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SR AE A D IR RE & G

AN HE

3L &I

BRI B D 7 22 T I EEM I AL E 0
IE, LIAEZE, B LIREZRIETH D, Z
N IXEMEEERE (Acute Coronary Syndromes)
EIFEN TS, £DORMI;IEEIRD 77— 2

(HE) D < % o 7oAEE R IR I A2 R S
L, RISk CEBIREE I M2 &
TPIEDSHE R W LITHEAE SN 72D AET
LB ENPHLMICENLLY, ANERERERICE
JAEENR AR D EREMEIL, WEFHDOALD
T, RIS EERE R S S I mERN
MERE2S LW SN TV A5, FEEIR M
FEIREEO R S B APIHETH Y, KL
BRI LB DORAEERE IR OBERIC & 525, —HE
PHAILE-THAELDY. BHRULANLIL
A CAHF & L CRIED IS § 5 2 & 05 H
ERTWwBY. 2510, BIREELORIES S AT
WO RIEDVHEG L TWDEZEBHLIZHR Y DD
H 5. EEIIRE ik T O ERIERT# OFR
3B o TJEF OMET T, OHEZEIEILTLOE)
PREEAL D fe b il o 723ALICAE L B L IERS %
VIO F 7 SEBIIRIRZAS O 28 % 4T (jump-up
phenomenon) (21X HE (spasm) HSEF53 5 2
ELRMWENTEYY, &5 1T HEEAMD
DREBIRE 718 L nitroglycerin DEEIIR PITEA 12
L OBAEPBREINAEGNODP DD B LD
b, RS LHHEEORERER LD ) L%
ZbNBY, &512, 75— 7EBHMICIEIN
WAEE LT, ZORRIA/IMIEIRD throm-
boxane A2, leukotriene, histamine, serotonin 72 & 23

HMENnsb, b OMmE R E T8 E 2 FH5E

§ E SRR PR i

L, ZOHMTOMBTE~NEEREL TV,
Thabb, SN, M/MREE, MBI BN
REEL, DWIIFEMLHEENLEINTW
CEEZOND. T2, REEREDTIEICD
TREBENIR M4 0D A 2 & 5B AR ASBE 5 L TV B EH]
NhbHIEbHLDE Lo TWBEYW, KT,
SWEIEERE ORRE L IGEICOWT, EEIRIME
A MI LT, FEELOMAERZ TS
5.

SR RE ORE

SYEEREBR O RBERT, WEEER 5 LT,
ROEELRZ LI, EERETSH 5. EEIRIIL
BIEEICIE, BEROILE, HEROKT, Mk
WRERDOTLESEE TH L. & 5 IIEHIRMA
TERDFEIEICIERIENSEG 5 LHHL2IC
oT&7, ZTOZERFIZOVTHRE L7,

1) MEEEE R X ) OGS

M SRR & ) OFEt T, thrombin 12 X 5
fibrinogen @ 43 f# & ¥y T & %4 fibrinopeptide A
(FPA)® 2 Z DO BEE R DS T~ — I —TH b
thrombin-antithrombin I ## &4 (TAT), Prothrom-
bin Fragment 1+ 2 (F1 +2) # W CHIZEAThHb L
T&7. FPAREKRA PO Y EVERDD o &
bHWLIEETH VY, BICEHOHEETED
AR IN, WV TARERLIEICDWTDH
ERALTWBEZEPFEHENTE . 2F D,
FPA O R IZ B IR MAE DR A L BEAF LT
WhLlEZONL, FEHLHIL, EEEOBRREME
A O EIPIR B R THR S NS BIEDRIE
T, M4 FPAEXFEIC LR T 5 2 1610

(1), F72, ZOMEITHIEHEE L FAARRE D
LRI TCE— 2 %A T HAHNEE S5
& (K2), SHIERRRLVRMEFTH
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(3.7£0.5 ng/ml)  (12.5x2.7 ng/ml)
Ogawa, H et al. Circuration, 1989 : 80 : 1617-1626

X1 TEEEEARENEOIMSE Fibrinoprptide A fED
ZE)

)

Plasma Fibrinopeptide A (ng/ml) )
e

(=]

2pm. 6pm 10 p.m 2am 6a.

Ogawa H, et al. Circulation

2 Fibrinopeptide A {7 HRZEE)

ENZ &) R O L AE FPA (H O F AT F 105
BRATELL ZE25W, E8HIC L) EIEER
WNTEERE S A r — FOTLHENG &R S, T
fii 2 & TEENIR AR DT OV T B O AR 2258
FEN & R T A T REMEDSRIR S 7.

JLAE, MK, AL H RO EERE K 7 Cd 5 AR
F (tissue factor) A3EH ST 5. Tissue fac-
tor VIR F & HAREZTER L T, THT 2 EE
LU, EDHBOEE A A7 — FEEHE L L Tw <],
IR B [E 5% O initiator T& 19 BREI{LIE T D
MBI E R 2 ZE 2 R L TWAZ LS
NTWBD, F7- tissue factor pathway inhibitor
(TFPI) 1%, tissue factor |2 X % B[R % &0 D
BB CHE 3 4. & 5 |2 Prothrombin fragment
1+2 (X, prothrombin @ 43 W) T, H KA th-
rombin AL DIRIE & 2 5. HEEOMEEH T,

