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Study Population and study type Key points
Framingham Offspring 2652 essentilly healthy middle— PAI—1 and tPA antigen levels positively
study aged men and women. Cross— correlate to SEP and DBP. Plasma
sectional study viscosity increases with blood pressure
in women only

Edinburgh Artery study 1592 essentially healthy, menand  Plasma viscosity and fibrinogen
women aged 55—74 years. Cross—  conelated with SBP. DBP related to
sectional study viscosity but not fibrinogen

Scottish Heart Health 1264 essentially healthy, menand ~ Blood viscosity, hematocrit and plasma

study women aged 25—64 years. Cross—  viscosity comelated with blood pressure
sectional study (correlation was higher for women)

Anglo—Scandinavian 165 hypertensive patients at high Hypertensive patients had significantly

Cardisc Outcomes risk of cardiovascular disease. higher blood pressure, VWWF and

Trial Cross—sectional study fibrinogen levels. Another substudy

showed improvement in
hemorheological markers [59]

Lipetal 178 healthy patients recruited Higher plasma vWF and fibrin D—dimer
from a hypertersion clinic. levels were related to adverse
Follow—up study outcomes

Agewal et al 131 men, aged 56—77 years with In hypertensive patients levels of

treated hypertersion and at least prothrombin fragment 1+2 and
one additional cardiovascular C—reactive protein were independent

risk factor. Follow—up study predictors of major coronary events

DEP : Dastolic blood pressure, PAI : Pla
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I 2. OtAL|EIOf At Zls AR} oft Fotof| CHEH T2 UMAT IHR
Variable BOT PHS TPT HOT PPP WHS
Year 1988 1989 1998 1998 2001 2005
Duration of therapy 5.8 5 68 38 36 101
yrs)*
Men/Women 51390 2207100 2.5400 18.7908.883  4.495/2.583 0/39.876
Aspiin therapy 500 mg/d, 325mggod 75mg/d 75mg/d 9399 100mg/d (2.226)  100mg qod
dose (n) 300 mgld (11.037) (controlled (19.9%)
if requseied later release: 1.268)
(3.429)
Control (n) No placebo (1.710)  Placebo (11.034) Placebo (1.272)  Placebo (9.391)  Nonplacebo (2.231) Placebo
Addtiondl None p-Carotene Warfarin' Felodiping with ~ Vitamin (19.942)
therapies (50% of patients) orwith ACE Vitamin E
inhibitor or B
blocker
Subjects Healthy men Healthy men Menathighrisk ~ Menandwomen Menandwomen  Heathy women
of CHD with DBP 100— with >1risk
115 mmHg factor for CHD
Age (yrs) <60 (46.9%): Mean 53 Mean 57.5 Mean 61.5 <60(29%): 6069 45-64 (60.2%):
60-69(39.3%):  (anged0-84)  (ange45-69)  (ange50-80)  (45%): 70~79 55-64 (29.5%):
70-79(139) (24%) >65(10.3)

*Values are means except for the TPT value, which is the median. ‘Data from patients who received warfarin are not included in this table. ACE: angiotensin—
converting enzyyme, DBP: diastolic blood pressure, god: every other day, BDT: British Doctors” Trial, 1988, PHS: Physicians’ Health Study, 1989, TPT:
Thrombosis Prevention Trial, 1998, HOT: Hypertension Optimal Treatment, 1998, PPP: Primary Prevention Project, 2001, WHS: Women's Health Study, 2005

H 3.2 LAt oY Aol A AlE Sx0f ot 22t Fe

Study Total Nonfatal Cv Stoke cv All—Cause
CHD MI Events Mortality Mortality
WHS = = = X = =
BDT = = = = = =
PHS X X X - X -
HOT X X X - - -
PPP = = = = X =
TPT X = X X = =

X = statistically significant odds ratios of aspirin versus placebo (p<0.05). All are superior for aspirin effect over placebo
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Total CHD CV death. Ml and stroke Stroke
Odds ratio and 95% Cl Odds ratio and 95% Cl Odds ratio and 95% Cl
BDT _—t
PHS - —-— B -
TPT
HOT - —-
PPP
WHS ——
Combined <o L g <&
0.5 1 2 05 1 2 05 1 2
Favors Favors Favors Favors Favors Favors
aspirin placebo B aspirin placebo C aspirin placebo
O 1. otAm[RIo| 1R} off Fat,
_ . =) =) ZzZ
W), A AN L F AT AW ET AP, A27Y 2 HE5)
=32 = o) = O
e oy HES AnHel B 48 9 wE 9919

