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Vascular Protection in Dyslipidemic Management

d
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o flo

A& o] H(dyslipidemia)®] sHESFFY] =2 T RAUS FH=
ey, oaka QA SA A= A AueS A A o)tk A=4
o] Trs WA TS Y 4= Sk TS FEHskaL Qit,

2 AFATE| 2Aske] 20018 EEE vk National Cholesterol
Education Program (NCEP)®] Adult Treatment Panel III (ATP III)+= &5
o Agkato] tiet A=241 2| &} of 2] 7HA] f1F 8l0] Y= SRt o] U}
A (primary prevention)of] 1 Zo] At oo EH TgW et
T2 YUY Bt A5l A8k LDL cholesterol®] 57FHs datol
o] 8 Yo R R glom, 1. 9819 FAHo|a AA A B
Foto] AAgE 2|54 ALeFA 9] M3 Therapeutic Life Style Change, TLC)
o g e dHskL 9l ol A= Aj=o] 27115 NCEP ATP IIIE
o2 g el W7k 9 H%‘E—J HRI ) oo wE A& AR ‘11':
A, 23 FT statin ¥ fibrateE SACE 3t 8 JAE AFAAe)
statin®] thH# Fato]| tjste] A2]siaict.
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ATP 1101419 42 a4
A e el ey
Framingham Point Scoreg ©|-&slo] 10d Weol| & é‘ﬂo
£ APEsL, 3) ARt 22 oY 7HA] AR RS A=
H A 54 gEeHA HIE S A Ao oS AFxskal
FoA&= 3 1942} Zo] 1) LDL cholesterol 100mg/dL2 £
2) A HDL Z@|2HE @359 A& 474 (35mg/dLA <40mg/dLOo.-Z 4}
AL, 3) AR ERolA & 7IE5AE shFRAskginh A3 ¢
oA 1) 2= AAM] % cholesterol, HDL cholesterol, LDL cholesterol, 543
A ZgFek= AA19 lipoproteing 57381, 2) LDL2 W57 $isto] A&
J stanols/ sterols¥} -89 AHE A6, 3) 2|52 gL o wiste}
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Vascular Protection in Dyslipidemic Management

SFEINRE A&317) 5E Agkete]  ® 1. ATP lllof 2/t Ztzto| X|ZojAle| H=
A 4) 24 200mg/dL, ol4pe]  EFme/d)

LDL cholesterol
7% 1.DL cholesterol2] A5} 22 %] eroesn

<100 Optimal
wobE MBI, ATP I we 100—129 Near or above optimal
T8 Ygadeses 5d, 18 A 130-159 Borderline high
HDL E#|A8E85(40mg/dL), & L
7] 5 20| 452 (A WA 55 =10 e hien
A uluk 27| o7k 65 wluh, olEi= Total cholesterol
I vh oo <200 Desirable
7}(1‘31-}]' 45*1] o]/}ol—’ qu} 55}\1] O]/i._]-)i 200—239 Borderline high
TEH, olE f1§aclo] Il ols}, >240 High
27 oAk, W A3l 3O o]of Z35} HDL cholesterol
v = 1_ <40 Low
= Yg8clos AFaAFOR Y 60 .

o] X|70] X o] TEETHE 2).
HEY Ado] k= A
o2 29| SulAEls, Py, 1o ey dake] 109 W olgd 7heA
o] 20% ©14421 97} olofl sjFEct, Z17ke] $19 Al B tEt X7
AL & 20049} Zo] LDL B 2SS Bed A8 3-8 o]0 E3H: 913
2919] 9= (100mg/dL, $182¢10] 27] o)4Fel H-$ofli= 130mg/dL, 1%
2310] 17} oJ8kel Aol (160mg/dLS B TLCS oFE 8L o] g3ttt

E 2. Zt 2I&Z20MQ| LDL cholesterol X|&2 SEX|(mg/dL)2} b= 2 MEQ™MO| NCEP
ATP Il R|Z X|E|oF

Risk category LDL TLC Drug Tx
goal
CHD or CHD equivalents <100 =100 >130
(10yrrisk >20% ) (100—129: optional )
2+ risk factors 130 >130 10yr risk 10—20%:>130
10yrrisk <10%: =160
0—1 risk factor <160 =160 =190

(160—189: optional)

