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Loz @
JSH 2000 &l U THEIMEBREY 4 BT 4 ~
2004 (JSH 2004) i, @ X725~ &MiFEEAN
1 - MISEIREERIC B U 3 BEOIE R 2HA L,
@ EBHIOREEBZ% 140/90 mmHg K & &
HIESREL, @ MEFEMEKIMEREEL b
EHEOXIG % TV, @ FEHZEANT ACE [HEE
W AOBOREENREOHH, ARB 28BN,

BiFES L @

BeZE S8 9E 1~2:8 M o 2RI, MAH
0l « FHEOFRIZ prb 5T A bV R X 2R
TR R O TIEP BN EICER X D IMESEiE %
AT ENLL, ULr UEFEECB» T, IGE
BAM A 220 mmHg MA L, #AREAINAE 120 mmHg
UETHWERD, % FHMmE 130 mmHg
PEDEEOBIMELZRERWRYD, FEA% R
FEE2TbRuOBEANTHS (FELD, 2R
BRI IR BB RERELHA L T, &

®1 BERELAYT S

FEelOHEREBICZORTAO~F > 75 (M
WOEEI XV EERENGCE 2 W ¥MHE
B) OMFEIME T3 2GR H 570 TH 3 (X
D. 72720, REINRAHEE - S CRIEZE « LA
% - Bk VREE L2 U ISER G BN AP
LT 2GS ICR Y HEL DB R BEESHERE X
ha(XE2), £z, 77 FHERPLEEMSERT
T CWHEER L T ) EREHENEIIROAZEIE
NG ERNCR > TARB ThHB A NVTH ALY
YEREBRALTY, BEHEIEUBESR DT
T, MEFNTROBASHEAEED LRERED S
nkxhoizZ Lin s (ACCESS #52Y), F&n%
v EFE 2 S NI E (RENE R IKEIIRE, Bk
DAE, DEMEIRVENEBLT 2 & 2% 51K
)i, BHeREERSIERTEEWER
bhd, ULx»L, ERIFKEEEZESE “m
E TRV EHEFETRETHS,

7z, FE 3 MM OEaMEIANEEE T, W
] F % @ tissue Plasminogen Activator (tPA ;

ﬂm a)/ﬁa‘%f(JSH 2000 & JSH 2004)
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. Huﬁlﬂl BI{ED 80% G
(8t | (RIE 1 5 ALLL)
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(RRIER)

:

140/90 mmHg R B
Ca #5#13%, ACE JRESE, MIEFIRE, ARB
(BT HE, AR MERR RIS EE)
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& AR SR 0T TIEAETIFRu,

B1 NEBIREZEICL 277 0 — AMUeHRIEERICN T 2 AL

50 IARILE - SREIENE RO BMDS, 5 HEOE ETFROBS & EREE Clbiic AUk, RS 2R eE R
FOAHRED M, CT CREFEEED R, o7z, ABREMED 200/102 mmHg TH - 70T, CafEHEEw L b 150/85
mmHg & TR s iz, FERRKRRICE RS eME & 2 M2 MER 2580, MEEE L) ENEEIROZSH
2L IEIMATH L DEHERN LY A 7 5 Y OWEBIR & A b KREIRSIETE CGEE s niz(a A, MRI TldEH
KINBIIRET RIS O R EIRERSER L Tz (b). 8% 5 <, WEBIIREERAETSHEL, HES» S PAMMEIIR~
Mk R U7z 28, MEEIGER % 5200 1o O CRAUM TR FA5EST, MU P RRMEINR = 85 CEAE L - & & CREZEEIA L7
OTiEEvrkBbhiz,

B2 REBEMANEHIRAEEEC L SIKERICH T 2 R
b

40 A MESGEO B, BHEEAOE LT 3
~10 OB IIFIET AR, MRI E, Grvoc@ire
B EFKO/NMIESHAEL TE Y, ERENNEEINRY
A 7 & VEBOBINRAERE, BREEBEIIOR S 5 0BERIZ L S
bDEMEER (a FRNEHIREE, bi3Z DT RTH
P PROMESERECHEL . SEOEIME 200
~220/90~110 mmHg THERE L T\ 728, IEZEAN
HIThHs ZenbBFELES2EE L. UL, Bk
BX7 ra—7y 7OMEEZ L Lok L. HE
ENNECRERELEDTES T, HEFMFR 28
BLUODOBETAIREThoT-EBbR.
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3 PREREEhOBEREE, HMmERKzE R REERE
60 IR ZcE, THRESHIRME, ek, FRENEROBESHY, Y7 7Y % PT-INR 2.0~3.0 TH
Fashtunizd, sk comfFid 140/85 mmHg 1T, ¥4 170/100 mmHg L & — =Y /Y — I 2RO T,
BEFEFIOMRATOBRE R L zds, 8IS A%hER A RO DR EREE25FL, BARRsh, 058K
BT EsE, AELEA, BREYEEERTORETH -7, CT CRERSEH - i~ O#E, MEZFW,
RMEEABEETH -7, DFEHNSEIXEFEES 3y KEHK X D PIgEEERE PR, =209y vFHRERS X
D IMAE % 220/120 mmHg 5 130~150/80~90 mmHg ¥ TET& ¥, MEN VI —Y2ARECBEV L. YL
77 U RATOSMEERA I, Ok OCFRETRTIEG AN ELH THL 2 2EMELFBETRTH 20
T, JSH2004 DA A F 54 VPl EWCHEICRE T E T, FH 120~130/70~80 mmHg TEE T & Tk nud E
Bo, g, v77 9 viRADoMEMAE TR, MESSTREFL T T S BEREERBTE(H
4 120~130/70~80 mmHg) £ Bbh 3. Biflk, H5» U MRI D T2 % %458 L, HEEMEOH/NEDM > R
ThiE, SOUBERELEIRETINETREZLLEELZ THE(HET).
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D tPAEIERE, 5 CR51E 24 RIS
180/105 mmHg KiFIZa > b O—IL &,

@ ST P I T3INHEET 180 mmHg L E, 55EHE 105 mmHg BLE,
F 213 IE 130 mmHg BLEDOWT A A 20 SR BT hif

BEERR AR &,

TNT T =) DEGIWHEIG & i HER, %
BEL R EREE(MELT-Japan) & U TiTh
T B FEAE 6 BRI O BRI B IR ZEARE 12
35 BRI I S e R AT A A R R 2 5
FEFI T, HEREIERERTHMEZE L EE T
TEl e “FEAE 24 RERIDIA W CIZEER
MERRL % [ <~ <, BRREEFI(= 2y E
Y, SNFTEL, =rusVk) v)T180/
105mmHg Klcarra—L3iR&ThHS E
REhizED., Lyl, J—ACT (Japan Alte-
plase Clinical Trial) i ZINEEORBER D &1, #
FEFHIAT R 2 4~6 ReRERRE THUYD SR EfT 5372
WO RERL DD, 170~180/95~105 mmHg &
558 CBREERERCHMPAM T L L0 EE
L,

