19.66 314.28+15.44 332.71 + 18.83 H 28^ 
mmmi* 51.42+12.68 21.69 + 6.19 20.90 + 11.33 

H 28^ 

(#)** 
30.52 0.78 N/A 

H 29^ TED (#) 360.00 + 21.81 329.41 + 16.46 335.00 + 20.10 H 29^ 
64.54+14.08 40.32+10.06 23.19 + 12.18 

H 29^ 

(#)** 
41.34*** 17.13 N/A 

H 56 ^ TED (#) 360.48 + 26.46 343.03 + 17.91 353.29+ 20.29 H 56 ^ 
62.90+16.45 56.47 + 14.06 48.53 + 11.31 

H 56 ^ 

(#)** 
14.37 7.93 N/A 

H 57^ TED (#) 375.08 + 26.70 343.56+16.33 359.55 + 20.16 H 57^ 
79.62 + 20.96 50.97 + 13.22 47.74+13.63 

H 57^ 

(#)** 
31.87 3.23 N/A 

*H 1 /v, jaaif#®yhyh-f$^SIg^f0]6tlTED^ft5|5ifS:t±iffiX^SIg6tlTED5F^'f'bff, H2^, ifffttiisa 

*** P <0.05, 

M 5 fn® 4, S5: xmf^ ITT ^tff*WAP, 
(187.5mg Mi 125mg, — 0W&) W^A, TED $i»= 

(I87.5mg, -0W&) ft^ 
M (125mg, — 0W&), 3C&%y9&lM%i£Mo FPT cm 6, 
K 6 M 7), 

B) ±i?w$Mig##T. 
TED WM, ( H 8a fH 8b)o MMM, ft ITT MTH 

+ 0fW3Ssj]MSi^i^M+, TED (|9) = 

6fSM«a¥t^ra) iinifflrattiM 

8 mm 10a-bo m 10a-b ̂  ITT MtHAf^Jft#, W TED {tTO^£§0fc# 
Wft'h-fUftfrtfT: ffl 10a ITT ##rHAilft#$fcfi W TED {tTO^^gfc#^#* 
-fH&Mr; ffl 10b ̂  ITT MTHAI¥ft«ra TED 
5>IJT= ) = 

9 
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mi TI:Dcnr#*?*) 
TED @SC^ B (it^PJ*) 

(n=40) 
A cfSMi) 
(n=40) 

c (£«M) 
(n=35) 

H28^ TED 
JR/h—^fe 45.40 (8.90) 23.55(8.88) 20.33 (9.50) 

H28^ 

§f±§Bfe#vs. $®^l|(p--(t) 25.07 (p=0.057) 3.22 (p=0.80) --
If 29^ TED 

JR/h—^fe 63.74 (10.55) 41.31 (10.53) 20.49 (11.14) 
If 29^ 

§f±§Bfe#vs. $®^Ll (p-H) 43.25* (p=0.005) 20.81(p=0.18) -
H56^ TED 

it 7h—fife 65.02(11.84) 54.88 (11.82) 39.59 (12.36) 
H56^ 

§f±§Bfe#vs. $®^i| (p-{I) 25.42(p=0.14) 15.28(p=0.37) --
S 57 ^ 
(LOCF) 

TED 
JR/h—^fe 67.03 (12.77) 54.70(12.91) 42.31 (13.81) 

S 57 ^ 
(LOCF) 

ffiiBfclfvs. $®^I| (p-{I) 24.71(p=0.19) 12.38(p=0.51) --
P<O.O5, 

m 8 TED (PPT MM) 
TED H (flflRI*) 

(n=26) 
L CfSM*) 
(n=32) 

P (£1M) 
(n=31) 

H28^ 

TED bkM'b 
—fife 53.60(10.60) 21.36(9.52) 19.42(9.69) 

H28^ 
§TVS. $®^l|(p--fS) 34.18* (p=0.02) 1.94 (p=0.89) --

H28^ TED 
—fife 21.13(4.12) 8.10(3.70) 6.53(3.77) 

H28^ 

§f±§Bfe#vs. (p-H) 14.60*(p=0.01) 1.57 (p=0.77) --

If 29^ 

TED 
—fife 66.35(12.67) 40.40(11.56) 21.60(11.60) 