1966AF-E 20019714] Medline 2t&5 WL £-443510] 20029 st US
Preventive Services Task Force 2ol =H FWE(50~65A4)) B/dollA A
§3F9] ofAT|UGHE 165merS 59 HEHAE W HZHN A FH A
Sk Ao /S 28% Eol=H S84 HEE(odds ratio 1.4)7 SR 9

A3 28 (odds ratio 1.7)2] Y&o] 5712 4 Jon AA AlgEole 2|7}
ol Ao yehgtth o] A f13 o] uhet Bl B 51zt s
Agko] Wby 913o) 5921 Al 1,000780llA 6~20712) A7 A4 ¥ of| )3k
T eng 0~219 F8A HETH 2~4719] 8 fH 289 P
TS RHE A S 2e fold AN 7| e ¢ .

e} 547 T B A4S 9RA0] 19 AER W ALl 1~472) A
DANE dysht B4 HEET 9AT FH0] YL fABER 038
Ao RE Bakgo] B 2 4 ol Aow e}, webd ol g 51
7H AER A A 9RA0] 3% olARl A2l Akl Ao] witAalta
A

=
Wk Qiek, 2 opn|31g U ool ALgBkIA B Aol Hpel 4
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2 75mg A=W a3y Holl A S8 ol 75mg/d o5} 5o auk= o3
SAlskA| oo gfo] ZrieE 284 FHEY HE FTIsHER A9
A AR 27 Th91Ql 8HE 100mg(R] =9 ZATHl= 8lmg)le AE-SHe
= 3t ® o S Eol7] Yl &3] ARESHe enteric coatedH

=
buffered AAI2HE T 485 E¢th= Bt S7= flom adetol
ZAEA] A NSAID B F-52A4E A Agshe 45 At 28 "

o] oA H&E FoJajof git,

oz} outo] o= HAY wjd 100~200mg2] otAu|-e E2sl= 7o)
aatHolty, FA A& S AL AR E ofAu S B85 Y
OFE 8= AUAYE HPollE A& 3AIRE Aol AR 300mgS ol
Fog Fosjof gty A7|7E ofAu S AMESHE Aol SRS HolgF

109 ek 22 gershd ofAlee Bgakd 8
} 5312 oAshs Fake A9 glojA)) Bk, 1e)
HE Bl g3 A3e) FAL A glofalet 1

ADP7} 8432] G—protein coupled receptorQ! P2Yo| ZAglstH &Auhe]
SHOIAZ o] et Aot §4 &85 UEhdty, E£3F thromboxane,
thrombinol| thet E4x390] ¥h3- JA] Z8HA7|= A o= d2|A i}, Thieno—
pyridine> @479 ADP +8A1E Ak 283 7HA|aL Qlk, 2719 7
H oFAl= Ticlopidineolt & S0 SEApo| A AANE F3F Fau f4as
fr 2hgo] TEE|o] FRE g Clopidogrel = A E]o] ARS-E| 11 QJct,
Thienopyridine?] A8 A2He] o]z} ot aak= oy dAtofA Y55 o]
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Study Patient Population Follow—up Primary Endpoint RRR (%)
CAPRIE 19.185 with 1to 3years Vascular, MI, 8.7%
Ml/stroke/PAD (mean 1.91years)  orischemic stroke
CURE 12.562 NSTEMI-ACS 3to 12 months CV death, MI, or 20%
storke
PCI-CURE 2.658 NSTEMI-ACS Within 30 days CV death, M, or 30%
undergoing PCl from PCI urgent TVR
CREDO 2.116 with PCI or high 1 year Death, MI, orstroke ~ 26.9%
likelihood of PCI
CLARITY 3.491 STEMI+ytics Median 48 hours Death, recurrent MI, 36%
(angiography) or occluded infarct—
related artery
PCI-CLARITY  1.863 STEMI+lytics 30 days from PCI Death, MI, or stroke 42%
COMMIT 45.852 suspected acute  Mean 15 days Death, re—infarction, 9%
Mi or stroke
CHARISMA 15.603 with CV Median of 28 CV death, MI, or 7%
disease or multiple risk mouth stroke
factors for CV disease

