(1999 4 8 H ARti)

L, RIE CTRTH : %4 L,

ABEEEE © ABR & D ZEARO b & CHESRE
Wk BBELMFEICT LY vu—LoikEs%
Tole, MIEZABRD 12mL 22 53B5R (98 3
H) i3 3ml £CHdh, FTIROBENZLUN
BALFGE L T 7eds, #ih i MMT 5— £ T,
HEEEICIEE T ZERCBRER S,

= =

B 312 1998 £ 5 A 7 HICHIAT I e AEEH OB
W CT xR, HAMEEZLICERE 15 mm O/ME
BEEPRD L, ZOREZBETE, REGIIER
[HED/IMEZE (7 7 F1HZE) Bl dulicE U i
meiEzZ o3,

77 FEEIIEGTRVBIFCH LD, HE
R EB O PSR 2 W HEINICHERR 3 21
WA, FAEBFE B L CikERsS e, LL,
ZBR HEOMERHRE (small vessel disease) %%
ORE LT BN SENTH S, FEEAKE
DMERRZE & L T microatheroma ($8/HElE) &
JiENE 7T — LB LR L2 EFRLETEHD
&, lipohyalinosis & & i 2 miEEZELE Tk L
THLOD2O00H 5,

microatheroma (& FEFEINRD> & ik L 7 EHE D L7
SEEGREMERICE U 77 o — AL E & T,
23T & H ERDS 400~900 pum DKV SRR A
T DI i, BZEHIL 10~20 mm FRELOD HHL
WREOHEERL 25, EEEO T 7 HHEEDHKE
B L L Tidb o L HBHENEEINTWRS, 7

100 (336)

X 1 FEE MRI K 2 SEEBCT AR X3 EECTAHR
(1999 4 8 5 ABEr)

(1998 £ 5 H 7 H)

7 a— Ao METERSAZEOEERERETH 2%
PICB U CIRERDIS 0D, 7 7 FEEARIICm
IR DIEEALDS A B Tz & L TR DR S % R $
HELHBY,

lipohyalinosis & TE#E 200 m LT D£8R A 12
A6 N5 MERRET, BIIROMNIE L PR BEREEDS
SERITIER LIRS I B X, — SR ISR
EHWE (hyalinoid substance) DILE Z D 3,
lipohyalinosis D RFiZ &ML & > TEU 2 NEM
JapEE T 2 BIRERTH 5 L Ih, ZHERCR
OISR Lo T s tick-
T5mm UTONED 7 7 FHEERET 2, KN
AEEIE &S D b, £ IRERETH
LEINTVDE, F72 2 OWFETRI/MEIFEEL
INTHRVEWIRENS L,

T, SHERDREDORR L 45 77 v — LAE(L
M2 1213 B3R microatheroma DAt iz ZEE A 1L

WS 2 ERERO T 7 — 7 3H 5 D

Caplan? 1z & W 2B S N T & 7z, HE CI3EERE
MRI ic & b @A OEICMZET 5 75 — 27 23
el TEBZ6N5 L9124 D, microatheroma
k37 7L DRANFHIMHEZBOTY
%, ZHUIFHERD 7 7 v — AE{LHIRE S 5E
BEEDFRR E 2> TW B RTT 7 %L IR
5H, BRERNICE 2 EECXAT 5 2 L idREET
H 3, DJFEAEEIT branch atheromatous disease (BAD)
ELTIT 7 THELXANENT WS, BAD Tli & &
B OB DSRIRFICRIATS CHZET 5 2 L 23H
D, WEIE 10~30 mm & KRBT 7 71— A MAEHER
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& 1 HENTS T FERE

FRERARE FHEERE ERRRC ST AE1R
Pure motor hemiplegia ~ JHUORBEM L SHERE  hARBR, S OX BEEEECHFOHFHET
Pure sensory stroke SHUD IR RIZPERIL BARWMERD 5O HE, L TREECRAOR
B G RERE

SHUDEBIERD, NTRM,

IR

SHAUDEESS, WS, HHE

Ataxic hemiparesis

Dysarthria—clumsy
hand syndrome

HEAONBEE, MR,
FRTRARMAI

Sensorimotor stroke

REEIRR S 5 DA% —ALE T DEE O &R

R v sE B SR 5F

BRI > 5 DA% WEBEE—ADFOME
iE, BREAPIERAEE, SR,
T REE

RAREIAR A 5 DA% BRE, ETIROEENERE CH

BABERD 5D BEE

g L AkOWRETH D, MEDHENEZoNT
W5,

Zofl, 77 FREQFERE E L CHBIIRD 5 D
ANET (artery to artery embolism) 20JERPEZERIC
Ko TR HEIN A REbL I Tw 2
B, WTNLHEEIEVWEEZ SN TS, 77T
ﬁ%@m%ﬁﬁ&mbhrm%”