F2 9829 4, X HDL cholesterol (<40mg/dL), DELH(>140/90mmHg), B 7HS0IAS] Z7| HSWASIZ (LAt <55, At <65),
AZSIHRF >45, 04Xt >55). CHD: coronary heart disease
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Visit 1 6 Visit 2 Visit 3 o6 Visit 4
Begin lifestyle Tx wk Evaluate LDL response | \k Evaluate LDL response | o | Monitor adherence to TLC
-» - -»

If LDL goal not achieved,
intensify LDL lowering Tx

If LDL goal not achieved,
consider adding drug Tx

{
Emphasize reduction Reinforce reduction __
of saturated fat and in saturated fat and Initiate Tx for metabolic
cholesterol intake cholesterol intake SYHGFQmE(S_D)
Encourage moderate Consider adding plant Intensify weight
physical activity stanols/sterols EREGEmEl ) i ez)
Consider referral to Increase fiber intake Considi?:g/f‘gna\ oa
a dietician Consider referral to a dietician

dietician

21, XIEooMel X|2X deeH HTOHNCEP ATP ).

(Z1¥l 1. LDL cholesterol YA 2|52 tiC& 4= A olQo|= ATP
I+ WARSTS Al29] A5t o s Fapgict, e a4a2=1) &
FHTRE7]E 9AF )90em, A »80cm; vl=r7|E: HAF )102em, Ak
»88cm), 2) FAJAHES(>150 mg/dL), 3) A HDL ZHAHEES(HA}F <
40mg/dL, *A} <50mg/dL), 4) 1E%H(>130/85mmHg), 5) & FE
g9 >110mg/dL)9] 57H4] 842 =, o] F 371 o]4te] 3hgo| s
H Acto] A=), of2let ANt SRl AT A4t S5 St
VLDL ¥ LDL cholesterol #4A]7]1L HDL cholesterol &7FA|71H, <1
YU AYS HaA7]13L e e ¢ oBE A 9 oo e Fa
5}tk LDL cho-lesterol®] 57t 8k tiiof A TLCO]| &Jato] of= F=
anHow wAd 5 qlom, Ted Asho] 93-S It webA TLCE
kR 7 o] Wl STof Alukglo] FRAF 7| B A o2 AT AL A5k Qrt
TLCE ZIAHARY] AH(F A2 (Tn)et ZHAHE Aol& Algtsta
(200mg/¥), AEA stanols/sterols(2g/¥) ¥ A4 (viscous fiber:
10~25g/9)2] A&, &sFe F7H7IH, AF 28e SA= skl qich 919
Q9lo] =2 Aol TOrte R gItH o R [ DL ZYAHES 7HAA]7]A|
oIS A4S 3 2004} Lol FEARE AL sfof sk o]gt HAofA] A
59] FH= 3 3949 o] HMG-CoA A AR A (statin), B4t
o8 FHEE

o]‘—

Z 2] A, nicotinic acid, fibric acid &
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* 3. lipoprotein CHALO| H&kS = of=2| E4

Drug class Effects on lipid Side effects / tolerablity ~ Contraindications Results of clinical trial
HMG—CoA  LDL | 18-55%  Myopathy; T liver Absolute: active or | major coronary
reductase HDL 15-15% enzymes chronic liver disease event; CHD death,
inhibitor TG | 7-30% good tolerability Relative: certain drugs¥"  need for PTCA, stroke,
and total mortality
Bie acid LDL [15-30%  G-Idistress: Absolute: 1 major coronary
sequestrants® HDL T3-5% constipation; |, dysbetalipoproteinemia  event; CHD death
TG-o T absorption of other Relative: TG >200
drugs; poor tolerability mo/dL
Nicotinic acid ~ LDL |,5-25% Flushing; hyperglycemia;  Absolute: chronic 1 major
HDL 115-35% hyperuricemia/gout; liver di; severe gout coronary event,
TG | 20-50% upper G- distress; Relative: DM, and possioly
hepatotoxicity ; poorto  hyperuricemia, total mortality
reasonable tolerability peptic ulcer di

Fibicacid /7 LDL [5-20%or T Dyspepsia; gall stones;  Absolute: severe renal 1 major coronary
HDL 710-20%  myopathy; TnonCHD /hepatic event
TG | 20-50% death in WHO study
good tolerability

6 Lovastatin (20-80mg), pravastatin (20~40mg), simvastatin (20~80mg), and atorvastatin (10-80mg)
¥ cyclosporin, macrolide antiviotics, antifungal agents, and cytochrome P—450 inhibitors