RBP4 R @

~F, mIMEEMANEMmMEL T, +o%k

RIS v S, JSH 2004 TREMEE GBS
A NF 42004 25]FL, IDHEHEH 180 mmHg B
by IREEA 105 mmHg ML F, 7/ BEHME
130 mmHg PA ED W3 hdds 20 2L LR T h
EBRIR S RE Lo TWwA (1), MBEFEEZIRAT
fED 80% T, BT 130~150/70~90 mmHg
ikt &5, BREGER (= VvYEY, ¥
NFT XL, =raZ )Y )PS5,
IRIMATET U T i WIER L BHEE N O TUHEDE
FlciZERrahTway, MEEEROGRIC
MLOEEZI > TUHTTRNETH D, HIE
1~3 HEAW X, BOEF (Caflidg, pER
3, ACERHEH, ARB, BFEFIRIE) T &
25K ERDBBtRs s, BT, BED
RE L ME QIR FEAEIER & OBIREShT
Wiy, UL, FIAE 24 K& <2 6 A
DMBOIERBKEITH YD, NEEOEE, i
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Totz, BRI Y b — B L 9/4 mmHg ©
ETE2RL, MEPERZ 14%» 5 10% 1@ Ui (1
NERE ORI 28%TH ). ACEHEZER D
MR 5% 7203, FIRFAIEBINT 5 L IF O
£ b BYOMBPEREORS BERE S iz U
2)&D), MERXTFTUNRETI2EYE, MEDTOFERE
B s s Bbiic, BEFIREOBRES, ACEMH
EH Y QP TR EN, JSH 2004 KBS iz,

e, ABRRFOEEOEINE, RS, R
R EXBMBELRRKORTERDY 5 20T, BT
WEFIE 24 BRI IX BB R BEFEIRR 2 L Tw 5 (X
3.

Bzrh 2 EHR @
fzetdt 1 2 AL B v T HU T i A
THST S - IR R R oSk, ISR TH
MEPFHE TR, 12U T 150/95 mmHg K
PoREEE LT 2~3 5 HU EE2D) TRHK
BEEES 2 (R 1), EHBEBNERBIREFD L7 70
— A MR ZE T 1, BNIME SPECT 24T,
BEREROLHFRFMBEMET L TR, 851
BAEANZ X 140/90 mmHg U T2 BEE 5%, &
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@ NZEPSMHHAOREE BAZ (S 140/90 mmHg Kk & 75,
@ FERZERIL CaFE53E, ACE JHEEE, BEFIRZE, ARBAHERZIN TV S,

OB, SERBEESE & L4 E O JSH 2004 T %

X, fEROREFMIEAM CaftPidEs L PACE 9V

W23 17 0%, PROGRESS LB (B 4) 1= & 0 i

ACEMERE X 2 E DB EF R oz, 6F]

MOSES £ (5 5) ¢ & 15 43R & iz ARB 5 j

BAYIE LTV B, BIEERALIIS 5 7 - N

23, FROFGHRENTEL CEMEIFATH S 27

LELZBNDL, TACYYRTINT 7 ) vl 1(]

DRI RT3, JSH 2004 DR L D b O rendipne  eprosartan
BHEOEEEREL, BELZIEI BnnE 2 Bzerh DR

25, IN7 7 ) VIRAPTPT-INR B8R 5 MOSES 54

LTwaE, DELUMANRMEPREST 2 EBEX FAR R FEFE 2 SEBLPY 0 1,405 £ % Ca #5513 & ARB 0
MECESRIME YL 20, BEHTHELETH 2ECEIDIRD S 25 FME L, MERZLETN
5. BENMECHFUECHAECEEODDT ot el 10100 ot > BRI £ 1t
70— A M EREEES T, BEER 1 » AR NTIT%E 155% L BEREERRD R holhs, REEh
FRBLTHEEAL, KT 2~3 5 AT CE FIERIL 5% WA UMEIHF AR ZWE -7 (TR 3) &
G755 (K 6). % VSRR 2 - & 7

a b - c

6 77 0—AeHRITFES MR EOBEEEEA
RIE, RRBIE, SEE, BB cHHIBERED 60 AR, BRES, EABE, HENTnEDI L
THREE, SREEREERSSY, AL SEEE AR, SERBOTHE 2, MRI THhAMEINRE 5 S iEE
(@), MBS CrhRIMEIIRATER C SERE 200 (b)), AR ABEEESELRAL L oREEWVLIZED
H D MEFEDH 140~160/90~100 mmHg TEERERE L 7243, 3 BRI ME & 180~190/90~105 mmHg THERE L, #E
RIETNTHEEU T2, FIE 3 BE OB S TOEREBEMIE SPECT THAMERER SBROMNFE TNEES DT
(©), BERIFTEBHRICHELET 5 & 2 U7z, ambulatory blood pressure monitoring (ABPM) iz & 5 HLEZ B O M
bR DV OREBE L2 5.
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& ERMRIEES, RADBRET THIBMEEEET 5.
B MEEEIRES THRRICETSE2 2 Lh, REPFBRTHIZOLLS,
@ LROBERIRETE, Bk ChSE4FHET 5 EMIHEL,

X7 777“#%%&1‘:“&4 H oD P [T Rk
I « B0 70 ﬁfw 7 FEEBAEOBE, vORS Y -V THEBORD, TAEY YHRCEREILTY
o, WLERILTT A6 Y > IR % BRI X 05T S e SREREE R LR R, Eifk - HE vk
%&‘ﬁwﬁﬁu%tgfﬁk T2 * THEOMNEIMEED 12 (ROEFS AR Y b 5 KRE). HEENME LR ME o5k
BT, BETBRLITH-7OT, TACY Y07 7 FHFEOBHRFHHE LD b, BMEMRKAH ML HELE
tﬂfﬁl@ﬁ&ﬁiﬁ%w #E 7z, BERRAOBMNETTY, 120~130/70~85 mmHg # FfEE Li-iaE 2 ED -,

R ¥ SPECT CRYIL 5 o 45 F % & T fif e
DEEIR P ERE L UCHRERED 2 b4
P Ly, QEERERT ST, T OREI
L0, DEME, FEUE ORI L AR
Wb LR ETAED S L L big, HEN
MEBZHEERL CTwb 2 &% MRA THERL T
Do, REDF LI BEETS.