tissue factor |Z5# 7)) 7 procoagulant activity % Hf -
7> membrane-found form & §5\» procoagulant activ-
ity L2FF7272 > soluble form 25 4. HEHEHIZZ
D % &7 total tissue factor L) L)L %
WE L TWaBA28) = o tissue factor HLJE L )L
%, membrane-bound tissue factor L \)b & gRV VAl
A% 0, F7-, membrane-bound tissue factor L
AV procoagulant activity & SRS B 2 &
MEEHENTWA, L7zAhY> T, tissue factor $,
JE LX)V 51, tissue factor activity @ 5.,
9 72 b procoagulant activity @ 4., & 5213 H)
WRAEA LI Z2 4> & ¢ membrane-bound tissue factor @
FAZERT S, B LEEEE B W T
O tissue factor JLE L )V 2 llET 5 &, AME
FEMGAE T & B AL EHIER B L ZE 12 BV
T, LEFTEERHIBEZIC L, mho
tissue factor il L NIV <, BEENGMEA T
LTWwa I enmgans. 7, BEFERL
JEICBWTIE, EEIRIZ0% DL Eo B ks %
ALTWTYH, JREFICHL, BEGEEOTHE
ERO L NRWID (M 3), T hdeEifik
E TR BIIR O 27 E 522 530 < T b 2L
BEZEIZIE R DIZ e v ) IR R E b X<
—H}T 5., $o, BRI VIEREZESES
L, tissue factor PLBL L ROV IFIL T L TWw o
F2P) A RS NG B AMIE TS, freeTFPL
FbEHFLTBY, 512, ANy ErAE
B DFEAE & 7 A prothrombin fragment 1 +2 & 5
LTwasZE (M3), BLOPINLDIEHIXIERH
WCEDVRENRTHEMTLTL A EBFEHL
7z. tissue factor, tissue factor pathway inhibitor,
prothrombin fragment 1+2 L X)LV id, Z#HFNiH
WHIBEATRR® 5N 72%) | 4 tissue factor, tissue
factor pathway inhibitor, prothrombin fragment 1 + 2
LARVEBHEDTFREDHEMEIZOWTHRE L
7z, T OHT, tissue factor D EE D AR DANLEE
PMSED TRE[LEBE L Tz, BIb, ALE
BelMEBFHIZB W tissue factor ViR B fHIE, #
DEDLFEMBIEDT—H—12b b LD
Motz (F1)%,

Tissue factor {ZDWT, &L IZEEMICHETT 5
72012, BWREEREFEDRES 2DV T, directio-
nal coronary atherectomy (DCA) Y] [&:#fk % F\C
MR 2 T o 72, BWEEERICBVW T
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p <0.001

(pg/mt) .
N. S.
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SRR B O IRIE L 1A

p <0.001
GG b ) e ey

71 p<0.001 NS
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FRE REHE B
WE  BROE {n=55)
(n=51) (n=56)

Soejima H, Ogawa H, et al. Circulation 1999;99:2908-2913

3
£1 FTREPOEREICH ! 32 EBEF=ER S EEOLR
AR T MR T
e AERE p value
(n=22) (n=29)
TF HiJ5 (pg/ml) 288430 200432 <0.0001
free TFPI /5 (ng/ml) 43.1%12.9 36.3+9.0 0.04
A iy (yr) 68+8 6649 0.41
B T (no.) 13/9 19/10 0.86
BIE I (months) 15.8+7.3 18.3+5.4 0.17
NI T4 (no.) 13 3 <0.0001
MATFE (AREH) (no.) 7 1 0.02
CABG (no.) 4 0
PTCA (no.) 3 1
LEE GERERR) (no.) 6 2 0.11
B R NME (no.) 2 1
AT ZE (no.) 2 1
ViA- (no.) 2 0
(mean + SD)

Soejima H, Ogawa H, et al. Circulation. 1999 ; 99 : 2908-2913

31

e FTVERIME 12 B U R AEMIFE T & % macropha-
e DEFPRNEHETHLZI ENEHENL TV
A EEE, BELIPRERBICTRITLZES
%, BUEREERETHAALERMEICBV T
B G ERRAE I L, macrophage O [ P2,

HEEARIC 5 8 5 infiltration rate & D BERTH o
7o & 5T, I EEE R O initiator T & 5 tissue

factor 1Z, REEH LRI B W TTLENR E
B L CHREDPTHEL TBY, w8 Tid
%E I L tissue factor SERICKEI L Tnb 2
&, L % % macrphage @ AL 12 — 3 L T tissue
S 6| fibrin bFEHL VB LEHSL
P, DEXY, alEEREEICBITA T
7 — JHEE R D H O IR EHEFE |2 macropha-

factor,
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ge 3 & UF macrophage JEF1H _F @ tissue factor 7R
HLTWwWAZeRm@Ih/z, SHICEELHITHE
B IR A% L 9% 22 12 B W T 1, macrophage | tissue
factor D& 72 59", tissue factor pathway inhibitor %
RHLTWBEI L IR LD,
2) MERELY OGS