If 29^ §Tvs. $®^Ll (p-ffi) 44.74* (p=0.01) 18.79 (p=0.25) --If 29^ 
TED 
—fife 24.87 (5.35) 15.59 (4.89) 6.85 (4.90) 

If 29^ 

§f±§Bfe#vs. (p-H) 18.01* (p=0.015) 8.73 (p=0.21) --

H56^ 

TED 
—fife 65.56(14.50) 56.35(13.19) 46.43(13.22) 

H56^ VS. (p-{fi) 19.13(p=0.33) 9.91(p=0.60) --H56^ TED 
—fife 22.64(5.81) 23.47(5.28) 15.07(5.30) 

H56^ 

§f±§Bfe#vs. (p-H) 7.57 (p=0.34) 8.40 (p=0.26) --

M 57 X 
(LOCF) 

TED 
—fife 82.94 (16.48) 50.47 (14.80) 45.47(15.07) 

M 57 X 
(LOCF) 

VS. (p-{fi) 37.47(p=0.10) 5.00(p=0.81) -M 57 X 
(LOCF) TED 

—fife 30.87(6.57) 20.93(5.90) 15.68(6.00) 

M 57 X 
(LOCF) 

§f±§Bfe#vs. $®^l|l3^tt(p--fi) 15.19(p=0.09) 5.24(p=0.53) --

ft TED mmijm, ram 
iMu, ftH 29 X, VcM., 19 45 

#= 

ftjg 28 xmm 29 ^ 
o 

Ji§: (Weekly Frequency of Angina, WFAX UU 
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(Weekly Nitroglycerin Consumption, WNC), ttS^liST iKKTime to ST 
Depression, TSTD), £ijJ!^ll^S^f^fftlXI(Time to Chest Pain, TCP), Quality of Life, 
QoDo 

M 12a fH 12b M, ̂ MJII (125mg, b.i.d.) MMMSL (187.5mg, 
b.i.d.) s mfn i3b«ftTO€imMiiM 
*±, W&ma (187.5mg 2k 125mg) ftl|fiJ*±M^ WffilA 1MI 
fio 2.74 $UM, 0.53mg/ 
j^o 

ftMMrftrrrM, W20 
&WMim ana-b^ppTMrii 
Ai^lJft#, W TED ftm=f-Wft'h-fllftMf: lllat^ PPT 5>lif 
IAI4#SI TED Wft'h—fHftfrtff; S lib PPT 5>UTHAI¥ 
ft^&fiW TED 

K 14 nj^n, 
0tf§]± (j#m^ft) ttmmMMmim, 

^ 9 JSS&jfi mWBtfUWft, ^ &, c 
H (iMiTfLUl) Lds^*) p (Sctwlj) 

MOX 280.18+16.33 (n=25) 274.41 + 14.43 (n=23) 293.50+16.78 (n=26) 
H 28^ 333.88 + 21.90 (n=17) 309.00 + 21.56 (n=18) 308.28 + 25.12 (n=18) 
H 29^ 329.06 + 25.34 (n=15) 311.95 + 21.19 (n=19) 300.59 + 27.31 (n=17) 
H 56 2i 338.56 + 28.69 (n=16) 332.35 + 22.04 (n=17) 327.60 + 26.22 (n=15) 
M 57 3K 337.78 + 24.51 (n=18) 336.26+19.19 (n=23) 318.60 + 26.12 (n=20) 

)k^m, KisnBn, (ft#ft) ST 
wnTtktto 

= ^irft n ftraw# ST ITMumfM 
sscw = 

* 10 ^&|0*tttft+ffi5lSTgT»O.lmvKlBtW. #, ¥%fe±1*mu, (ITT^$fM) 
H (Si^!jM)(n=40) L (fS^M) (n=40) PCSctM) (n=35) 

f 0^ 295.18+ 19.34 (n=20) 261.29+ 19.77 (n=21) 288.81 + 21.23 (n=19) 
H 28^ 309.00 + 39.08 (n=12) 300.15 + 24.53(n=13) 298.40 + 68.86 (n=5) 
H 29^ 308.25+41.81 (n=12) 292.93 + 26.61 (n=14) 277.80 + 59.95 (n=5) 
% 56 2K. 321.80 + 40.96 (n=10) 308.82 + 28.87 (n=ll) 274.50 + 61.38 (n=4) 
%57 2K 321.79 + 31.73 (n=19) 287.00 + 27.65 (n=18) 306.57 + 34.99 (n=7) 

(£n® i6)o 
ftT mmm w re** w M 

7#0tR. 