¢, AEEFHCFED & Nz BRIBE/NEZER O
WL TIRAHTD B0, ZOBEBHOYA X510
microatheroma = & % 7 7 FHEZE DI, 15 4B
ki btz ZEMERE DBHERE & miEika L 27—
W, BRI E YO LDL 2L AFu— L ERR E
20 BREIRO 7 70— AR EICHED S
BAD, ¥ %3l & KBIREH % & > NEEIIRR
w5880, 7ru— AR ED L
artery to artery ZER2IC X AHEF O BRI TE R,

TERFIIC AT, T 7 FHH%E if#ﬁﬁfiﬁ"?ﬂf% %
T EWE L, FHEYHICEMOEREMZRZ T
TR, L#L%lk??ﬁﬁﬁﬁ%w
DERFICHNL T, T2 HELRE> CENZE T
o, BEEEZTCORELND S, FEGIE T 7
FHESE & LT3R 1 O Sensorimotor stroke 12 %4
T2EEIOLND, BERICEKRERPS S 7 5%
BEED Z LIEZ G EREER Z L TCi>ARVDS, [ARE
DREFEMZEHRBEE O /NI, Lo BAD ik & %
bOPERUMBFICIZbDTHRINDIBZI LI
HEIBRETH L, LEVoTT 7 T HERE-T-
AT, CTO MRLIIZ & 3 HILORESE, MRA %
IDCT 7V PAT T 74k bEREROBE
LR DR, DERIC X 2 TEIROMER, LHx
a— (L RBAELa—) IZ X3 LERNEDRE
A, EEEBEE R I X 2 EEIRNEOMRE 21T v,
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RN, BAD IMZEte % 81§ 5 BENDH B,
FPAEYvOkEE

— R BB SR L 4 B HLI MR R I BV TR
TAEY v3h 5 &b ERNRERTH 2, HIE

X, PERS (80~250mg/H) 3 —RIITH D,
BRI RA OB S 81~100mg/HDHFEHT &
AETH S,

AFEF I, SBEHSP S 7 AEY v 500mg DS
ZEIAE N, 20 143 » BRICIHILZ FE L 72
ik BD, U THENTETAEY YOH
FEFPRICEL TRWEARERSHTL R, L
o LHEZER DS 10~20mm DY 4 A THNIEZ DR
& L C microatheroma 238t b, 77 B —AfFH L
MERZ AL ) /MR OTEEL Z2 % Z I AN TRIET
LREND D, I ORENT T 1 — b
iz & 2 FHEIRFEICRK T % 0 (BAD) TH
ZHEEDEBICEIEETE 2L I LS, P
D7 TR —LMEENEECEC 7 A Y VT
7avY vz Bz X AHIIMURE AL Z i
%5,

TAEY VOEHEHBILOWTRWEFERND
%73, Antithrombotic Trialists’ Collaboration (ATT)
DIFNFERDPSIE, PACY yOMEA <> MIIE
EWIE ] A — TEENED SN, 75~150 mg HS
B0 & BILEFREN LT, 75 mg KO
ECRARLRYRBIED L NBVE W) BRIRE
NTwsY, ¥7-, 150mg M EOEARIC X 28E
FELTRMBLBERE - LB S LI Eid &k <m
ST 508, I SIS B & I iEhnd 2
FIRVERVDS, BawDHB EZATHB, TAEY
YEGACHE) BHIME A < (02 £ < F /1000

101 (337)
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A - 4E), ZORERIZ—K - ZRFHCr2rb 6T
ARTH2EWIHELH LY—FH, 7ACY /&
Bz X 0 AL O U A 71X 0.74 5 & 4.34 18N
T2EVWIHIREL H B9, X 51T, microatheroma 77
& O microangiopathy 37 A YV Y E5H O MAH
MizB5 L Tws LT 38ERH 27, Inbnx
EFy Ao BHED T A YY) vl s
ORI E 5] &2 2 3R IRB S N, AES]
T 77 1 — AR E TH % microatheroma D
oo icd h, FBECIEARO7AY
VUBE L T ARERRETERVWEEZLDS

102 (338)

iz,

SRR
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A I DESIR

]
QULLIRY
il
i

=
=

24 EREER

T Uk

OO

DOHIRRTHD.

BRICECRREOEKSE,

EHELSEETHD.

b BRI & (IR BB O MRS BE R A RS U TE DN RN EE
DIEEERL, BESERE L S8l L B D& X hO—2 245 — L U,
BEEBEREOEDELELTHERL TG, BENTEENERT —ILEDH

b RUEHOEREETME, B2OFBECHONDIHEZNFEEROBHFEDEL D,

OEDIIEE, BT - BREOIUERLEZRARD, RERS
BIDSDETITLBRERAUNRICHNT S1cHICBEETHD.