EEIIRIMAR DAL & RS T 5 7201218, BN
D MARTEEA 0§ 2 B T & 2 #E R O H 2
LOMF S LETH L. WMBEROEELZERIT
FAIVTHY, 74TV EGETE. TTA
I Vi t-PA (tissue-type plasminogen activator) |2
Lo TTIARAI VU bERKEINE, L2,
t-PA (3 FDHEYE TdH % PAIL (plasminogen ac-
tivator inhibitor) |2 X ) R ICAELE N L.
D=, WIEREDOZEIBIL LPA L PATOINT v A
WCXoTRT LD, PAINFEELTTAI ) F Y
DIEHALRHEICE D 5 free D -PA DE R HE
LTBY, PALPEEOBBEEEZRET S LD
BEELRERTHHLILENHMONTWAY, $4b
5, PALIGED LA GO T %2, PALIGME
DT IIMEREDTCHE L KT 5. PALIZA 72 <
EB A DDRIEFMWNI R o 72 T8 4 T3
LB, M@ PALIEMEDS) - 95% 13 endothe-
lial cell-type @ PAI, 7 b5 PAL-1 ICHIK L T
Wh, 272, FHEDLDHEW M O PAL G
ELTHFEBELTVE DI, EBIZZ D PAL1 O
ik CTd 5. PAL O EEILLHEZE D D risk
factor Tdh 5 & & DS SN0 Bl e B
BT PALOEEMAEH SN TV 5,

2 - 1) SVOmRZE &R

S A 2E 0 2RI B Vv TLAE PAL TR 1%
B EALTEY, BHOHIEZEO S TIIHE
FEAETLTWAZLEEKRT A, T 0 PALTE
WD EFIE 1 7 AROBEOREIZBNTY,
DIV TA2 000, WIEEICHERL 2
BEALTWRW, Lz T, 2thLpHzEC
BT, tissue factor, FPA (Fibrinopeptide A) @
LHRATALNS L HIC, BEIRIMARAA LR T <,
FPALEMO LR TALNA LI, L
TEENAR MAR Z VA S I K WIKRBICH B 2 & A5FE
HIhs, 2720, S OmBEESERICBNT
b IML4E PAL TG P25 BREE O Z o & 2 & el 2%
H5. BWOHHEED2 -30%ICBNTRDLN
% BN R MLAR VA 3 P A T i L B SRR 2R R AR E B

Sakamoto T, Yasue H, Ogawa H, et al. Am J Cardiol 1992;70:271.276

4 OEHEERER (AREHER, AEEREHRY
FAZEH) &5 CICXEBEICH T 5 PAIEME
DB

WRASBAAE L T\ % HARTRBAEAE, AR RREIC
Lo THEEDH O N L EHTHEE, BLUH
FLEDE SN VR ICS T TR 2 iTo 72 &
C A, HRFEBEEE T AR T I PALTE X
HRBEOHPENICH b, M4 PALIEYEOFHE
AR L CABEICKRTLTYS (M4).
7z, MREREEICET 2 O0EOHE» 5,
BB ABECIIMEL-ZTOERMELD B
4 PALIEHEOFEHEAE VY, 22 &nb,
1ML 4% PAT G P AN < BUAREDSTCHE L T B & L
bNBIEGITIE, TEIRMAELTER & h— B 2%
DRZE R SERE LT, MUERICE ) EBhiR AR
PEmEN, HAFRENEZZbDEEZLN
B, Fiz, MAEPALEMEN LY &L, WERD
KT 25 2 SO ZERES T, ZOFEIC
EEIRIMAR DRI G5 L D il e ZF 2 bh, MR
BRENC L > TH 70 SNIHBFEDOHRICE D,
EERFZEMEDSER L2 E2 005, —H,
MARVA BRI 2SS L 22 o 72 BIZERE T, IMAE
PAT {14 13 2143 DL b o E B C ot BRBE D & B Y 12
bbhH. Thbb, THEOMERTIIHARIIET
LTwharoizkBbh, F-MKEHREEIZD
IR A LN holzbn) b, 65D
FEGI O HIC I EENIRAZE M AR A, S 0fEED
SIEWCEBERS L T2 WEFINE TR TV LT
REMEDSD 5.

2 - 2) TREE & BB

AN ERRME T R TE FTERRE & A BRI, oL
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IMZE, ZRIBICRBAT LR T WERZIFRETH 5.
AR, MAENHGES B S UERICHVWL S X
IR, NEEFEREMELHEZEIT T
b ZDORIERF & L OEBIIRWIE QRS & e
WMAEETH), HHELTnLEZEPHL 2L
o TE, NEEFRIGEREICBWTIE, ©%
FEReME B Rt A T L, M4 PALG
BHEAEEICLEALTBY, AEEHREEEE D
Wy KEEHLAIR AN ERAC & DGR 24T WIEIR
g b s A &, MM PALEHE KT LEE
TV ER A BEZDO L NVIZR 5%, ok
A IAREERRE IS BT D BIABE O T A58
b, Fo, WHEHEIT LD IMEE PALTEHITIER L
NVIZETIERTT 22 05, M PALTERIE
NEEFAEDRRE L DEREICEB LTS L
PRBEND., 0L ) ITAREERETIE,
tissue factor, FPA (Fibrinopeptide A) @ F&-1ZH
LMD LD %, MEEREROTTEDGE Z Y AR
OMEMAEIML, &5 PALEHD LA S
WBRELITLTWAS., 200K S -k
i3, BRIV REBICHL EBDbh, 2hb
DBEFEO—TIT B LFHEERIEN L B 5T
REMEATH 5.