Eft¥^flc$n T0T /K AUCm#! 7—® J3 TFMX = 
AASnnj^n, AAH—M^nM^BNP^^lt^lfckWHJMWT^o ft 

li 
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muA, LP-PLM mjsttm 2& jmns. 
«HJWI?M^i5^raMt:kLP-PLA2 AIST^ (ffl 18) = 

M, TED 29 A^ % 57 AW TED » 
+0^0 mat, s 19 # 
Iff 7 ̂ 'f-bJal/pftl ETT SS'f-fclWlB Ai4° 
1.1.7 

W^WMMTfi?#|-4W^lffo¥i^(<64.5 &m^64.5 ^X&TED ^£(<300 #^300 

<64.5 
TED $Iiffffl4<64.5 (S 20a) tt^64.5 £ 
fl (S 20b) A#^ (ffl 20a-b TED MX47^W^t: S 20a 
^¥^^7 64.5 £AM TED MX47^;IW^; S 20b 3g^i^A7i^?7 64.5 £ 
A^TEDMX47^W^), W^64.5£MK^m<bM&^£MftM, 
»H7X¥HHO mat 

M®, IMTED (®^3oo#), 
^<3oo#wtiH00M, (H 2ia): 
smmffix, (®2ib)= 
1.1.8 

mmmmm^: M^ii-tJKiwiAtiSHtitMffi^^ d 22, 
m 22 m* ITT mmAmmmmmmm^Am, ̂ AMitw^tt* (&mm 
M, 45%$i63%w^ASi!>s®—w^)= 

fa&M, ^MMA^f£47ft^}7^#7ii;tWM, fiA^f^WHMsMliAK 
mmmys* ^MMA "i^-T" ^MMA^AMWA 

&&H, raiMifA^i^r, ateTa-^tTtn^^ii 
1.1.9 

T89-005-003-US, ^®%A2l/K^^MW, 
?al7 (M4MM, % 8 jH^^ftW3Ssj]WfiiS;^^0tf0]) 
n-^J 187.5mg 29 H 57 A (#{t) 

ftjssj]WfiiS;^Wi^0tf0]±, ^^7 4 jWIM, 
(300#) ##J$lffi7 n#fD44# (#{t)= 8 JU 

in, W£iMi^fMiM^28#, TEDW^ 
ft/Am 28 Afnm 29 AJf^f#aj^So 

itiitti 4 mm 8 TED eft#fckJiiftA, mmmmmmit&m 

^IWTEDO 
(ITT) 3(PPT) ̂iff, 

12 



WO 2012/016549 PCT/CN2011/078128 

MI*. 
-it^MXo mat, ^ 

orvEffim m-itmmt ̂  i mmmm $ £-# m mm mzM = 
ITT PPT 

4 MJZTIEM 8 JU, PPT ®= 
1.1.10 

"%±M (Safety Dataset) " , -IXM^uW 
wfiAo ^ ii tsiTiAWfi^Ma. mntt^&m 

(SAE) m/ 
^i-^S^AJIIuif(AE) WflAo 

m ii Tfmmmmmu (££*) 
'fs.i. ffSMfifl Rj^UMtlL $ra 
'MX9m^ 42 44 38 

($1) 28 37 21 
ictt ($1) 13 7 17 

(£) 60.5 61.7 61.0 
«ff^ m 1-14 A 1 1 0 
($1) H 15-28 A 2 4 1 

> JI28 A 38 39 37 
^mmxm 53.9 52.8 55.3 

a)££M«J£ 
ftMrW 123 ^fiA4, 51% (21/41 ^), 61% 

(27/44) $111166% (25/38) W^AM7TO*#» 
^mik, (mmmM 
is, wtPM/^is^«) m%m cm, M, m, m, M, w 
mi, tm (R-m, mm%, &mnm, «) otft, 

m^mmyf^mmxAEm^mx, IP^AE^AW 

^fMmim, UA, %4M, MSM 
ftijtQTc (QT |'g]IM^ft) M^cft; 5 ^ SAE SIWAEW, 
IYM.Z, (f^Miitil, ^rM, f&)D;#)> 

13 
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mi2 (%£M) 
i^UM. 