SE (R RN N B

%Eﬁﬁ%ﬁ%ﬁ%@a%,“ﬁr&77%@
ZEFRFEMRMERG T M - SN ol (X 7) R U,
JRRIFNERIEM P OISR R L, 28
IR DR AR ORERET TH 2 BT 2 Bk
BT 5, k72, Aor0BBTRESN:CT R
MRI THR S - EREREONER L TH
TERMERBRICEERERTTORETH B,
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fiif D% VR EERIRIE O PSSR R & 1
TBD, PEBSCRIERLIS LTk
X BT FERFIIIT & A CEMEER TR L 7t
v, Lal, Jo20LARees L CREDV—
THIREE & 2 2B BiAkHS, EZEOFERF
WD D ANEEMREETE RV EEDbRS, ¥
1z, IXIMEPAZEDRIAE I & 2 T HF IR ZE R
TIA Z B W TR RERHERR Tl 2 B ERh R
D H 5 FHXN I IUE MR D FBFEOAREMH b D 8
FRIEIVBEEZ LI EiEWwd £ TH R,
PROGRESS #1552 ix HA A H 800 FILA L&mL
TBY, MEeh KT O R T O BEIR
(ACEMlEH L REFFEHN L &0,
MOSES?® Tl eprosartan ¢ beyond blood pres-
sure lowering Zh5R (BEEZR L EDLREZNE) 2
RENIH(E5), ACEFHERY ARBHUED
O EDOBMEMED B BEFTH B DT, BN
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@& TNTH ARB A, BZEAHRZXK TP beyond blood pressure lowering ZhRA
HDEEROBLOEIERREL TS A,

KPR MR T L 2R U LD 2 &

ZREAICZ 7 ADT X TOEFNCIRFT 2 O @] X #k

T Ebhs,

FrH@
HHETREREIEEGNC BT 5 )i E &S
OHEENE L, SEaERHESOETE L bIThk
Z5 RSO (e Ml I R 55 % S OF 9 A I
LT LRENETETHL R LEbRS.
A CREFEEBARMEFES» 6 HRINT
JSH 2004 W& 33V % I A R A OF & MLE D R
WwWOWTHER L, BEERECER L EN T 5%
ZETFOBEERZMZ Iz,
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A= E

ADﬁLw LT L & b, RmERERR
FE (IHHRE) OFERIARE S TBY, €OF
Biid e st EN bl O RERHE LOBEERE L 2o T
W5, hAETIE, SIESENBEEEDHRTHIK
MEBEBEDHEFEDEL, B¥LoOd2EHEN
EBE I e RN EREL ST AEEDE L,
BEREEL ST 5 BINEREZ2ET L8851,
SHBITIETEL DD ERE SN,

AT, FIRERORFRICBT 2 BIE#RE

DEFIIDOVT, 2004F AR I N [BILEEFEN
4 ¥4 2004} (JSH2004) V% 8% & 2 CHRRE % fR3LY
5L, MEFFHIZBWCHFEOB L= -
Ty VFT vy (RA)RWHIEE, %5 THARBOM
MEBESHSILEFROERICBIT A EBIIOVTH
5.

SH2004'C DfpizEREARIRE AR D

B2 OWENS, BRI B D IRV RS
19964F IR EI TR H N TLE, Brain AttackEitE
YIRS N DI REERRITEALTWS, bt
EC % 20054E B2 1Xt—-PA (tissue plasminogen acti-
vator) 12 & & MARERESRBEIS & 25 2 &5 F
WEhTBY, JSH2004TH WAL BT 5 BTER

0287-3648/05/ ¥ 500/ X /JCLS

*EBAEAPREREFRSMARHRBRAERL R ENR

HICER LTV, 72, BUHMORBRERRIIOW T,
PROGRESS#ER & Z 0¥ T BT RO R RO E FZ0T
TRERRET R EhTws, DTFICFOBERRT.

1. BEfadE®)

T e S (B8 2 RPN I, WmEERD
FTIEERZRTZEHREND, FOIFLAENR] ~
2BTCRIERMOLVANNVECARTRT S0, FHHlE
L TREN 2 RERBEITb RV, ZoatioaE
WL LT, BAERIEICHED A P L ASEHENE
TLHET S 5 — RO bR & U <o SO mE F
AREDVREbLEEINTEY, TLARBEOBER
R LIC L Y REEROBRE RN L LENH S, F
7z, BAMGE EEREROBED DI, BREICL DR
MFERTEELRLTVWIE L ZOBHE ERTVS
727U, BB R YE (B85 3 ~ 6 RERTRLA) ¢TI,
M JE o 3ok R B UL & 86 VT B Bk T, WU EIITE T
160~180 mmHg % HEEICHEAIEDOS0%RE T T
MEZH2 ZEFZEE Ly, EndRDEEEOES
b, BEHE 1~ 2 BHES L TH U I E ¢220
mmHg, & 5 VWIZTPHEIRIE T130 mmHgPL Lok
A & &, BEZERTINENDH L. &5
12, REER (FAE 3 BRI DAY 12 t-PAIC & 5 iMmie i
PENER SN BEEIIE, itk % By 572
DI, &Y R IE o v o — 1 (180/105 mmHgk
W) WNEE ShTwab, F72, ACCESSHRERN DR
FEBE LC, Bk CREMoBERE &L L
mE2 Y ba—VIZET 5%  DIERRARDEE, £
ahTBHY, BUBEEPREFCBTALED Y
=B HiL, SHRKESEHRTE I EHFTH
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EEIMATILET 24— T0wh—[F 242 & K593V OER L ER

.JSH2000

2fEHA RE1~2BLIA
B AR
- HARHAME 140 mmHgll H i
- fE220/120 mmHgl L, 2wk
FHME130 mmHglE
fEEBZ
- HiEE mifED85~90%
- B AifED80%
18R RIE1H B LI
FEFEARE (Caftingt, ACERREZE &4 0)
- —REE 150~170/95 mmHgAi
« BIREIE  140~150/90 mmHgRiH

BimEREEORE (KM, 57-8%, 77r0—
LSRR 2 E8T 3

BaME | BEsEELA

i MR A T BB T13180/105 mmHgRIC

S SEAE1 ~2B LR
R RBET &R

D B

BRCREIED TEETH Y, BARE (BRI, 577
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fEERR

1B
[EAHE (CaltiiZE, ACERREZE, ARB, FIRZEL &)
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+ BiHm

HiIfE?85~90%
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SEAE1H AL

- KB
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1

N5

2, MEEASMEI(X )

oz e 2 BRI A ERIE, APzl Lid
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MEMOFEROERRFTHABMEEFVPICT Y B
T3 %00, BUHORMEFBEOREL, B
TEERMETH S, bPETOBRA N EMEORKE
T, REFRZBOME & BREELORFRIZE, HAU
L5EWAEETH Y, WMEEOHHE L IRBLED
Mk, RBmsicdAa s u]h—THES S
NHZEPFESREHINTWEY, LELEFED,
R EAAEOBRTBRBEOREICOWT I ODERER
Bi% ¥ & ¥ 72 INDANA Project CollaboratorsiZ & %
6,752B0 T A FEITONC L Y, BRERERCIIIERE
FOEREIC I LN G IR 28% D E K T AR ENT
Wi, FOBEKT, bPEOWMEBLIZHSML 2
PROGRESS? #5513, BHTA ¥ 787 pATKE W,
PROGRESSTld, —REFHHHEH T 5 MREH O3
WZDWTIE, XY ¥ F 7Y VEE(F OBLBUTFIRE
PRE SN TT S RBICH L28%OF B 5
YA DR R IR EN, T2, TREMBEEB
DWT b 26% DL E R FRFREINHI R RSEFE S N,
R EL R OO & v X o#eEt ¢, I A50.50, i
MWRAEFA0.76 L, BiE MBI TOBERIIHEERL Y
Bnd OO, REIC»PbOTHEITE LI EARE
i, T, BEPEREACBYSER - SEORMg

M ERES e T AZEICEI T 5 JSH2000 &£ JSH20040) Hoik
BEOTHEIIISH2000% b OEFEEEERT .