2 - 3) SR E & B R

LR IR EPRIED A7 b AV 2E
DFIEICEE BBz R L TwbEEZLNT
WA, b MIBWTIE PAITGEESTRIICE <,
TR 2 5 HNEEIDSH 575, Eitmtsk
MERFICBWTIE, HRNEEEHT, L1rd
LEFVEFAERE P BEZICH L THETD
D (K5), EEHEORIEIC L D M%E PALTEM: DS
ERLTLA®, ChS0HEFEIY, THHHIC X
H hE YRR T ERIIRIETE A U
5 < b —7, EULMmKE PALIEH O FRIC
IDBEMBUICCWIREEE 20 B 2 L ARIBE LTz,
DT LI, TEEHEDSANE B OE R 2 D R
EDF XS LB EEBRRBLTVAS.,

3) IM/MREERED b DORES

EEIIR AR AL, BERDITE, HIERD
ETFImA T, M/MROIEEALT 7 b b I/ MREE
EREDITLHEDSEETH 5%, Thrombin 13 /MK
EHALICRDEELRRTO—2oTH A, IMKER
VRN & BERER D BUBME & > ThsE S 5. el
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MasudaT,Ogawa H etal. BrHeartJ 1894;71:156-161

5 Mm% PAIEMDOBEAEE

T M/ ECIEMEAL &, Ak & L7z throm-
bin {$ MM % ML S 55,

Db UM/ MREEREIC DWW T, RIEH%ES
Nz L —H—8ELEE AW HET, (EROBE
EETIIFHMETE 2 Wb T2 % M/MROE AL Z
HBHTEZEOBE L. ZOHERIIMUEEE
B LTI, ANEREESR (RLEE25 mBLF) 25
(RLfE25 - 50 pm), KEHEH (RS0 unbl |)
Wb ENbhroTWVDEDTY HZb¥hrk
MAMEDTE AL & & B 7280 (2 I3/ INBEESL D A A%
HELZEZONL., SWEERR B L 08k
BME IS DWW T Z O/NGEB DA % T T %
1o 72, TR MERROE T3 BRI /MK
INGERDOER DA ERTUEEBD T (X6)%,
DT LT LD RIS X ) I/ MREERE ST
TE5ZENbhrol. TR L KEIIRIES
TOWETI, fIETL I RELEHZED TN
B L6 kR X ) EEIIR BT T O
BEDTTHEDSHEER SN B T AR ERERE T,
ABERF I3 2 e S Ve D E BB B & OV AE e e
BE B LI/ MUgEERSEHICITEL T
A5, G 2 BB IE A BRI T LIS s
WEEREPET 5D DD, TF R PAIEH &
Vo ZZEEMIE Y — = PEFEIL LS b
59, REFEFIMERR B L OCHFERERSE
(I L T/ MREREREOMRER & L CTUE L T
BIENBDLNTY, Z0XDBEEL, AR
EPOEREDBIICH 720, BERAER AR L
TWT b RN RRGN 2 YU M ESLE T H
HEWH)ZEERBLTVWEDMLHNL W, &
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!

el B A (RES
B DME

(n=14)

: !

S E=R5 0] EHARE
REFEIRIDEE
(n=11)

Miyamoto S, Ogawa H, et al. Am J Cardiol 2000;85:494-497

6 Im/MREEAEDZEE)

512, AEEPERE O P T M/ MUINEEESL
DEE TR T b D9 6 R SRR E B R
BELELLRVWLDFTFTRON., TNERRE
PAERZEDTFHREDHEETHRE L2 25, A
B HR 0 S D AT 2 2 S84 L 72 0 SRR ED R 1M
ITHREMN 24 28T, MhoBEI2hE LTl
BUNBRERTEEAEZICTEL TV, ok
) RIEBNC BT, & 50 Pl MR DS
VETHDLEEZ LN,
DExERET 5L, BMWEEEFOREL LT
1, EEIRE L A e LT, RAEMI RS,
EBIIRMNEZ DT 5 — 27 OWkE, WEOS AN
BEESROTUHE, WEROMKT, &5/ MikEE
REDJLE, & O IIEEEHM DV F - TREENIR M
BxAE L, BMEERBESBIET S EEZ LN,

A EERFORE

SVEEAEBREOWEHR L LTIE, K& LMo
BRI OBRICT 5N b, SUHOEHE
&, ECEBIRIEZED?T, H5VIEENk
Mgl & 0 FZE L7 EEIR & BBl S ¢ 5 2 L A°
HubhE 5 L, BEoREE LT, BUEE
ARIMARASA: C v & 9 12§ 5 FHiRE S b &
A, AT, B> S BREHOGEE

LMZHh N DN DRGEE IR 5.

1) AR ZE B F IR A Pl /MR O EEE
IR, EARPOERZ L,
TR IE R AN B E DIESESE DL 5 DI H
WL 728 T, DRI O L LT
BELR I LI, 80, FEZE, ALEPOE R
EOLRMBED T THA. ZOTFiL, EH
RWEALDO TR v LIZEHITH by, To—K7
T—UDEET B LEEOMELY SN TE %R
WEHIZTAHIETH A, MAEDIEIIZIAK

DA, BE, BLOEMHILS N LENH 5.

aspirin (LM MO EEHE 2 HIH L, AT 2 #i
THIENHMONT WA, LHHZED KT &
L T aspirin DAFZIYEE, FBAEL1 » AUNICE
W CIZPELZ The Second International Study of Infarct
Survival (ISIS-2) trial®® |2 B W CTHETZ L TW5, L
L, BHIZIE > TOAZ)MHIE meta-analysis Tl
EfESNTwb 008 i 4 @ study T3
LTI, $72, 5% ToOstudy 12, EED
LB E TOMMAPEH > SBEIZRATEY,