mm 3 (7.3%) 4 (9.1%) 5 (13.2%) 

im (PT. n. w, mw, 
m, s&m, ^ m 

5 (12.2%) 3 (6.8%) 5 (13.2%) 

iSI (S$^ 
®*) 

4 (9.8%) 4 (9.1%) 0 (0%) 

1 (2.4%) 2 (4.5%) 0 (0%) 
MW&m 0(%) 1 (2.3%, 

SffiiSlfe) 
1 (2.6%, 

Jtik 0 (0%) 0 (0%) 1 (2.6%) 
mm (Mmmm 1 (2.4%) 0 (0%) 0 (0%) 
#£±iip 0 (0%) 0 (0%) 1 (2.6%) 

1 (2.4%) 0 (0%) 1 (2.6%) 
1 (2.4%) 0 (0%) 0 (0%) 

JSPfit 1 (2.4%) 0 (0%) 0 (0%) 

£ 0 (0%) 1 (2.3%) 0 (0%) 

US 0 (0%) 1 (2.3%) 0 (0%) 

JSPfit 1 (2.4%) 0 (0%) 0 (0%) 

¥ 1 (2.4%) 1 (2.3%) 0 (0%) 
0 (0%) 2 (4.5%) 0 (0%) 

J$J^ IIS/7S?IS* 5 (12.2%) 4 (9.1%) 9 (23.7%) 
0 (0%) 1 (2.3%) 0 (0%) 
0 (0%) 1 (2.3%) 1 (2.6%) 
1 (2.4%) 0 (0%) 0 (0%) 

CAD 0 (0%) 0 (0%) 1 (2.6%) 
0 (0%) 1 (2.3%) 0 (0%) 

H^'ilvliiSl^iJ 0 (0%) 2 (4.5%) 1 (2.6%) 
0 (0%) 0 (0%) 1 (2.6%) 
1 (2.4%) 1 (2.3%) 3 (7.9%) 

35'Lj* 2 (4.9%) 1 (2.3%) 0 (0%) 
ugn± 2 (4.9%) 1 (2.3%) 0 (0%) 

1 (2.4%) 2 (4.5%) 0 (0%) 
1 (2.4%) 0 (0%) 0 (0%) 

&ftt 1 (2.4%) 0 (0%) 2 (5.3%) 

n$mn 0 (0%) 4 (9.1%) 0 (0%) 

®B7iS 0 (0%) 0 (0%) 2 (5.3%) 
0 (0%) 1 (2.3%) 1 (2.6%) 
0 (0%) 1 (2.3%) 0 (0%) 

nffejfi 0 (0%) 0 (0%) 1 (2.6%) 
0 (0%) 1 (2.3%) 0 (0%) 

HSife 1 (2.4%) 1 (2.3%) 0 (0%) 
0 (0%) 1 (2.3%) 0 (0%) 
3 (7.3%) 0 (0%) 0 (0%) 
1 (2.4%) 1 (2.3%) 1 (2.6%) 
0 (0%) 1 (2.3%) 0 (0%) 
0 (0%) 1(2.3%) 0 (0%) 

its 2 (4.9%) 3 (6.8%) 3 (7.9%) 
ffelE 2(4.9%) 1(2.3%) 0(0%) 

14 
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iiiS 1 (2.4%) 2 (4.5%) 0 (0%) 

MUWl 0 (0%) 1 (2.3%) 0 (0%) 

Mi 0 (0%) 1 (2.3%) 0 (0%) 

B# 0 (0%) 0 (0%) 1 (2.6%) 

« 1 (2.4%) 0 (0%) 0 (0%) 
1 (2.4%) 3 (6.8%) 4 (10.5%) 

MStrSifc HMIfe 1 (2.4%) 0 (0%) 0 (0%) 
0 (0%) 0 (0%) 1 (2.6%) 

j£K W% 0 (0%) 2 (4.5%) 0 (0%) 

% 1 (2.4%) 1 (2.3%) 0 (0%) 

8S$W? 0 (0%) 0 (0%) 1 (2.6%) 
1 (2.4%) 0 (0%) 0 (0%) 

mzmm 1 (2.4%) 0 (0%) 0 (0%) 
0 (0%) 1 (2.3%) 0 (0%) 

lijf-ww 1 (2.4%) 0 (0%) 0 (0%) 