(M1 X B, —#8E)

HEREEEY, ADLEERENEREORBHELAE
K2 HNAZ EHTRENAY. S5, BInPEREE S
DI OOHEBRTH LT 7 FHE, LEMMERE,
7 a— AR ERIEEICOWT O RSN TED,
EDOBRBEOBEEMCOVTH ZhETh23%,
23%, 39%OHEFMFMENICH Y, 75 u— Al
B EIC DWW IR ENC D A BRI F SRS
ZENBOENEENTVEY, —F, bPETERE S L
7ZCTH T AY 714 T, EEEEMIEERHERO
FPUEEETERLREN R, ZORBICE=
Y —BROWEMIMEASMIN Lz A2 L b 2 &5
Bk ENTWVWADY,

PEOFERIY, =0 b)) —H0147/86 mmHgh 5,
RY Y FTYNREEFRETH L[ ¥ 533 FOl
M52 X Y, IE % 138/82 mmH g I H AN &
TEEHILIZED, FHERMARDEEFETL~5F
M T28% b D3 L4 5BRMHMENEONEZ LT
FIEL, BUEMoOMEPRECBTARECOEESEY
RLTWA, Lo T, 4 K54 7T, BEV
NV, FERMREEERLEYS, WERK2~3 D
A#n—RBEE L THEIS0/95 mmHgH & L, &
HEHER, REdhowMcrrb s, mE140/90
mmHgRBMRZ R E ENTHE, F/, Hines s
FHEETHSIEOBIRRKE WD, PREDHIZT
RO NTARIENETLwE LTV,
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(&, JSH2004 CREETCREBORGIESTH 5
YOVLEFLELTBY, CaliiiliTchir= Ny
Yy, VWFT7EL, brnid=tursyt) vz
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Angiotensin II Receptor Blockers (ARBs) as Neuroprotective

Anti-hypertensive Agents in Stroke Patients

Masayasu Matsumoto®

*Department of Clinical Neuroscience and Therapeutics, Hiroshima University Graduate School of

Biomedical Sciences

Although anti—hypertensive treatment is known to be effective for preventing first-ever stroke,
blood pressure lowering treatment is thought to cause recurrent ischemic stroke especially in
some chronic stroke patients with severe obstructive lesions, where decreased cerebrovascular
reserve capacity and disturbed autoregulation were demonstrated. However, through several
lines of evidences documented by recent clinical trials such as PROGRESS, ACCESS and MOSES,
anti—hypertensive treatment by using ACEIs or ARBs is documented to be quite safe and effec-
tive for preventing recurrent stroke. In this review, the synopsis of antihypertensive treatment
in the stroke patients in JSH2004 guideline was summarized and the impact of clinical trials using
ACEIs or ARBs was then discussed in relation to their neuroprotective characteristics including
effects of these agents on cerebral circulation. In conclusion, among several stroke prevention
strategies the utmost importance of anti-hypertensive treatment using ARBs for secondary as
well as for primary prevention of stroke was strongly suggested.

—42(2520)—

— 618 —



AT F 2 DIEET R S

TR, BRLES, HAS3E

YAMASHITA Hiroshi, KOHRIYAMA Tatsuo, MATSUMOTO Masayasu
IN=PNCap Nl T el S

HE < OXBRBRTBROBRN S, FF, YTV OREERAEHRIR O RS
TNTWVWS. T, COMRBBRCIMBEIVATO-IVEMERICLSDHOTRE
<, AFFUNETHMENFHEEECUE(ER, MeIHEHER, 75 —-0RElL
{ER., PINREEEREESEIMER (TL7 bOEY IJHR) [CRDBTEDTREN
TW3. Bilft, ZOXNZZALDHESMNCENTETCHED, AFFVICLDMEN
FHERRIC B D —BbRE|EEIEIER, T ey VESINGEHER, MEMLER,
To—URLER, IIWRERES JUBRSIHIER, NESRROEES KU
PHEOWEHERE ESFITTREORERSHREINTWVS.

Key Words
AFFV, WEE, REFEh, TorFA ROy oRR, JLATO-L

[FUHIC

AEFVE, TIVAFU - VEARBIKICE T AEH
E¥FE T 5 HMG-CoA #* 6 230 Y EBAD IS % fildl
$ % HMG-CoA ETUBRAIHET S Z &Itk b , s
LAFu—LEETXE3LL8IC, LDL-T VAT
UL EmEEIRME T 52 8#TH 5. SIBME
BEFORBETFO—2TH 54, DRI ZTOEE
HEEIIE, BRFIC ORFNEEEL LV EEZLS
T, 20k, MEPEEICENUL, SHlkE
BEBEIIS NG LRERTHREIREE TS % ) HEE
iz ZhabhTidnikro7% LiL, 22 104
S DIETF Y APER I TELER, Kxhz
BB IREICETAEARSA—ELDDH S, B

A dies, HARBHENARES RZhostizee),
BASRES, HARMEERES HRYNEY T~V g
VEZEO 5 ¥aB KUEAEE ORI - Bl
M- < $ETHMO 3 MERDAREESR (RFEBRE - #
BN ickoREIN: WP BEI4 PS4
2004] oWk, BEIRER LS SIEMESH IZIE
AAFVORERTL -F A (BI I L2BLEBDHS
N3) THHEINBZIZESTWS, FBTIE, 24+
DIFETHZIR L T ORFEIC OV TENT 5.

1 hifEERERRTFE L TOIVAT O

WBHOBIETIIE T VX7 u— UIRE N O Bk
WFTH3IEIWEXATWSEYD, MRFIT (Multiple

35 (387)

SFIMMER vol.4 no.4 2005

— 619 —



FEORMERRE & WIE

Risk factor Intervention Trial) 2%} 3 35 FHIORE T
B, MEZ VAT 0 — U EREE S RIEEIC X B30T
EREL B Z LR END | Honolulu Heart Program®
TEHERRDOBINERENE TS, 2, HEEE&D
WP oTIEETA 35— MROAXTF VI ATY,
MFaIV AT - ENEL &5 L REED ) 2 U HH
KTBIEPRENRTVS, DAEICEWTE, {& HDL
I MK HDL/LDL HAZ DWW T 7 7 o — A fUid i
REgE) ~O) 2 PEE AR O DEREFTH 5 Z LN T
tﬁ%éhfwéﬁ,E:vx%u—»mﬁuoufu
SHROBIHERE/F -4 A3h s,

ek, bAECRBEEOEREATE LDV T
v — DRSSO LB hTE L, Z0HEH
& UTH, bOETREENCEESEE ICERO 85 E
BEND P72 0, BIGIEY X EEORNT
70 — ARG VERAEEAD & < 5 & FIEENRE h o I
BEELERS, UL, REFOHKIL, ACORM
iz, BERMBEE & S ICEIBIEOERE /ML,

7ia—A@%ﬁ%ﬁ%ﬁ%beuébﬁ@@ﬁﬁ@’

BT, MEERRETE LTOBKIER, 5%+
FTEHEIILLLEZILNS. ?