A&V fif #3222 PTCA  (percutaneous  transluminal
coronary angioplasty) 2% A & 415 LLAj O i fE T
Holr. BESIIKRTITBT LM LG
¥ 5 HUM/NMIIEE DR R 2 a3 5 BT, 18%8
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HWRDOTOMPE AR E LT, BE,LS 1+ AURN
WEGIN-EMOMmBEERZ2 42, RIE
1 7 H1% X U aspirin 81 mg/ H ¥ 5-#, trapidil 300
mg/ H %58, B/ FE i 58 (e 2 12
DAHT T, FOFHE%MESd % prospective  study
T 5 the Japanese Antiplatelets Myocardial Infarc-
tion Study (JAMIS) %47 72%%. JAMIS (3P 6
FEI0F &) 7o ba— LBt Eh, FR84ES3
HTBE#T L, 9 F 3 O TREEH!
BET LA DOBREHITFERTLFE (6
B—1) ICXBAHED—DTHE. WRIL, TA
Y1) 1 081 mgfk5-HE25061, P EILIH
300 mg#% 5-#F 24351, HLM/RH 2 H L 2wt
HERE230B1 T, RO THRIZOWTHEBIRE L7,
ks, Bk, BE»S AL TORM, FER
PEOFED L URGHE, fFAEICIE 3 FEMNIC A1
ROBDo Tz, FHBIZHIRL 3FE O BBIZIC
T, DERIECICIE 3 REMIC RO Lo 7
D A(TAEY YEGE6H, FPTEDLEGHA4
B, xfHES B, OHEEFEICEALTE, T
A YGRS IR ICHE L TARICE) 2
72 (p=0.0045) (7 A » 58546, ~3
EUNVARGHE O B, xfBREELTH) (7). (LI
REMFEE GEL, BHZE, FARKZ T 55K
WP OIE, FEBOEHRMINERE) &, PTE
VNI REFICHB L THREICK2 o7 (p=
0.0039) (7 AE) YE366I, b T ¥ INEE220,
o BEE4200) . F 7o, OHBEERE D GIIERSE
MBS E D FHE L D TEEDNIZE (SE L T,
%712 7% - T Antithrombotic Trialists’ Collabola-

P=0.0045
Odds Ratio =0.271

me

r—-—”mﬂ"i i o
i

0 500 600 700 800
ERERHARG

H,etal. Am) Caudiol 1999;8

7 BEERLER

SESEREGERORRELGR 35

tion 7> & BE A2V TTREG 23t G & L 72287 DI
VEAAL LBGRER 2 D\ CHUIMEE R 0B FAtE %
MELEAZTHY) Y ADERSREIN, KO
9B EDHLRER S, 1) Aspirin %
i DFLIML I NS Bk e e R 2 v, SRANE)
PREE, LEMENICERITH Y, BRIHKS 2
75-150 mg/ H 258 ST dH % A%, S o 0%
HGadr LTiE, %< b 150ng/APLETH
5. 2) ZVEEEMEEO high risk B2 BT,
aspirin (2l 2 T ¢ GP Ib/Ila FEHi3E O #HE:
BHETHAHH, BIMOERRME D3 O TR
VETHAH, 3) aspirin (212 T 2 FH DL
M/ REI OB 5 EBR & 725 12D ARG R4
WD, HWICHEMEEIRO W D EDELD,
L-F 1% aspirin # N— 2|2 LT, ED X9 %IER
WA D PLIL/ IR A 2 1B 13X & > D KHML 2 M
WEENS.
2 ) Angiotensin Converting Enzyme (ACE) [H 238

KPR AR IC L ) ACE [HER OB G-HDE
EREEELATALHHEEREOTREZWET
BIENFRENTWAESY, zhidE& LT
ACE [HESEIZ X 5 £ EFHESE (remodeling) H
kB EEZLNRTWAEY, LA L, ACE[E
FIIFER IS CEWREEE AT 5 0 EREIC
BT 5 BRGSO FEAE 2 1§ 5 & v ) Bk
BEVEEDHE SN T80 Z2ofFEn—o
ELTHIE LB RO S, 3 7% b % plasmi-
nogen activator inhibitor (PAI) DESH#% 2z Hh
5. PAI O EFIZOHEEERICB W TLHMEZE
HEOEKREATTH 53, &512, Vaughn 513
RN AR D EER2 5, Angiotensin II 2% PAI-
| OFBAEZRBS 22 L0, &612, e MIBw
T Angiotensin Il Z# #E$ 5 Z & 12 & 1 IL4E PAT-
LLARVHHEINT A2 2BHL2IC LY, 2o
Z & XV ACE [REESHERICHET 5 WM
MRS NIz, £2T, FEHELIL, LHFEERE
|2 ACE [HE3# T# 5 Imidapril #4535 Z & 12
£, EHLAZPAIFEEHNIUEZET A LE2RL
7259, fhowfzeE S b o ACE HESE CRMED
BRAIE L TWAEWD 22 EANLHEER
B \ZB1F 5 ACE FHEEE O B ENH OF 0 —
DOTHAHIEELVDH 5.