BS3BW? 0 (0%) 1 (2.3%) 0 (0%) 
0 (0%) 1 (2.3%) 0 (0%) 

mzmm 0 (0%) 1 (2.3%) 0 (0%) 
0 (0%) 1 (2.3%) 0 (0%) 

CRP -ft&ift 2 (4.9%) 1 (2.3%) 3 (7.9%) 

LP-PLA2 -fjii^ 1 (2.4%) 1 (2.3%) 2 (5.3%) 

BNP -fliiift 0 (0%) 2 (4.5%) 0 (0%) 

fifflflBISSIftS 1 (2.4%) 0 (0%) 0 (0%) 

UlftSffiWift 0 (0%) 1 (2.3%) 1 (2.6%) 

M-W-WiftHi 0 (0%) 1 (2.3%) 0 (0%) 
0 (0%) 1 (2.3%) 0 (0%) 

ASTffift 0 (0%) 2 (4.5%) 0 (0%) 

ALTff-ift 0 (0%) 2 (4.5%) 0 (0%) 

eGFR P^fS 0 (0%) 0 (0%) 2 (5.3%) 

(+++)MS fi 0 (0%) 0 (0%) 1 (2.6%) 

l^llfilfiffi: 0 (0%) 1 (2.3%) 0 (0%) 

A, mwwmmMWisA, 
mmm-

W AEffi: 
(5 m)= i m; &MMM \ m•, graiw& i m-, & 

o m)-. mkm, ^kmm^ i m-, 
$£MJIfci$l; gS#®iM= 

>$MM(4^J): &mim-, ®m.mk im-, 
#]; &®ffl#l#) = 

iS^ $,!###] 23.7%, 12.2%ftJ 9.1 %, Dantonic 

b) ?Et:, MF*W &*# 

15 
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(M, MM, -WSi, H$l 
ffijfiLifo i&, ^a) -imm, 

A»Mi= 

«#, 6 #!»$&)= Kt, 
fi, WH^Ai7^Wil*#WM/il^ 
±7im 1 m, fiitMiMiifi, 
SJWS 1 m* 

^ 13 tRW SAE 
i#®f passjs XMtmM 

104 Jft -lit 1=5" SE ( P5 ft 36 Us 
s, *JS2W) 

pa Wl5^ 

307 tp ̂  5c Wg5£ 
401 mk 

tuft 
WSfBSc# Wg5£ 

413 '\jBW.itl wm AlijuffWf Wg5£ 
806 Jft -lit pi" SE ( M ft 26 ii; 

is, mm fr) 
c|=i K^aff Wg5£ 

iim^mtm^&mzA^mnk, ̂ *7^= Dantonic ®M AES 
£nIiM^o 

ft i8^w«^i±g+, 5 s 
w^*#ft^ft^^ij+^m«^^M#ft m-. mw, *)= im 
m 1, TOHT^J^S. 

1.1.11 
QT fR]Si$I^HR^0jMWffi^tt= QTc (QT |l]!M£fi) Frederica 

S, W JJgHW QTc S^7 HR ( a 23a, 23b), QTc QTc 
ftjg 2 J^, % 4 M, % 8 (^ 14), QTc 
M4?io 
* 14 QTc BtBtfSJ&^fiE (ITT m PPT A#) 

mm QTc Ktf|Qffi|&$ mm m\ nun % 28/29 % H 56/57 ?C 

1.68 -3.89 0.72 

ITT $|g is Mnm. 0.56 0.19 0.14 

2.98 -0.87 -2.44 

0.91 0.71 3.38 

PPT^g i&Mnm. 0.66 0.69 0.04 

2.70 -0.19 -2.56 

mmm 
K 1 ffi&7 T89-005-0003-US ia$M$ftg = 

16 
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m 2 ITT 

a 3 n$7 PPT yMm^Aummmm%° 
ffl 4 |g3£7 ITT TED 

ffl 5 J®3£7 ITT TED 

m 6 ^ PPT TED 

m 1 ̂  PPT TED 

m 8a-b ®^7 ITT TED SI^TRW TED $ftff#t: S 8a M 
TfrJM 29 Affi TED TED ^ftff Ux ® 8b M^7JS 57 Affi TED SI|7K¥ 
$ TED $ftff#t = 

ffl 9 MT7 ITT MTHAI¥ TED 

m 10a-b ^ ITT MTHTED Wft'h-fUfefr 
IJT: m 10a ^ ITT W TED ffl 
iob ITT ^tff^A TED 