*p=0.22. ACS: acute coronary syndrome, CV: cardiovascular, MI: myocardial infarction, NSTEMI: non—ST—elevation myocardial infarction,
PAD: peripheral arteral discase, PCI: percutaneous coronary intervention, RRR: relative risk reduction, TVR: target vessel revascularization

QUTHGE 4), Tyt LA ol mak= of#] Wol At = §ict, AR A0 42
2 ofAu I} 5o el ANE Ad AR o4t prostaglandin 4§43
of FofslA] grom R opAmgo] 7EA| = ASP) A HARg-0] 987} o] ofAT]
1S 583 4= gl FRfollA] Qo g ARgE 4= glom ofAu|E A3Hdo] &
AEl= oA oA S tiAls) ARSE 4= QS AR AZbEr) TR a1t
o] oFAek= Ao] YA} o]l ARgs7 ol Fagt Alghdo] Frt, T3t ofAT]
i} FHE AREA] 2 Aol A SUIHER YA ool A2 ofAu| o]

T ARES A

E

1) Clopidogrel Ak22] *'Xﬂ

Aok = 2odal ]

Jotal By A Hs ) SAEo] dgd e &4
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of 23|13} o] ARgaH= Zo] Eto|c,

Triflusal:> oF~o 9T} fARE el 9 331 7]3E 7H = Ao = deA]
At w2 EAT9] Prostaglandin G/H synthaseol] tigt ¢}A] 2k-8-0] o}A5]
X} Ho| F A Prostaglandin®! Prostacyclin®l] thgh A4 <A A&
o] dsjth= 40| Sl AAoltt. of] mls FDAY 59l BHA] 8fal 9lo
™, %g=2] Cochrane review?] Hef E40f 9Ja}H 300mg bide] ol A of
297 300mg qdot YT A=) aE 7= Ao eyt ot &8
O] YA ofA e Hlgh Ao Aoz YEar QIA|TE oA 7] SRk
& A5 A7t gl Aol Sagt ARk el

23.4. B3 YT 1HETAMY FEH K=

Heparin 21§ @AMAA Agho] A7 9 ool ARgEE= &= 11 A%
e W Bajekol| wlg} unfractionated heparin (UFH)¥F low—molecular—
weight heparin LMWH)2.2 Ut} Low molecular weight heparin
(LMWH) UFH9] 3}shd %= 544 depolymerizations &3l oA,
UFHQ] £A}gFo] 3,000~30,000 daltonsI®] H|3l, LMWHS] &Al&2 oF
4,000~6,500 dalton®]tc},

1) UFHzt LMWHS| =8 7| 2 CHAt

UFH9] 3331 &7} antithrombin 111 (AT IIN$}e] A4S 2Rof| oJate] L
zZAo g Wsle AT 7} S & (factor Ila, Xa, Xla, Xlla, IXa)E S22
7= A2 7HEEste] Yehdth oltl heparin®t AT IIT E3HA|ofl ofs]
thrombin (factor Ila)o] 7P YIZFeHA] 2§ ¥h=ct, LMWH %3 AT I119 &
Telo] &L AIE YR

Heparin®] thrombing &8434]7]7] $18i141+= thrombint AT 119} A%
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l ~-f}———— | UFH

]
7777777777777777 ;/ . | o

L, ?\4— UFH

-———— | UFH

a2 2. 310 Z2HoIMe| UFHZH LMWH 28 29| t|i,
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o7} FasHA Hrh Ly factor Xaol 58315 fIeliAl= o]t ternary
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9| ternary complexS ©|FE 2, thrombin®l tjgt ZHg-0] Az oz o]
L factor Xaoll thet ax7t LAlskA vebdthH1d 2),
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2) UFHZH LMWHS| ZTH Hlw
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ot LMWHS UFHO| v]sl] 2235 A2 5l o] tigt 2d3teo] Aong &
e dant gaso U Wlerh deh