2 | 2YFUCEDMBETEHNR

it T kb < ORISR £ 5 7
VY ADKEEL B, BIIRERO KT, Z KTl
BIBAZFVORAESELEhs LI, 245
Y DRFEHREIEMFPRATE N, 75 L REEHRL
TR 4 F v BEHORERRAEICHT 58 X7 0F
REETHSWE AT 07,

BT EbNIEBRREDOREERE L WRE L
RABBERRR TR, YU AR EFVERGE 4S
{Scandinavian Simvastatin Survival Study)®, 77,32 &
F 3 % A\ > 7= CARE (Cholesterol and Recurrent Events)®
¥ & U LIPID (Long—Term Intervention with Pravastatin
in Ischemic Disease)?®, 7 VWIS ZA & F v & A7z
MIRACL (Myocardial Ischemia Reduction with Aggressive
Cholesterol Lowering) VDWW FhicbwnTd, X845+
3, T3 REROERE L B LT, WA RRED
) 20 DFRLETERTHELNE O h, REdFR
RETFHICERTH B ZENREN TS,

36 (388)

—7, SEIREEROBEICES 3, MFEORER,
BERFS, BlEEL R ROEMET 27154
FLXH & U AHREEEAEAER L LT, HPS (Heart Pro-
tection Study)?, PROSPER (Pravastatin in Elderly Indi-
viduals at Risk of Vascular Disease)®, ALLHAT-LLT
(Antihypertensive and Lipid-Lowering Treatment to Pre-
vent Heart Attack Trial-Lipid Lowering Trial)??¥,
ASCOT-LLA (Anglo—Scandinavian Cardiac Outcomes Tri-
al-Lipid Lowering Arm)® #3 % Z bz, HPS Tl
VISA LR F RS TOERNE P RO EREET
B 25%C, RRMPERGAE T TIL 30% DI T & 3B 7o 48
AMEREP TRIETEZED 51T, RMEERE T
RHPRENTDS, SAEREERR L L7 ASCOT-
LLA TR7 PSR ZF 7 B 555 TRags o FE O
fERREE A% 27%1K F L 72, PROSPER THla@BilkEG &I &
53, BT L AR, BYEMh & OFEBOE R
BA—RIY FHA4 Y b ER, TI528 F VIREH
TEH—RTY FRA Y P EFEOFERZARIET L
2, BEBOFRRERETEHER T A d 5 7%, ALLHAT-
LLT CRE\MEES & O tho—2 L Lo B IRE RO
ERAETPEEREILV AT —}blﬁlﬁﬂ?ﬁ%"&é‘ﬁ? L

C RREARNREL, TINR LT VBRI AR

FEIEDMX B 2 9% L7z & DDFE T »r -
7z. PROSPER & ALLHAT-LLT CTI3MiaM KA &3S
BoNKPEEDD, XA F VT X5 RE P FRAEEL
BlEAERERTED, ThETITH I EbhZAD0
ABBEERARE RO RED X 27TV v X (HD)
T, 285 BREDORIEL 18%IKT ¥ 5 LW
EhTW37,

UL, W TH 2 hbhi=% < DRFBERRARR T
B, BRICE 2AEOBMKHARIZ bRABDZ 4 F
YHAWLNTEY, e BATRMMEEED
FANC L 2ENR D, ABEESHFETS0T, bt
Btk 3Ty ANRDOENA TS, BERTE I
b7z KLIS (Kyushu Lipid Intervention Study)? T3, %
T L OO L WEBIEEEF{R L LT
B HETCEAP B TINAZFICLD 22%D
A fERE DR T 2807, £7-, AL BET
¥ Z & bi 7z PATE (Pravastatin Anti—atherosclerosis
Trial in the Elderly)”” CRERIMEDEME 2 R L L
TTIN24F VERAR (5mg) L IE¥EME (10~20mg)

SFMMER vol.4 no.4 2005

— 620 -



AR F - ORBRETFHRIR R

56/2,221

48 1994 S UNXAFL 54AE

WOSCOoP 1995 TFINXKFL  49F 46/3,302
CARE 1996 TIMAEFL  50E 54/2,081
LIPID 1998 TINRREFL  6.0&E 169/4,512
HPS 2002 L LUINAKF  53F 444/10,269
PROSPER 2002 TINA&FL 328 135/2,891
ALLHAT-LLT 2002 735/NZA&F>  48F 209/5,170
ASCOT-ILA 2003 7 hAINXZF> 335 89/5,168

¥ 1,202/35,614

P 5T iaEOBERTHDE
(Cheung BM ef al, 2004 & b % 51R)

1 2
73/2,223 0.77 ——
51/3,293 0.90 —_—
78/2,078 0.69 i
204/4,502 0.83 —a—
585/10,267 0.76 -
131/2,913 1.04 —f—
231/5,185 0.91 i
121/5,137 0.73
1,474/35,598 0.82 <
REFPRYM T ERVER

FL L TESIER, SRAEOREDS 58T L2HR L LTEI b AIEEERRRIC BT 3 b FHHR
ERY. BRTRIZ, 3XRTOREBROAF TV 2OBRERT.

DOHRPVRET E Nz, MEA XV b EFROFERIEK
FAERIC ORTERERERF CHREILEL 58 D0,
EEORERBMBETHREZAD AL o/, L
HoT, bAETEEHIEEDOEEH B EEC
BB AL F Y ORERFBIETHHRICONTE, W&
FlRoEDE LT EFY Ak, & ICHFERLE
Bl o D22 F Y ORFETFHHRICOVTOIETFY
ABBRETHSH. BIE, B THZ &5V OIEIZERSE
T %8 2D v SPARCL (Stroke Prevention by
Aggressive Reduction in Cholesterol Level) %% Z &b
T35, bAETEDbhbih s L Tw 3545 E
AR (R REOEZRIZN T 2 BRI E G
HMG-CoA EILEERIRFE O PHiZh R B4 5 7%
(FEWIEE - BAEHR) J-STARS (Japan Statin Treat-
ment Against Recurrent Stroke) AT TH Y, B
3,000 Bl & BERICEERIE G A 5 Z Abh T3,