@ cholestyramine (4-16g), colestipol (5-20g), and colesevelam (2.6-3.8g)

17 Gemfibrozi (600mg bid), fenofibrate (200mg), and clofibrate (1,000mg bid)

1) LDL cholesterol 2| &X{&t Z7H190mg/dL)

7o A9 FAA Adeke] e AFHAHEES0] FE=t mono-
genic familial hypercholesterolemia, familial defective apolipoprotein B,
polygenic hypercholesterolemia 5°] o] adstH, E3] 71514 4
At et olefat B4e] 27 WAz A0l At 2] BEY Q)
ofiof] mj-9- F-8.5}ct. o)23t B-9-9] SFEA®A| statin, ezetimibe, B4t 4
Ao Hakarlo] T5 L asit
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2) 1ZEXLES

J
%(cortlcostermd estrogen, HIERAIHA 5) 5© :
199mg/dL Q o= ASHE 57T 377 F8% e or 4=
200~499mg/dLe] 7% VLDL cholesterole X ZtHALO & 71¢E o] o] 7
% non HDL cholesterol (LDL+VLDL=% &Y A8E-HDL S 2HE)0] o
A4 2|79 tf o] Hr,

o] %ol VLDL cholesterol®] A4AE 30mg/dL ©|st2 A5t LDL
cholesterol?]] 7]t A 22 % (& 2)°f 302 Y35l non HDL cholesterol®
ZRE At} o] B¢, AFEE LDL cholesterol Z3HAe] 5% nicotinic
acid -2 fibric acid®] —1—7}7} aHHE, S| >500mg/dLS] o=
SRALY 7 SHo R Aagoerd S4AHS st gt

3) A HDL cholesterol
ATP III*= HDL cholesterol®] Z71= I3t E4 212 AA3HA] 9kghon
o] 7ol %= LDL cholesterols Qa4 2| & tjAro & Al o]}z oz ﬂwé
S =3} Bube A9 TLCE 7z SAR o] 200~499mg/dLe] 4
non HDL cholesterol $HA 153 BRe} o] A& o= it} Zﬁ HDL
cholesterol @5-& e 4= Q= Yo 2= d&d A v, 2555 &

o, gkprsE AF, FAIEIERRPSA], anabolic steroid ) 51 ATk

18.2. X|=ZoH]

o] o= 34 HokE 2= F5atat 2Esto] oA g JAIsHA
G5AR] AW A7 85 A7, Tl A negative feed back 2802
Ta hydroxlyase?] B3l E3lo] g Ag| S04 GHALO 2] AFS 27
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>
)

ot 3 ZHA| 2ol 4 9] LDL =849} S7He 84< 5319 apo B& apo-

E £ Z33}= lipoportein®] oA 7ko29] 345 27Xt} Aljby o
e HE S HonRE g 833 Folrt st HAEQl HMG
CoA gHdA| 9] Ab=o]| ot 7h Fe|2H|E e S717F dofd 4= Sltt. o]
OFA| = FHLFlo] otE| B2 oFA 3T oF o 2 oA w| ] HALe 0 2 43ly] Aol
7k Qlom o5 AAIZ|7] flste] 541 A Folehr| = gt thE FAgC
2= 284 e, coumadin, diuretics, digitalis, f—adrenergic blocker,

WA BER St Agste] B4 AT 4 GOBE o|efdt OFEL Kolst
7] 1A12F T} 4412E Aol Folgto] Ayt

2871 FHAEHE TS B9 8 A4Q] 3-hydroxy—3-methyl-
glutaryl coenzyme A reducatase® AATO=H 7t A|Zfjof| 4 9] Z|AH|
9 S AAIskH, ofof wE 7k Mol 4] LDL 8419 571 £X5)
o], LDL¥ VLDL remnants®] @349 AAE %1811l apo B EE X%
8= lipoprotein®] @A o] AAE %15 7ol A 2] VLDL g4d< 7H4A
Z 4= Qi) o] 9l LDLS A4Al7|= 2397 4 A8-2 2 familial dysb—
etalipoproteinemia$} o1& FEf 2] 0|24 A EZF0] A gof| gt o|t} E3]
LDL 484 &4d57H= o] A9l =8 a3& homozygous familial hype—
rcholesterolemia Ao A= LDL 8419] o] f-44 02 &4 Eof o] oF
Aol ¥51A] o= A& A Sl ol oAl ti7l AYAIRE FofA] ofa
7F BpA o}, oFo) QF 1_“ e