“1ejuh UFHO) 93 East 3] HAsE 7% LMWHS thAl FofsfiA]
+ ¢t ==, o= LMWHo|] UFH¢| 2J3] HAof waptg-& oA &
oJA] UFH®} MRIZHA| = Eaxst 7432 o84 4= Q7] wizoldt,
olgfgh Thdo| &= E-tskal UFHS LMWHe| Hlsl| 2 7] ZFdo] Ql=t| 7}
F 593 AH2 Protamine sulfategl= 23 (antidote)oll &J3l Al&3kar
AsHA g0l 24E o k= Holtt, 53] o]2gh A W™ $-3
o] Qlo] oA 7HA] UFH7F 249 8- A| &2 ARE-Sl+= o] {7} Hrt.
A WIS JEEoR O o7t BSlstAl e AN UFHZF LMWHO =
+ factor XIa, XIlaof thet 2pek 2H-8-0] Q120 2H] FZFof ofet g-aL 37l 4
(contact activation pathway)g Ardst=t] & o i}&o|et= HoltH(1d
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1) Warfarin
Warfarin> 409] @ A 7 ol AA744] 71 P A o= ARgE = 7
T8 F-gaLAlolth 53] WAl ES SAtllA Y HEF WY 13} o F X
5 A 3 A A9 23 o Byt BF et Ao A QU
5). 7oA ‘5‘_}%017\1% &L QAL factor II, VII, IX, X3 &gal =3
Proetin C, S % o*é/ﬂ“ﬂ g vlebql K7t 835t Warfarin o]
gk HlEH KO| 282 Apdhsto] doll 3ol Qlxte] sts AAstA Hrh
Warfarin —Erojl/\]oﬂ% ol ZAL QA= B 3L A A w2
o] ZastA =t 53] Fof 27|l ¥E717F B2 Protein Co| &7t
FasA Elo] 95]8] A Aol 1 4= §lo] Fol 27]¢= Heparin}
FHE Fofsirt il At 3k Wl ©]E $- Heparing & A/5to]oF gich,
G331 A= #2319 Prothrombin time$! INR (International

Normalized Ratio)S ©]-&3}o] INRo] 2.0~3.5 H QS $-A|5l== 3ic},

S

2) Direct thrombin inhibitors
Direct thrombin inhibitor+= thrombinol] 2% #2t5]o] 2F8-& 2jeksic},

;

il

H 5, HIEY MUMSE BAOIM2| &SN Xz 51t

) ) Secondary Major
Primary Prevention for All Storoke
Varlable - Prevention Extracranial
Low  Moderate  High

for All Stroke  Hemorthage'

Intrinsic rate per year (no therapy), %

1 815 6 12 0.6
Events per year per 1,000 persons treated, n
Adjusted—dose warfarin compared with
. Ve comparee e la 1% 17 1+3
no therapy**
Aspirin compared with no therapy*' 12 17 112 124 T+1
Warfarin compared with aspirin® 14 114 124 148 T+2

*General estimates to illustrate the effect of risk stratification on the magnitude of freatment effects. Assumes the same rate of major extracranial hemorhage for
all stroke risk groups. T Based on weighted extimates for increases associated with antithrombotic therapies in clinical trials. Rates are probably higher in patients
who are not in clinical triels and patients older than 75 years of age. I Relative risk reduction, 60%. § Arows indicate increase or decrease in the number of
events. || Relative risk reduction, 20%. § Relative risk reduction, 40%
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Heparin®l| B[3to] oln] fibrind} ZSIAAY HA| e <] thrombin®] 2H&-
= apeh 4= Qlokes AR o] 1o antidote”t §ltkeE Alo] S48 Thgolct
AR FDAoA ARg-o] 3]7HE Direct thrombin inhibitoro+ hirudin,
argatroban, bivalirudin 5-°] %1+=H|, hirudin< heparin—induced throm—
bocytopenia (HIT) EA}of|A] heparin®] thAl] =2 argatroban< HITof|A]
9] heparin A HITS] §J&0] =2 gHxte] Pa® FAEA] bivalirudin
< e S-S AlWshs ARA] heparin®] 802 ARg-o] 3]7}E o]