3 | RE¥FvOTLAA P OEY IR

FIREEERRER DY T/ N — TR ORBER, S, A4
F v OBRERREENRIFIRET VAT 0 - METERZ
UTHEATELOL I EWREh T3, EEIREERE
EREEAFR L L TB I b A% TV PAOFEANC
EBREBRTIE, STV AFu—EMET LTSN
ORIEICK L TR RIZED b Toan® | L
MHoT, RAEFVICKZWFHRIEMRZDRIE, Him
WAV AT - LEOEKTICE T EDTIER RS

(beyond lipid lowering) , A # ¥ W& 3 LA AFE
2D EEALGNS LS5, 20K bxhRiE
Tr4A baty 7shR (pleiotropic effect) & Xi¥hT
WA, Z28F 0T 44 buly s3RIciE, IER
PREREEE , BIRELOERIN, MRRILER, HiE
e E S EXEHPRBMEN T BP0,
aVAFU—-LAESGRER» 5ROV AT e -t
2%, BEELARBEHTHEI ANV, TP LRI
Yoy YE(FPP), 7 5 =A% 5 = ¥ua ) VB (GGPP)
BERBREIND (F@). A& F Vi, A50 VO
%569, FPP % GGPP DGR EAHIL, ZOZ EMNPLTF
R TLAA raty 23ROSFHEE BT S
ZENTEERTWS, bARETETINZEF Y (2
NaF ey Y UNZEFY (YEINA®), TNINRA
Fv (B—a=N®) FTEANZAEFY (Y} —L®),
PANZAF(Y3a®) a2 A2F V(2 VR -
A®) O CTEEDZ & F Y BBAFMEhTHY, it
PHBHREIEOD AL B,

€1. A9FVICKDMENRHEENE(ER
PRI A2 RY 9oy Fu—athhbb%<
DOHRFOHAEERIZED ST IFETRERTHET S,
2 & F ik, SIREAIE S 6 & 5N B S PN AR R
FLARFEHABGR L PEHICHEL, 2hidfis LDL-2
BIETI2E0aaces @ oh,
ZEZFvDTvAF by rRICKDIEDEELS
NTWDB, REF V2L B MBENEBRESEDROS T

L X5 u— LA

37 (389)

SFMER vol.4 no.4 2005

— 621 —



HEEOMMERE S XIE

AHR=ZLBEEHS MZEho05D, 2O—DlE2
F VX BNER—BILERARER (eNOS) ©
mRNA & REMER T 2. MENKERERE B
E% (NO) 2§ 3IMEHIRR L LY F2Y v EEDTE
AIC X2 M NEERO/NT V AR, MERRER AR
BUTHARELEZ 5h T3, SIS F

FRETI, YUNREFURANAZIF U EMAB L,

eNOS & RBMIICEE - T, NO OAENHMNT 3%, #
MU7z NO 3B E2MEE s Z itk bl

APRRE Y, TOFKRE LT MmE g5, -,

A8 F DRSS TR, BE & NO Ik D RE
B X OB MEORIATASEMT 5. 512, MEME
FLEYE ORI TR, T34 F Y ERERET
% & eNOS ORI L THEERSEENT 5 Z 250
HEXNTWE?, $7-, BIRIRICBV T A4 F Y
ORMBEMEXh, TINAZF VI DHEREED
THEUF I P B REESREL, 203
RIENO ERALEATHEEZXRTVED, 25
12, RIS CHRRAE BV TERTLTWARN
FARGFHIMASER G, US4 F VB LDl
HYBZ LGN, ZOERIS, WEIHREENYS
BRI BB A RIT X T, NO BRI &5 2 LAt
WEXNTWS., T INREF 25 eNOS 2 EMALT 5
EVSHED G550, SIS, X2 F Y1k mRNA B
BBHNC KD eNOS DHBREHIMI T 5L HELLNT

W5, eNOS BB AR X B BHEFEL LTI, R8FY

7t FI-CoA

HMG~-CoA

HMG-CoA X «—— X2 F >
BB

Ik % GGPP A B E B & U Rho WL L B&E L
Tw3 (B@). T4bb, B TE G HEED Ras/Rho
GTPase 7 7 3 I — Rho, Cdcd2, Rac (ZidBHEREIEA
12k GGPP 2’ h (Fy=rsrs=nik), F/~
Ras 214 FPP 23 Eh (77 2 vdh), zhzh
WL ¥ 3, Rho i3MIlEN Y &' MERICEBE A RE
ER/ZLTHD, Rho OFEMALIZL D eNOS HBEULET
T5, AF4F VLD GGPP DARIHEIhB L
Rho D5 =y = b EFE SR, BRELTIE
PIBABRIIC 5517 % Rho WS K & 11T eNOS OFB
BCoanbLELZ 6 Tn3%,

% /=, A # F ¥ & phosphatidyl inositol 3-kinase
(PI3kinase) # %% ¥ {k L, phosphatidyl inositol 4,5
bisphosphate (PIP2) #* & phosphatidyl inositol 3,4,5-
bisphosphate (PIP3) ~DZE#E{EH#ET 5, PIP3 2Lk -
“C. phosphoinositol-dependent kinase—1 (PDK-1) »\¥E#:
LNz & Akt PEML X4, eNOS REAHINT 53,
ZDREEEIZ L B eNOS DWEMALIE, Rho DF 5 =055
ZNALOWHEN T AREE D SBETH D, KRED
AZF K-> TEHEL B, A4 F ) PIBK/Akt B
ENLTHEL A MENKR TR Mg 2 & p
W|EXNTHD, 24F Y ONEHEREERNT IR
TWBES, Fie, TIUSAAFURYVISZAF VT
B HIBRIZ3 )T eNOS BRE AWM B 50IM
%C, pre—pro endothelin~1 (ET-1) BETFORRA I
WLTET-1 bARLEHRTEZERAPEGE AT

............................ - MEHE ]

ANOVER

TYRLFZAEDOY VB (IPP)

|

FrzaEny @ (GPP)

|

TrARIAEDY B (FPP)

|

45 ZIVGPP (GGPP) .......

AT

|

aLAFAa-—-iv

@ ILVAFO-NEREREXSFLOER
(Liao JK, 20024 X h&%35(H)

38 (390)

PI3 7 —+F - Akt!, eNOS !

> Rho - » eNOS, t-PAY, ET-1 1, #fasuse - 3 t
- Rag] - » NADHAFo&—+1, BEXFL R T
= Cdcd2 = FTIF> - HlaEiEt

» Ras - > HBIRRE - B8R !