AY &3t FAgeme aojold, A7 He FAgoRme 1A
<5 Agko] futo|t}, EXCEL study (Extended Clinical Evaluation of
Lovastatin)oll 281 transaminase 29| 57HEAA19] 38l)= F 1% A4
e tjFRoA= AR ST & AR 59] 1R =2
7} 89Tt Creatine kinase®] S7HAEAA 2] 108)) & FHloh= 45 g2
0.1%°| 4 HA% ) A3t rhabdomyolysis® ¢I8H APgo] w9 =57 HiE

on 55, < FH5, AN &AW, creatine kinase®] $7F 58 2 w3t
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stojof ghr}, tiFES) myopathy= 7H Aol 27| dhe] wp2= S244<

FoFEA|9F AR ZO 7 THE 4= §lom, 53] statin 118, cycloporin,

gemfibrozil® WIARAl & & 4= Qlth, o]9ol|e =5 BEF 59 A4

vRet Aol warfarin 715 8H 5 S 42 glon o] okAle] 272
o

A4, B 7 AL, oAl it L 27, a7 SOl

rlr

Nicotinic acid= B4 veby] Bo] Y& 0 & 2|2 A|5}0] oFe] 7]14-& Bals}n]
SAELA] QAlak LA o7 VDL AAQ vt 28 7ol ofoj= 2|t
A2o] ] A PARS] 22, apo A19] 28 o|ake-9] 44 Fo] WA HL. o] oA
£ o] 71 B2 2] oAl EHUEY R QIgh ohHsx, Aok of
3}, 7H=A, gUlA (glucose intolerance)S FSIA|7H | @A4F0] £7) 18- A3
5 9= QAL A7I7he] Fefo] o] efgh HAg- 0 7 o] A7t 1= Qi

oke] 282 ole] 77} atEl A glom Ao 283 Ao lipoprotein lipase
o] gd3tof] w2 VLDLY o|3F-8-(catabolism)< 5415}0] triglyceride rich
lipoproteing &A1t ot g 7|H o2 = AWAF FAdol WA SH= 1+
acetyl—coenzyme A carboxylase /< A S 2H triglyceride S
oA|StIL AA LA fatty acid®] B4 R F2E AaAIXIT, Bezafibratet
gemfibrozil& LDL& © 23 WEr} YA HPAZI 224 small dense LDL
1 e S e Eole SAS AAAXIHAL A Sith 7?” =3
Hzrg o %H";Ab] A4 0“3 hthogelrle(nty)2 S7HZ1AL B 45 Ak
ket all A&A] AdGS
S —’F 9,10 03 FoE QLSPE} oA Ao tfsA= WHO Cooperative
Trialol| 4] clofibrate 2| &(1.6g/¥)7} AIZFHAHEE TS Z% = JAIA iz
ool Hsto] folatA 1dg 4 Aehe] A AAE HGl o ot g4l
AE o= QIR HIAJIA AME S7HAR WA, o2 Aol A= B

A 71714 ko] AR WAL AR,

AT ox

mlo

o
oN
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Ezetimibew 574 (ejunum)®] 9150l 2= Niemann—Pick C-1-like—1
I} Agtstn, Aol X G Ao A9 | AHEY] 54 4 Al (entetrocytes)
o) A8 FE Adste] oA o] FH|AHES 1Fe 2o St T4 Z
2HE 7S A4A7IH LDL 8419 HES A1 5 = oFAlolt), A

Zdﬂi ) EEAEEY Aol ST o ths Aol Ezetimibe

© 2 Z9FA] LDL cholesterols 15~20% #AAZ 4= o G54

e = 2374 FAE-S vl A om 24 HIERI oFE9
Wafista] ghom SRS F7IAI7IA ettt AAMA Ao &
sitosterolaemia Z‘:_%}Oﬂ/ﬂ cholesterol¥} sitosterol®] ZAWg=7t 57}
dl Ezetimibes= ©] 2ol A AIpA A 4= ik