ffl lla-b ̂  PPT 'MftMTED 
IJT: m 11a PPT TED ffl 
lib PPT MTHAM«M TED Wft'h-fll&frtffo 

ffl i2a-b®Mi7 ITT'MlrMAmaPPT 
ft: m si2b®^ 
7 ITT 

a i3a-b®^7 ITT 'MmAmm PPT 
ft: m 13a®^7lTT5>lif^A#^€m^^Mfim7«tlWTO^ft; Sl3b®Mi 
7 PPT 

ffl 14®^7 ITT5>liT^AI¥^,®0t3Ssj]®^l:i^+iii|i>^M^#0tf0]W6ft#o 

m 15 ST ST^0tl'0] 

S 16®3£7 ITT^IJT^AI¥^fei5J]Sfil?l0f1X1E$S£ft= 

ffl 171®3£7 ITT MTHAI¥ BNP WH5>fck= 

ffl 18 ®^7 ITT MTHAI¥ Lp-PLA2 M7Stl^ft WH5>fck = 

m 19 Mr7£ft*tfe#I ETT 

m 20a-b ®3£7ffi¥B^tAI¥ TED ftffiX^7S^W^ft: S 20a 64.5 g 
AP TED IWfi^M: m 20b 3g^i^A7^7 64.5 £ AP TED MX^7S 
tl^^fto 
ffl 21a-b ®Mi7ffi»i|7.R7A# TED M*f7»M3gft: ffl 21a ^Stl<300 #AH 
TED MWSHW^ft; ffl 21b ^SH^300 #AI¥ TED IWIfflM. 

m 22 ITT 'M^A^MmmmfRM^Atko 
ffl 23a-b ##JMr7 ITT ^I/THA^D PPT 'MftMAMMm QTC ffl 23a 
^ ITT 'MlrMAMmm QT rn 23b ^ PPT 'MlrMAMmm QTc ^ 

mmmx 

17 
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J}# 45.0g H4: 47.0g &J(>t o.lg 
WiilZi—ffi£-6000 18g 
$!|j$ 1000 MA 

=-b$iM9l 
lillfflfMIt (45.0g), (47.0g) ip±3£4l?5 ̂ MTR, 

M^2/h0t, ^i±, 7ttS43t)PA4'f§Tl7R, ^i±» iJiitlfi, 
-£#$&$£» (L) (Kg) 1:0.9-1.1, MMinA95% 
(v/v) WZifiE, 69-71% (v/v), #gl2/h0to MyXjHMWiM, 

^i±, M0^ZJf, 1.32-1.40 = 

^IKZi—fif-6000 18g?i$I±9^l, iJP^SMfi 85-90'°C, ft 14 20-120 
3H+J5, 85-90°C^®Ml«+° l?MM7-8°C^#^+, 

BP#» 

fe#-SSC, n#. 5fc^= /^n25mg 
+ 15%/^u, W3L 3.34+ 15%mm0 

70.0g J}#, 13.7gH4:, ©5?, J£A£IM+, ipA±^4l? 5 ftfi^TR, H 
^2/h0t, i±^, tlUiio l?SipA4^fi7K, Mi'hBt, ^i±» 

MffiM, IM^#«(L)^4iii(Kg)Wtt>t| 1:0.9-1.1= iPA95% (v/v) $ 
69-71% (v/v), #g 12 ZH, ^i±= 1.32-1.40 

±J£$t#-*5 0.8g ?;JC>tfn 15.5gHZi—^6000?!-^, 85°CMA, M^30 5K+, W&3\$if 
M143, 80°C^fi, yjSA7°C^^#5^43, ^fcbyitA, BP#= 

ViSA^J^llli'fe^l^ll, A'-h^J^, 7t?f, ^#, Wl^o 25mg+15%, ^53.34 
+15% mm. 