DFIMER vol.4 no. 4 2005

— 622 —



2% R ERNEREICSHED T3 N REF
RS LA L 0, BIRELOIRIETS 3 BEEIk
IMT (intima-media thickness) A HBEIZWADTH I &
EIITHDY, 24 F VB EIEUWFENLT
EINREL 2T 280 EZ 60D,

&2. A5FOMmERINFERETS—0%RE
{LfER

Z8FVDOAFICHTEI VAL by 23RS,

0 NSRRI &, IRRERIEIERR T
5 FEAMERDBRIO W TW S, A4 FViHEEME
BEADIM/ MRS L R EME L, 20X H=X
LELT YRSV AOBEAER 0 X 894
2 VOBEEBINEERELZLNTOS, &z, 28 F
ViZMmEFEGMES & TR #IREIC B T plasmino-
gen activator inhibitor-1 (PAI-1) VXL A{ET &4, t-
PA LLEBEIE 5 2 & s kD MAEBEIZ R 5898
REEMTS. 24FvidvrnT - didkb
E, MR EIHl T2 TRt e Rk EhTnsg, &5
12, A4 F i, matrix metalloproteinase—2 (MMP-2)
DEEEIHIER & | tissue inhibitor of metalloproteinase—1
(TIMP-1) kU5 - ORMERLZELH LTS
7 — o REMEAZTTY. 24 F VZMUMIDO ADP
EEFIHT A I EBBEINTHBY, 7 M2 F
YaERY ZCHET 5 & hoRIEIREAZE R DO IEZE R 25k
ML HEINTWS, ZDEERTIE, eNOS ORR
AHMRIZ BT T 5 — 4 TilidEd O /MR VE
T (PF4) & p-buvksruryy (3-TG) HEPL
TH D, FEEOH/MLI/MREEIRIERORES 2
AEERTWS, E512eNOS /w7 ey A%k
ffio 728F T3 PF4 & B-TG DA EEEEhT, &
£ F v DMUMREESEMRIERIL eNOS 2/ LT3
EIHRBY,

Fi, 24 FATBRLERERL, LDL-2 VX7
U—LORMEMFIL, IENKEICHY 2 EHBREOE
ERT T — R EMITS, vy Fiiarasu—u
REMELHIZAVATO-LEETSERNEDO 7L
IR FvEHRSLEEZ A, LDL OB MERICE
B EBREROEENRS L, BIREET 7 -2 DR
RS T2 ENRESTN TS, £/, Rac-1 13,
MEBICBT 2 WERAEAEOL S LEERTH 5

287 L OREEETHER L HF

NADH # F & & — Y OFEMALIZES LTEY, 245y
&0 GGPP B EDSHMAEE N B & Rac-1 #9F
BERLA b L AR &R, ORRHITE R RGO IE
KEPHITEZ L dmER TS,

PEO X 27 v BE BT Ik
FIARTZ M6 2 & - TN 500

@3. XAYFOTNIEER

A8 FVEREEEAERT I ENWE ATV S
(H®). FERIGOIRETH S CRP XLEEE CRP (hs-
CRP) 13 DOFHERIMEEDORIEY A7 AL TWS
M, AZFVIECRP R hs-CRP # HEILKT &85,
ABF VT A MY A bEY RS CREL R
B 5FERINOS (INOS) DFEIRL, KIEMEY A b
4V TH5 TNF-a, IL-1 8 DA IHT S, Z0%h
Bk Ras D14 YV 7L = Al NF- ¢ B OiFHELINHI
XBLELOSNTWS, &7, A4 FVIZICAM-1 & &
DEEFTOREREETXES. X628 F VITIE
RISIZB W TEE & leukocyte function antigen—1 (LFA-
1) AL, LFA-1 & ICAM-1 L DEAEIIHIL, %

ERIGEET 29, F5RRZF R v 282F

A, OISO EBE OIS+ BRI T &4,
AHRFEEBDHZEBREINY, 225V ORERG
ERAREHINTVS, unZREFryBIsus) 7
TAra¥4 MZkD TNF-a OEEE L INOS F5#E 4 1
HTBZERM, 7 RUISZAEFY, unzgsy, 7
FIAZF VB INF-y itk > TEEHE SIS MHC 2 7
ZNATORBEHC L L 312, MHAC 75 A N48TF%
BEH@ETIMHC 25 AN 5 VAT I FN—F —
(CI'TA) OFEBE I L , SIEME Thl Mfa~OHURIETR
AT A PR EN TGS 25 L={fER» 6,
AE4FVEMHC 77 A L2 ERNET3H LA A TD
RIBIIRIRN 2 2 A REM ARG S B, £, RlitEa
IR T H 5 S RYEELEOEF LB E AV HET
i, 7N ZAEF VI Th2 ZY A b A4V TH5 IL-
4, IL-5, IL-10 B KT TGF-p ##&F# L, K Thl
RYA M4 TH B L2, IL-12, IFN-y B X
TNF-a OFFELIH L=, 7 b Ass2 4 F Vi Tho
#Wlao> Th2 Mig~OHtEEET 5L & i, MHC 2
FZMNHFEZTORREHE, 510, URiERiiiad
VNI THlla%E 7 P N2 & 77 CUBT 5 L PUESR:

39 (391)

AFEAMERHR vol.4 no.4 2005

— 623 —



i@ MNMERE & NE

i {EF
IEHRIER
RAETER

|

A rHL2] L
IL-1 3
TNF-o
IL-6

FXbOYA b
H@

“NO+0,”~ ONOO™

|

DNA/RNASEE
=izl L]
ERERME

BEEEEEICH T X4F - OER

(Vaughan CJ et al, 1999* % sz E(H)

R T Ml @d i asimi x e, 2 % X o R
FERERTZENREZIN TS, ZOLDICXaF Y
EHAEERE & I REHEEREE TR EE A6 h
5,

HHOHIC

FUAT L OEy 2R 6 SISk B IR, A4
F Y DEHEETFHIRNOHEIEEVD>OH5., £/,
Z 8 F v BERMFLRER 7 LY A4 < —FIC S ARIE
HTE30TIREW) TS IER S h T390,
B, bhbhid 22 7 v OREhBERTHHRICET
2 KIAEREIREAER J-STARS # MHEHEEL Tk b, 8T
132010 £ FELTWA, J-STARS D—XRx ¥ FH A4
Y MNIMERDOERTHSM, TRV EEL Vb EL
TR D S A AR DYE IR D\ TRV 5
FETHSD, X5Hi2, J-STARS TIIHMHI I & UHEHTEY
BTN —-TBHC LD XS ERPEANE 28 F
DHRVFMENDTETHY, AL FYOMIZHBITS
it BtEAMNSHBE LI B T & IR L,

e #e

1) Boysen G et al : Stroke incidence and risk factors for stroke

40 (392) P —

in Copenhagen, Denmark. Stroke 19 © 1345-1353, 1988

2) Iso H et al X Serum cholesterol levels and six—year mortality
from stroke in 350,997 men screened for the multiple risk
factor intervention trial. N Engl J Med 320 . 904~910, 1989

3) Prospective Studies Collaboration - Cholesterol, diastolic
blood pressure, and étroke ; 13,000 strokes in 450,000 peo-
ple in 45 prospective cohorts. Lancet 346 © 16471653, 1995

4) Murai A et al © Lipoprotein abnormalities in the pathogene-
sis of cerebral infarction and transient ischemic attack.
Stroke 12 . 167-172, 1981

5) Adams RJ e al : Plasma lipoprotein in cortical versus lacu-
nar infarction. Stroke 20 . 448—452, 1989