I
2
é
L

o e |
r

!
o

A

L)
o Mt

32,
fr

18.3. XHoPSe] FAH X|=7} JEH LA UjXj= 1t

A 2 o]Are] X BA|ZA GEAF A2A, fibrate, nicotinic acidS A
43+ YA Atof|Al LDL cholesterol ¥ -5 Agko] S 7HAAL 4=
ARL0] dEHA QloLt o]F9 A= 19809 FHbof 7 HMG-CoA 2Hd
Al A A (statin)ol] 2J7F /2] mate] vlste] YA o= A, Stating )-8
S o] AEFA dAFATEo] 1990 $RRRE dho] A==t o]
TEH statine AT 3] AFS FAHA AAAXIHL LA o
LDL cholesterol®] #4 &3} o]Q]o = pleiotropic effectol] &gt de A
A}, 2] A defste] HH oh3t A

1) The Heart Protection Study
o] A= T ALe| fJo] F7 o] Q= (20,5368, A&} 24.7%, 4

L
=
FAE W, CABG 32 Fe4EE A% A, aaase du

A=
8¢ 3xPof|A] simvastatin 40mg/dT} antioxidant vitamins

oM.

=
’\“?

<

rlo

=

nDj

T

ok

s ’
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(a—tocopherol, ascorbic acid 250mg/d, f—carotene)®] 8 3 Agko] HAYo

izt avE 59 F47|7tof| BalA}; skGiet, o] Aol A= simvastatin©] 72 &

T Ao S 24% FaAFeH, B Agko RE APLS 17% AR,

18} antioxidant vitamins @ A o|8Hg W APTEoll= H P 1]

2| 2] 33k}, o] A= simvastatin®] % 238} LDL cholesterol®) 7141, &
°

o, s BAgel YA Eibt 9lee AFsH

’

2) ASCOT (Anglo—Scandinavian Cardiac Outcomes Trial)

o] A= Ldtol glom F S| AHEo] 250mg/dL rIvke]aL IhA A
52 A A4 2 90 Ul HEH Agke) Yol gloy thE Ev A =
A v, TR Ag HEW A AAY 55 7H 10,3059 (44
18.8%)& YA 2 Z atorvastatin 10mg/d9] A= 3.3W7F 33Tt o] Ao
A& atorvastatin®] $JeFol viste] Ax}2 5 WA E(primary endpoint event)

= 36% AAZ o, HETS 21%, & A EH FoE 21% HaAZT

74 A0

rlo OIN
i

3) PROSPER (Prospective Evaluation of Pravastatin in the Elderly)
o] Aol A= B3 At} I Y79 2EA}of| A pravastatin 40mg/de] Fo] &
329 47|17k Fet W Agto = IRk AN, BIAAMY AT AT, HEF Y

=22
RS 15% 41713, T Q0T QAT AL 24% A2 4 e

4) PROVE IT (The Pravastatin or Atorvastatin Evaluation and
Infection Therapy)

o] dtolrs FATEUSTI] AEAE(, 1628)00Al T 7HA] statin 84
Z 25 % Q¥ (pravastatin 40mg/d)T} 274 %= 2 H(atorvastatin 80mg/d) —rojl
of oJgt A8 Fgke] YA vkt

o] AFgME TAE} 2E% QWA LDL cholesterol 24x& 7
95mg/dLT} 62mg/dLE Wqlom =8 Ad7 Asko] wra} AMFS 17w
HolA 5% &y vlgte] o ¥ 4 ey uE el o LD
cholesterol <40mg/dL, 40~60mg/dLo.Z W3 Sx|tol|A]Q] obAAl A H(

A3

-r’o\l ﬂllﬂl
& o N

rd
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A 9] FoIg Aol el neby of A

[} ul

= =

s %@%Oﬂ*ﬂ RYESE SApollA] 2710 7S] statin 2| = oF okw A
Faug
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5) AVERT (Atorvastatin Versus Revascularization Treatment)

o] AtollA= T S Bt F B FE0] AAH A 341t
2 atorvastatin 80mg/d X2} EHAFEFHE(OF 1/32 AHE A&A|e) 742 H|aL
o)A atorvastatin 80mg/d A|&w-e] E¥dFs Aol Blgte] 314 TAE
36% oot AAaAZ 4= et 1y 3P et atorvastatin 80mg/d
A Btof| Blate] FosHAl EAS FAHCCS B74)2] 34(54% vs. 41%)S T3t