'Mm 96.0g ^#, l.OgH-b, 3.0g?;jc>tfn20g^ZJ-ll6000o gKMRSUM 
—; 64"C, JglffijglS^OT:, 
IA» = 

AZttJ^, 7t?f, ^#, 25mg+15%, ^53.34 
+15% mm. 

m«MK 
E-mn=-kmn isg w^r^ii#), &K>ti.2g, ?LHii45g, fiEft^ 

© 12go 

18 
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7X^fi,S^ 830Co ft 70°C^fiT^BM^)lU 35 yf/^H+W 

®, f£fi«iP#o £fHM, fe#-S5u JMI. & 
tmm& 20003.96 $H+®i±«, itt 

m«M5: 
22g ftKtf 1.5g, ILftlf 40g, mm& 

JR l5go iPA^fliH-b^ff, 
SKtf, TK^MA, MM, 7K^fiS^85°Co ft 64°C^fiTWffiltl^ 40 tt/ 

f£fi«iP#o %mm, JMI&W&IM, &#-ssu JMI. 
0|?i| 2000 ^H^jJPSfeTO 4.25 3H+®i±ffip55, 

M®M$£, I8g feK>t i.2g, W 
HMJ? 40g, o.5g fniSSW 3%IfcZ,Mitt^SWZiffic^M$>tM» 

M®M$£, I8g feK>t i.2g, M 
JR 5og m#® iog 

ti#*te8tWA 
M®M$£, I8g feK>t I.2g, U 

SHMH 30g^ I5g fniSSW 

m&mmmx 
18g 1.2g, w 

HMJ? 35g, » lOg MSW 3%IKZiMBttn&^BM 

m«M+ 
600g, &J(>t5g, PEG-6000 

$||4 2000go 5fe^PEG-6000 ipAftl45i+, MA5 90°C, #ipA^-#=-bii^ 
tf, 50 Hz, 
MfiM 80°C, 

^ipfi,gii?iJ-20oc, 
7tiPCTfflnig7K¥ffiW^^ 450, M^ft^iPtjtWWl^, ^A«WiiWI? 

fljEf3 if 200710060640.1 1 $#$£) = 

^-# 373g H4: 73g &J(>t 5.0g 

19 
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MHZ,-If-6000 182.5g 
m 1000 m&m 

5 ftm 0.45% (w/w) M 
MSJfrM, M^t2/h0t, ^i±, 7MS43iPA4^fi7X, IM l <I^Mr >M 
i±, (L) (Kg) \k% 1:0.9-1.3, 
MiPA95% (v/v) Will, ffiM^-llMft70% (v/v), #g 12-24/Mtf= 
M±M, ^i±, 0^ZJf, 1.32-1.40 62.5go 

^HZ,-H-6000 MAMfiS85°C, m30fr¥?is, 
9O°C^®MI«+° io°c^#^+, 

!t, mwmii, EM»#O 

fe#-sst, n#. ^= 
250mg±15%/^o 

20 
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K43, (8-15) :1, K43, 
WMMl^SrPMjH WMfi = 

«= 

i§#WissMfi = 
5. SM$ 3 

-l#W^3Ssj]0tf0]o 

'll^i§#M ST RffiigSKM^o 
7. 3 

nmi # ft W H Mi£ §KM4£= 

it'tfitifflp= 

itiifiWffli. 

B-M«t c-Mgfi, fltgfi$JfB§A2#ira«M®= 
13. i 

So 
14. MMMi3WMji, 
15. 13 
16. 13 WM3£» 
17. 13 w^jt, mi 

18. MMMl3^Mji, + LifiL/h^^Mo 
19. 18 WMii, K43W^ia-^fel?^N'^]IZE#o 
20. 1-19 ftj#—:TOftiWJ|[3£» 

ftK>t» K43, ^#H^l»fn?;jc>t2.f0]WMSt:kffi;^^ (9-io) :i, 

^JIfW#fnH4;WMtt^ (3-7) :1 = 
22. MfeMl21 WMii, (4-6) :1„ 
23. 5-.U 
24. MM^|23WMji, + 

Wo 

^®$nT^5I= 

21 



WO 2012/016549 PCT/CN2011/078128 

(1) 2-3 ^iPTlc 
MfiW 4-8 ft, ilMiJtji, ftitiS 

(2) ft^M+iPAi^fcgZJf, 50-85% (v/v), tfrgafrTO, ± 
MM, iJMlnl^ZJf, 

26. MMM25WMit, 
K43, 11-6000, 

W + (0.2-0.8) :1„ 
27. MMM26WMii, 

K43, 11-6000, 0fj& 
W + (0.29-0.7) :1„ 

28. MMM27WMit, 
K43, 11-6000, 

W + (0.5-0.6) :1„ 

22 