512, FHSHIE, ACE fHES L tissue factor
DOMEIZOVWTHIH LWL YTV A 287, fik

Presented by Medical*Online



36 fE B OMI W F4% E15 (2003)

D &) ICEWTEEFERERE 2BV T tissue  fac-
tor 2SBEIML T B Z E2HLICL T
A521-%) - ACE FHE3E T % enalapril 512 X )
DR EZ T EA LT\ 5 tissue factor 2574
LTWL ZERHLICLABY, ZolFLE L
T, KEMRMNEZMIZBIT S in vitro study TOD
angiotensin I 27 tissue factor @ messenger RNA %
WiNEE5Z XN B2 TEBIIRA A
Ba TN L 7= tissue factor 25 ACE [ E 3£k 5. ¢
angiotensin [ # @A ¢4 L2k, WALT
VoD THAHI) EEZLNL. TTILHED L
5Tl 72%%, B GEE OTEBIIR OFZE
7 9 — 27 |2 |3 macrophage D Z & JE T dH
%%.27) . Monocyte chemoattractant protein-1 (MCP-
1) &, monocyte D5 )] 7% chemotactic activity (GE
LY %4 L, monocyte % {fi P b3 %57,
v DERAEIL 7 7 — 7 12 3B v» Tl macrophage
DL MCP-1 DI L 5 Z L AFEH ST
W5, LiedtoT, AMEAERRE & MCP-1 &
DEEDE 2 HN DD, FEHLIIEWEERETT
M4 MCP-1 S L5425 2 & 285 L Tz,
£ LT, In vitro study (235> T Angiotensin II %
monocyte & Ifil 1% 12 5\ T Nuclear Factor- x
B ZiG AL &4 T MCP-1 O R # MR s ¢ 5 2
&, BLTin vivo IZBWTHEME BV TIE
Nuclear Factor- « B {2581 L C3 1, macrop-
hage DR & MCP-1 DR HIAFED 5, ACE B
EHTH A quinapril (12X ) FNEPRAPT A
EHRHLPIZENZD, ZhooWR0b LI,
FEHEOIBLHBEEEREICBWVWTACEHEETD
% enalapril # %54 % Z & 12 X % [l 4 MCP-1 L
AV & tissue factor LX)V DZEE) & fEt L 72,
ACE fHESZ G 12Xy, (LFEEICL D EmL
TW72IM4E MCP-1 L X)L & tissue factor L )b (L
WAL Twolk, ZHZLid, ACEHEREEYS
12 & 1 monocyte @ chemotactic activity 3 & U {
AL A58 L, macrophage DR S HA L 72 2
12X Y tissue factor ANEA L7722 L xR LTV
5., IhbDZ & HACEHEIEIC L % FEENH
DL o TnEEEZLND.

it 4£, Angiotensin II type 1 receptor blockers
(AT1 receptor blockers; ARB) O iK% FASTEH &
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O TEZER Z 12 BT A PAL G, tissue factor L

NV T B YR 2 e L7225, Z O R Fena-
lapril & [&] I < losartan T & 0 EZECHEM L 72
PAI {514, tissue factor L X)L L CTwo 72,
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Zraridgvin, KFICBWTIIENEER
#iE, ANDoEELe EAFORCKLI & ) #8n
D—FhIzESTWAL., LIz, 54%F7F%
TZOFFICEH L TCOMEILENS.

X 73

1) Fuster V, Badimon L, Badimon J, et al : The pathogenesis
of coronary artery disease and the acute coronary syn-
dromes. N Engl J Med 326 : 242-250, 310-318, 1992

2) Libby P : The molecular bases of the acute coronary
syndromes. Circulation 91 : 2844-2850, 1995

3) Horie T, Sekiguchi M, Hirosawa K : Coronary thrombosis
in pathogenesis of acute myocardial infarction. His-
topathological study of coronary arteries in 108 necropsied
cases using serial section. Br Heart J 40 : 153-161, 1978

4) Falk E : Unstable angina with fatal outcome: dynamic
coronary thrombosis leading to infarction and/or sudden
death. Autopsy evidence of recurrent mural thrombosis
with peripheral embolization culminating in total vascular
occlusion. Circulation 71 : 699-708, 1985

5) Gotoh K, Minamino T, Katoh O, et al : The role of
intracoronary thrombus in unstable angina: angiographic
assessment and thrombolytic therapy during ongoing an-
ginal attacks. Circulation 77 . 526-534, 1988

6 ) Mizuno K, Satomura K, Miyamoto A, et al : Angioscopic

Presented by Medical*Online



—

= =

= =

—

~

Lo

evaluation of coronary-artery thrombi in acute coronary
syndromes. N Engl J Med 326 . 287-291, 1992

van der Wal AC, Becker AE, van der Loos CM, et al : Site
of intimal rupture or erosion of thrombosed coronary
atherosclerotic plaque is characterized by an inflammatory
process irrespective of the dominant plaque morphology.
Circulation 89 : 36-44, 1994

Libby P : Current concepts of the pathogenesis of the acute
coronary syndromes. Circulation 104 : 365-372, 2001
Libby P, Ridker PM, Maseri A : Inflammation and
atherosclerosis. Circulation 105 : 1135-1143, 2002
Giroud D, Li JM, Urban P, et al : Relation of the site of
acute myocardial infarction to the most severe coronary
arterial stenosis at prior angiography. Am J Cardiol 69 .
729-732, 1992

Falk E, Shah PK, Fuster V : Coronary plaque disruption.
Circulation 92 : 657-671, 1995

Nobuyoshi M, Tanaka M, Nosaka H, et al : Progression of
coronary atherosclerosis:Is coronary spasm related to
progression ?. J Am Coll Cardiol 18 : 904-910, 1991
Oliva PB : Breckinridge JC. Arteriographic evidence of
coronary arterial spasm in acute myocardial infarction.
Circulation 56 : 366-374, 1977