6) Giroud M et al . Plasma lipoprotein in cortical versus lacu-

nar infarction with cardiac arrhythmia, and in transient

ischemic attack. A case—control study. Neurol Res 14 . 315—

320, 1992

BBIER . OFAORNERE. BAARERE 85

1407-1418, 1996 ‘

Tanne D et al : High—density lipoprotein cholesterol and

7)

8)
risk of ischemic stroke mortality. A 21-year follow—up of
8586 men from the Isreali Ischemic Heart Disease Study.
Stroke 28 © 8387, 1997

9) Simons LA et al : Risk factors for ischemic stroke | Dubbo
Study of the elderly. Stroke 29 © 1341-1346, 1998

10) Crouse JR Il er al : Reductase inhibitor monotherapy and
stroke prevention. Arch Intern Med 157 © 1305-1310, 1997

11) Blauw GJ et al . Stroke, statins, and cholesterol. A meta— -

vol.4 no.4 2005

624 —



i2

~

13)

analysis of randomized, placebo—controlled, double—blind
trials with HMG-CoA reductase inhibitors. Stroke 28 © 946—
950, 1997

Hebert PR ef al . Cholesterol lowering with statin drugs,
risk of stroke, and total mortality. An overview of random-
ized trials. JAMA 278 . 313-321, 1997

Bucher HC er al : Effect of HMGcoA reductase inhibitors

on stroke. A meta—analysis of randomized, controlled trials.

" Ann Intern Med 128 : 89-95, 1998

14)

15)

16)

17)

18)

19)

20)

21)

22)

e

23

24)

25)

Di Mascio R et al * Cholesterol reduction and stroke occur-
rence . an overview of randomized clinical trials. Cerebro-
vasc Dis 10 . 85-92, 2000

Byington RP et al * Reduction of stroke events with pravas-
tatin : the Prospective Pravastatin Pooling (PPP) Project. Cir-
culation 103 * 387-392, 2001

Corvol JC et al : Differential effects of lipid—lowering thera-
pies on stroke prevention . a meta—analysis of randomized
trials. Arch Intern Med 163 © 669-676, 2003

Cheung BM et al . Meta—analysis of large randomized con-
trolled trials to evaluate the impact of statins on cardiovascu-
lar outcomes. Br J Clin Pharmacol 57 . 640—-651, 2004
Randomised trial of cholesterol lowering in 4444 patients
with coronary heart disease - the Scandinavian Simvastatin
Survival Study (4S). Lancer 344 © 1383-1389, 1994

Plehn JF ef al - Reduction of stroke incidence after myocar-
dial infarction with pravastatin . the Cholesterol and Recur-
rent Events (CARE) study. The Care Investigators. Circula-
tion 99 © 216-223, 1999

White HD ez al © Pravastatin therapy and the risk of stroke.
N Engl J Med 343  317-326, 2000

Schwartz GG et al . Effects of atorvastatin on early recur-
rent ischemic events in acute coronary syndromes : the
MIRACL study © a randomized controlled trial. JAMA 285 :
1711-1718, 2001

Heart Protection Study Collaborative Group . MRC/BHF
Heart Protection Study of cholesterol lowering with simvasta-
tin in 20,536 high-risk individuals - a randomised placebo—
controlled trial. Lancer 360 : 7-22, 2002

Shepherd J et al © Pravastatin in elderly individuals at risk of
vascular disease (PROSPER)  a randomised controlled trial,
Lancet 360 © 1623-1630, 2002

The ALLHAT officers and coordinators for the ALLHAT
collaborative research group. Major outcomes in moderately
hypercholesterolemic, hypertensive patients randomized to
pravastatin vs usual care. The Antihypertensive and Lipid—
Lowering Treatment to Prevent Heart Attack Trial (ALL-
HAT-LLT). JAMA 288 : 2998-3007, 2002

Sever PS et al - ASCOT investigators. Prevention of coro-

nary and stroke events with atorvastatin in hypertensive

26)

27)

28)

29)

30)

31)

32

~

33)

34)

35)

36)

37)

38)

A2 F - ORFEFRETHE & B

patients who have average or lower—than—average choles-
terol concentrations, in the Anglo~Scandinavian Cardiac
Outcomes Trial—Lipid Lowering Arm (ASCOT-LLA) : a
multicentre randomised controlled trial. Lancet 361 . 1149—
1158, 2003

The Kyushu Lipid Intervention Study Group : Pravastatin
use and risk of coropnary events and cerebral infarction in
Japanese men with moderate hypercholesterolemia . The
Kyushu Lipid Intervention Study. J Atheroscler Thromb 7 .
110-121, 2000

Ito H ez al © A comparison of low versus standard dose pra-
vastatin therapy for the prevention of cardiovascular events
in the elderly : The Pravastatin Anti—atherosclerosis Trial in
the Elderly (PATE). J Atheroscler Thromb 8 © 33-44, 2001
Hebert PR ef al . An overview of trials of cholesterol lower-
ing and risk of stroke. Arch Intern Med 155 : 50-55, 1995
IT$RsIER D 22 F v LR, S TRIMER 3 : 415-
425, 2004

T HsED
2004

Laufs U er al * Upregulation of endothelial nitric oxide syn-
thetase by HMG CoA reductase inhibitors. Circulation 97 ©
1129-1135, 1998

Kaesemeyer WH et al . Pravastatin sodium activates endo-

BEzaFry, BRETER 9 223228,

thelial nitric oxide synthetase independent of its cholesterol—
lowering actions. J Am Coll Cardiol 33 : 234-241, 1999
Sterzer P et al : Pravastatin improves cerebral vasomotor
reactivity in patients with subcortical small vessel disease.
Stroke 32 2817-2820, 2001

Laufs U et al . Post—transcriptional regulation of endothelial
nitric oxide synthase mRNA stability by Rho GTPase. J Biol
Chem 273 © 24266-24271, 1998

Kureishi Y ef al © The HMG—CoA reductase inhibitor sim-
vastatin activates the protein kinase Akt and promotes angio-
genesis in normocholesterolemic animals. Nat Med 6 :
1004-1010, 2000

Hernandez—Perera O et al © Effects of the 3—hydroxy—3-
methylglutaryl-CoA reductase inhibitors, atorvastatin and
simvastatin, on the expression of endothelin—1 and endothe-
lial nitric oxide synthase in vascular endothelial cells. J Clin
Invest 101 © 2711-2719, 1998

van Wissen S et al : Long—term safety and efficiency of
high—dose atorvastatin treatment in patients with familial
hypercholesterolemia. Am J Cardiol 95 © 264-266, 2005
Crisby M et al . Pravastatin treatment increases collagen
content and decreases lipid content, inflammation, metallo-
proteinases, and cell death in human carotid plaques : impli-
cations for plaque stabilization. Circulation 103 > 926-933,
2001.

41 (393)

SFIHIER vol. 4 no.4 2005

— 625 —