Py
% 9

6) REVERSAL (Reversal of Atherosclerosis with Lipitor)

o] A= atorvastatin 80mg/d A B+ pravastatin 40mg/dol ¥]+e]
18717k A& F 891314 LDL cholesterole H< AAA|7|1(46% vs. 25%)
G 23R SR TSNS 84S Al o Qlokal HauEgich

1) VA-HIT (Veteran's Affairs Cooperative Studies Program High
Density Lipoprotein Cholesterol Intervention Trial)

Bz Aslo] 9lom 2 HDL cholesterol (<40mg/dL), LDL cholesterol
140mg/dL, S/ A -2 <300mg/dL&] FA} 84} 25319 A} 22 gemfibrozil
120mg/dE Foist o+ Aol H|1wdlo] & cholesterol2 4% 4, LDL
cholesterol> 23t W3} ¢1%on SAXL-LS 31% @4, HDL cholesterol
6% %7} 5ttt

YA A FHQ e Ak AP} BIAAVY AL 22% A
A, ©] oA gemfibrozil A8k=dRto] F718t3 o HhE FAE2 dix=
ol Hlste] §-oJgk ato| 7} $id
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2) Helsinki Heart Study

Gemfibrozil A& 2|3t Uz} ol wxte] thgh 2AtellA] TEd Akl ZHavt
tjz2tof| Hlgte] 34% 7h4dtel o £3] mixed dyslipidemia (TG »200mg/dL,
LDL:HDL »5) $FAtol| A &4 o] et

3) BIF (Bezafibrate Infarction Prevention)

HE9 F2 30909 PACZ(LDL cholesterol (180mg/dL, HDL
cholesterol (45mg/dL, /A% (300mg/dL) bezafibrate 400mg/d 22 $]oF
Fo9] H|woj| A HDL cholesterol& 14% 571713 SRS 25% AR L.
U AR ST T A3ke R QIgh A A4 4 lSith

Statin s A2ke] Ya}H, o]ApA ool gapAo|n o]z
g AHE 7o} ol9fol = W2 7128k T1e]al oAk AGE Fotel ¢
WA gato] 7]Q1% A o2 HriE|aL Qlrk, thH A g atofli= eNOS mRNAY @
849 S7tek TEo] NOY S S7HH 2), A7 |5, WAL A

o o

ko

oN K
lo & fr
O

J

ro.

rN

Isopentanyl-PP -— Mavalonate <«— HMG—-CoA —— Acetyl-CoA

Geranyl—PP Vasoconstriction |/ m

substrates
ET-1,ALete) / HSP-90

2 AL\

\\ ox—LDL Akt
Squalene Geranyigeranyl—PP bloava\lablllty
Choiesterol ‘\\"\ \

eNOS expression eNOS activity

aep eNOS 'T]RNA eNOS phosphorylation
GG stability
GEF oo

I —

soprenylation __Gop
T /i PI3K/Akt

GTP—> ROCKs

a2l 2. AEEIf| 2J§t Rho—associated kinase (ROCK)2| &4 ZZ1t endothelial nitric oxide synthase
(eNOS)OI ur—4 DI §IA17<7|. 7|x-|
Liao JK, Am J Physiol Cell Physiol 2006;290:C661-C668.
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ML (endothelial progenitor cells)®] £3F W Dx=g Ay F7} I A
o] 34 9 AF A, FHAY] HAsh FRH FaL wH &
59 24 14 Fol sfFHt, o]9fol e statine FIHFL el =
AAA|BEAL, AIZEALA (apoptosis)E S7HAIA 4= Al ol2|et 713E s
= A2 Aol o)A A8 el o A At ATEE - A
ofslt}, Statinell &Jgt NO9| &d3l= 4-3HS AT 4= S}, Statin F
o= Ao A E o] A= ¢35t prothrombin fragments F1+25 &
ol A Al 4= Qi

olQ)of . 7|28 AR thrombin®] &J5te] =% Weibel-Palade body
9] exocytosisE JAIsH=H| o] 2L Aol NOY dA57F o] 47 &
Agct, Weibel-Palade body+ WoA2] B AdEC R Tt e
=S PR 4= Qo A UL}, Statine MMPs@} tissue factorg A
™, @5 hsCRPY] H4F Feshil WA Y] A5 Al e #2224
9 ZFAAI = it o] Y3t statinol 23t FEFA 242 A shE

A= SR 714D o = 7HsAdol -

ol
-

o

1o (o
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