14) Epstein SE, Palmeri ST : Mechanisms contributing to

precipitation of unstable angina and acute myocardial
infarction : Implications regarding therapy. Am J Cardiol
54 7 1245-1252, 1984

Nossel HL, Yudelman I, Canfield RE, et al : Measurement
of fibrinopeptide A in human blood. J Clin Invest 54 :
43-53, 1974

Oshima S, Ogawa H, Yasue H, et al : Increased Plasma
Fibrinopeptide A Levels During Attacks Induced by
Hyperventilation in Patients With Coronary Vasospastic
Angina. ] Am Coll Cardiol 14 : 150-154, 1989

Ogawa H, Yasue H, Oshima S, et al : Circadian Variation
of Plasma Fibrinopeptide A Level in Patients With Variant
Angina. Circulation 80 : 1617-1626, 1989

Oshima S, Yasue H, Ogawa H, et al : Fibrinopeptide A Is
Released Into the Coronary Circulation After Coronary
Spasm. Circulation 82 : 2222-2225, 1990

Nemerson Y : Tissue factor and haemostasis. Blood 71 :
1-8, 1998

Annex BH, Denning SM, Channon KM, et al : Differential
expression of tissue factor protein in directional at-
herectomy specimens from patients with stable and un-
stable coronary syndromes. Circulation 91 : 619-622,
1995

Suefuji H, Ogawa H, Yasue H, et al : Increased Plasma
Tissue Factor Levels in Acute Myocardial Infarction. Am
Heart] 134 :253-259, 1997

Misumi K, Ogawa H, Yasue H, et al : Comparison of
plasma tissue factor levels in unstable and stable angina
pectoris. Am J Cardiol 81 : 22-26, 1998

Soejima H, Ogawa H, Yasue H, et al : Effects of enalapril
on tissue factor in patients with uncomplicated acute
myocardial infarction. Am J Cardiol 78 . 336-340, 1996

24) Soejima H, Ogawa H, Yasue H, et al : Angiotensin-

=

=

~—

=

-~

<

~—

=

=

SMEREREEORE L EE 37

converting enzyme inhibition reduces monocyte che-
moattractant protein-1 and tissue factor levels in patients
with myocardial infarction. J Am Coll Cardiol 34 :
983-988, 1999

Soejima H, Ogawa H, Yasue H, et al : Heightened tissue
factor associated with tissue factor pathway inhibitor and
prognosis in patients with unstable angina. Circulation 99
: 2908-2913, 1999

Moreno PR, Falk E, Palacios IF, et al : Macrophage
infiltration in acute coronary syndromes: Implications for
plaque rupture. Circulation 90 : 775-778, 1994

Kaikita K, Ogawa H, Yasue H, et al : Tissue factor
expression on macrophages in coronary plaques in patients
with unstable angina. Arterioscler Thromb Vasc Biol 17
1 2232-2237, 1997

Kaikita K, Takeya M, Ogawa H, et al : Co-localization of
tissue factor and tissue factor pathway inhibitor in coronary
atherosclerosis. J Pathol 188 : 180-188, 1999

Loskutoff DJ, Sawdey M,Mimuro J : Type 1 plasminogen
activator inhibitor. Prog Hemost Thromb 9 : 87-115,
1989

Hamsten A, de Faire U, Walldius G, et al : Plasminogen
activator inhibitor in plasma: risk factor for recurrent
myocardial infarction. Lancet 2 . 3-9, 1987

Sakamoto T, Yasue H, Ogawa H, et al : Association of
Patency of the Infarct-related Coronary Artery With Plasma
Levels of Plasminogen Activator Inhibitor Activity in
Acute Myocardial Infarction. Am J Cardiol 70 : 271-
276, 1992

Masuda T, Yasue H, Ogawa H, et al : Plasma Plasminogen
Activator Inhibitor Activity and Tissue Plasminogen Ac-
tivator Levels in Patients With Unstable Angina and Those
With Coronary Spastic Angina. Am Heart J 124 : 314-
319, 1992

Masuda T, Ogawa H, Miyao Y, et al : Circadian variation
in fibrinolytic activity in patients with variant angina. Br
HeartJ 71 :156-161, 1994

Weiberger I, Fuchs J, Davidson E, et al : Circulating
aggregated platelets, number of platelets per aggregate, and
paltelet size during acute myocardial infarction. Am J
Cardiol 70 : 981-983, 1992

Rosing J, van Rijn JLML, Bevers EM, et al : The role of
activated human platelets in prothrombin and factor X
activation. Blood 65 : 319-332, 1985

Ozaki Y, Satoh K, Yatomi Y, et al : Detection of platelet
aggregates with a particle counting method using light
scattering. Anal Biochem 218 : 284-294, 1994
Miyamoto S, Ogawa H, Soejima H, et al : Formation of
platelet aggregates after attacks with coronary spastic
angina pectoris. Am J Cardiol 85 ; 494-497, 2000
Miyamoto S, Ogawa H, Soejima H, et al : Enhanced
platelet aggregation in the coronary circulation after
coronary spasm. Thromb Res 103 : 377-386, 2001
Miyamoto S, Ogawa H, Sakamoto T, et al : Platelet
hyperaggregability persists even after the improvement of
increased blood coagulation and impaired fibrinolysis with
the stabilization of symptoms in patients with unstable

Presented by Medical*Online



38

40)

41)

42)

43)

44)

45)

46)

47)