AT,
71 Q]of) AT B-go] 7153t direct thrombin inhibitor7} Qlc}, 7H& HA] 7Y
1 7 direct thrombin inhibitors Ximelagatran©|y AWA|lE ZHA}F Ak

o A AollA HEF H A Tl et avtol e ekl 749 &
A7F bt Algto] 87hE] 2] 9kttt eyt % direct thrombin inhibitors
warfarin®] Wt} 331 HARSE o U E7} Fajlo] Folrt 7hssithes A
o] glo] 2.8 kA Aol wfjzt =2lo] Al%E] 1 gk Dabigatran etexulate
© T3] E8A] 8AITH 71 WIS 7HA 1 23] B-8o] ks sttt o] 9l
=l @A AHAlE SRS e R HEF D A Sl digh 2 S
dl= 34 A7F M= Qlek, Odiparcile AW ollA] thrombin®] 28-S W5}
3= chondroitin, dermatan sulfate®] %H|E S7HA]7]+= E37} Q= kA0l

o @A gu} @A DAF i) 24 A d7E AR E AL Qi

3) Factor Xa inhibitors

Factor Xa inhibitoroll:= factor Xaol 24402 Agsto] 28-S A5t
+ direct inhibitor®} factor Xadl gt antithrombin®] 28 $7HA17]+=
indirect inhibitor7} Q1t}. Indirect factor Xa inhibitor®] tEAQ] kA=
fondaparinux® 3|5} Fol2 S0l oM 5 7|7 ITAIREC 2 19 1
3] 27} 71551, heparin® 22 heparin induced thrombocytopenia 9
Aol Ytk Aol Aot dA 54 e HsTd, AW XS A oAt
PFAT7E AL Qlek, 1 €} Idraparinux HA] FH DS 24} i)
WA AFY =] Qlt,

1o 1o o
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6. TXY 7 Z21 AT factor Xa inhibitor

Drug Manufacturer Indications and Stage

Rivaroxaban Bayer HealthCare AG Phase Il for VTE prevention after orthopedic surgery,

and Scios. inc. prevention of stroke in patients with AF. and treatment
of acute DVT phase I for ACS
Lystrr7 Lilly Phase Il for VTE prevention after orthopedic surgery
YM150 Astelles Phase I for VTE prevention after orthopedic surgery
DU-176b Dallchi Sankyo Phase |l for VTE prevention after orthopedic surgery:

Phase Ib studies pianned for VTE prevention and
prevention of stroke in patients with AR

Apixaban Bristol—Myers Squbb Phase Il for VTE prevention after orthopedic surgery,
trealment of acute DVT, VTE prevention in patients with
unstable angina or heart atlack, and prevetion of
thromboembolic events in patlents with advanced

metastatic cancer
813893 GlaxoSmithKline Phase |
PRT—-054021  Portoia Phase |l for VTE prevention after orthopedic surgery

Direct factor Xa inhibitor+ indirect inhibitor®] H]sto] f-2]d Fejo] &
A factor Xae &= o|n] @48y AFH factor Xad] M= ATE 4= Qlck
© FYEE A, A B8] 7tk Aol ® s ek AR
71 WA 7EbE oFAl= Rivaroxaban® & AW &3 ofjd) AHbA1S SAto)|
A 9] HEZ/GH glE wolo) digt 34 A4L7) W Folct, 1 9] Apixaban
< HIEEE o9 A7} AL E AL JITHGER 6).”

23.5. 7[E19] 4NS
Sarpogrelate hydrochloride (Anplagl= MZEY AAAZ A A4

A, B4 S IA|, HEE T4 9A Bt BaiE o] Qo s|Ee 9
3 & XHintermittent claudication)S ZAAA]7]+= ZAlo] HIilE o] Qlo] 33
[e]

et ok
=T

ol
-

#) AgolL} o] FAIZ ko] gt AR QA 9 AT} BT ot
o1 ola} off ik fel] s M= okeiA Q1A sk
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Ginkgo biloba (Ginexin)= 3FA] 3|& 2kztof tjjst
3l FAMintermittent claudication)®] Z4a 2117} 9=
Ginkgo bilobaZ} @43 SA]S 7HAAI7]AL Bl HAS AstA|7]H, shH e
B o] Al Ak A4 JHIE ST7HA 3 B8 A olehe FXARL
= 712 A3 AESo] Qlrh 28U Ginkgo biloba) 34-3-11/3F8 A A-goj
izt Atz oFA7HA] mlmlRk AolTt,

Omega—3 A"4te] 7 3
] 9\)\31,]—7 -8 AFEA] &8 AJ7to] dojR= dAfo] TEEERE Warfarin

ak

= = . j5
2 AR 49 ST ANE Aaste] S slor & 4 9tk
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