48)

49)

50)

% m oMl W $2uE H15 (2003)

angina. Int J Cardiol 80 : 235-242, 2001

Kajiwara I, Ogawa H, Soejima H, et al : The prognostic
value of small-sized platelet aggregates in unstable angina:
Detection by a novel laser-light scattering method. Thromb
Res 101 : 109-118, 2001

Haffner SM, Lehto S, Ronnemaa T, et al : Mortality from
coronary heart disease in subjects with type 2 diabetes and
in nondiabetic subjects with and without prior myocardial
infarction. N Engl J Med 339 : 229-234, 1998

ISIS-2 (Second International Study of Infarct Survival)
Collaborative Group. Randomised trial of intravenous
streptokinase, oral aspirin, both or neither among 17,187
cases of suspected acute myocardial infarction: ISIS-2.
Lancet 2 :349- 360, 1988

Antiplatelet Trialists’ Collaboration. Collaborative over-
view of randomised trials of antiplatelet therapy - I:
Prevention of death, myocardial infarction, and stroke by
prolonged antiplatelet therapy in various categories of
patients. BrMed J 308 : 81-168, 1994

Antithrombotic Trialist” Collaboration. Collaborative meta-
analysis of randomised trials of antiplatelet therapy for
prevention of death, myocardial infarction, and stroke in
high risk patients. BMJ 324 : 71-86, 2002

Yasue H, Ogawa H, Tanaka H, et al : on behalf of the
Japanese Antiplatelets Myocardial Infarction Study
(JAMIS) investigators. Effects of aspirin and trapidil on
cardiovascular events after acute myocardial infarction. Am
J Cardiol 83 : 1308-1313, 1999

The SOLVD investigators. Effect of enalapril on survival in
patients with reduced left ventricular ejection fractions and
congestive heart failure. N Engl J Med 325 : 293-302,
1991

The SOLVD investigators. Effect of enalapril on mortality
and the development of heart failure in asymptomatic
patients with reduced left ventricular ejection fractions. N
Engl JMed 327 : 685-691, 1992

Pfeffer MA, Braunwald E, Moye LA, et al : Effects of
captopril on mortality and morbidity in patients with left
ventricular dysfunction after myocardial infarction. N Eng J
Med 327 : 669-677, 1992

Pfeffer MA : Left ventricular remodeling after acute
myocardial infarction. Annu Rev Med 46 : 455-466,
1995

Yusuf S, Pepine CJ, Garces C, et al : Effect of enalapril on
myocardial infarction and unstable angina in patients with
low ejection fractions. Lancet 340 : 1173-1178, 1992

51)

52)

53)

54)

55)

56

R

57)

58)

59)

60)

61)

Vaughan DE, Lazos SA, Tong K : Angiotensin II regulates
the expression of plasminogen activator inhibitor-1 in
cultured endothelial cells. J Clin Invest 95 : 995-1001,
1995

Ridker PM, Gaboury CL, Conlin PR, et al : Stimulation of
plasminogen activator inhibitor in vivo by infusion of
angiotensin II. Circulation 87 : 1969-1973, 1993
Soejima H, Ogawa H, Yasue H, et al : Effects of imidapril
therapy on endogenous fibrinolysis in patients with recent
myocardial infarction. Clin Cardiol 20 : 441-445, 1997
Wright RA, Flapan AD, Alberti KGMM, et al : Effects of
captopril therapy on endogenous fibrinolysis in men with
recent, uncomplicated myocardial infarction. J Am Coll
Cardiol 24 : 67-73, 1994

Vaughan DE, Rouleau J-L, Ridker PM, et al : Effects of
ramipril on plasma fibrinolytic balance in patients with
acute anterior myocardial infarction. Circulation 96 :
442-447, 1997

Nishimura H, Tsuji H, Masuda H, et al : Angiotensin II
increases plasminogen activator inhibitor-1 and tissue
factor mRNA expression without changing that of tissue
type plasminogen activator or tissue factor pathway inhibit-
or in cultured rat aortic endothelial cells. Thromb
Haemost 77 : 1189-1195, 1997

Robinson EA, Yoshimura T, Leonard EJ, et al : Complete
amino acid sequence of a human monocyte chemoattract-
ant, a putative mediator of cellular immune reactions. Proc
Natl Acad Sci USA 86 . 1850-1854, 1989

Nelken NA, Coughlin SR, Gordon D, et al : Monocyte
chemoattractant protein-1 in human atheromatous plaques.
J Clin Invest 88 : 1121-1127, 1991

Nishiyama K, Ogawa H, Yasue H, et al : Simultaneous
elevation of the levels of circulating monocyte che-
moattractant protein-1 and tissue factor in acute coronary
syndromes. Jpn CircJ 62 : 710-712, 1998
Hernandes-Presa M, Bustos C, Ortego M, et al : An-
giotensin-converting enzyme inhibition prevents arterial
nuclear factor - ¢ B activation, monocyte chemoattractant
protein-1 expression, and macrophage infiltration in a
rabbit model of early accelerated atherosclerosis. Circu-
lation 95 : 1532-1541, 1997

Soejima H, Ogawa H, Suefuji H, et al : Comparison of
effects of losartan versus enalapril on fibrinolysis and
coagulation in patients with acute myocardial infarction.
Am J Cardiol 87 : 1408-1411, 2001

Presented by Medical*Online



	0029
	0030
	0031
	0032
	0033
	0034
	0035
	0036
	0037
	0038