P t-PA L EORIMEBEEC S HMMREEDIIER, BEREDY IV I2NWERR
AU, RRICK> TFMOBBEADEPHIERIRZR D 12D Ny RYA RTOEAE

AR DB MG EO B ICOMBETY £ 5
% < t-PA (tissue plasminogen activator)23E8
Al &N, EEORBEFZEOHL T2 DE K
By % L AR RIER SRS DS h T &,

FRIZ t-PAWC X BWRERITOCHiD, T
MBI 5D, BIRBEOEIRTHS, Jhi
BIL T, ¥ TCWt-PARLELFERAINTWI-E
HE»S 3 FXERMENVDH Y, BEEROD
FHET t-PA I X HMEEHHEI & > Tl &k
ZENDLBEDTHISEARELRE D BRIz & &
DLIERANELTED SN TR, BT
b, BEOEE, FERMOHE, BEFhH, AU
DT E T RN, HEEOHELR EWEER
HFThs. AR, FENHE, Tk UEGZ
BB L CI I s 2 28, AT T t-PA B
DA DB & B B CEREEHES EE
THHHEA L HEFES & URESC D W CFEER
75,

MEEARERERS & (T A ?

Ji 28 o B E B 1 — % 9 12 integrated  func-
tional deficit, 3721 b BEH OMHBEEABIERER
PHEL TEONIEENEEOREE 2 RT.

MZE R A BWw T IE, B, %Ki,
., FH, MEZEDEBREHAELZDOTH
D, EEIcBL T, MEREFECL > TEE
a5 ADL(activity of daily living) % QOL
(quality of life) 7z EWEFEE & L THEEIND,
AUHOEFEE X, HL2OBHCHLN LR
FRREEROBEAELE» S, BICEDRED
BAX, HECEE, HE - BROWRE L%
ZEAIYD, RIERLEID S 333X REER
WAL THREIC LT 2 - D WIERCEETH
5. LaL, ZERMEEROLE CCEHLER
ZEHAT 52 BNAFEZER S L /- 'R OR
RBRETH S, HREFRIBEERE © + Z/0—
FOHEBEEDOBWIBEIZEA 2O TEEL AL
L7cbDE—RIZA ba—27 27—V e, %
FHEEEOSOILELTHALTWSD, K
FEREDFFAME» S BAM T NE L { FHENCEE
B X7 —=NVEZIEBECDLZOBRRTH
%34,

THRE T8 EFERAEMENE & 020-8505 BTN 19-1
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t-PA RHEDIZEAREZRRIC
EERTHIANEE THDIEH

t-PA FICTRHOND
ANO—D 2T —)VD5HE ERRER

1. BBEORKREZBHENICE=ZS—L THEW
REMEICHEL, WIROZELITEPHIC
P OREREICHIGT DRELSD
t-PA O &7 & T IAEREESE, MENHRER S
EhEMEAOBREN SRR L, BEst, Rt
BZESOIEZE L 72 5 A CEOME TR L
T ENB LIy, HYULBEOFERSBE
DFHRICEGSETULERRELFEREZ2 D L5
BoTE, 7x0—7 v 7ORESEHE R H
B LTCT R MRIKREEZITS & bBHETE
HBD, FTODOTFRPIPLERALHO BE
EHEBECBRBEIELILIDBRY P A FTO
FRR DB & B BRI PRI s SR R Sl 23 B B
THDIEPHFHRSINODDH B,
2. HMEEEOIER, BEHEREOY M=V
ZRAT DB
IAFEZE I 3 t-PA IS X 2B EICBWLWTIIHE
B I {5 MR E QBRI E v, 20
2L B BMUNERIRED Y 4 2 vk
RN BERETH 5., DEHPHORBIITLE THH
DOHEERZ T T BEHERELHEE 3T
Vv, Ry FYA R TOEEEFINC & > THIRER
HERRED Y A 2 7B 5 2 LDA[REIC I 5,
3. BEWROEHRIFHHONEMSE
AR ZE 1 3 3 evidence IR E L7214
FERITD & QLB S, (6o b b kK
OF PP hMAERE L SR END
i1z I IR D SR RE OBFE T 2 L 28
S TFHEE N, £SO evidence IZE Tz
Ml - RIS EELFHELE 2V ODH B, O
T, BBUTHAAN S BE OB 23R
HUELEIERIC L o THHRIC T 2 08B H D, &
B F R DERM L IEFSIRE BERIC L -
TR - Tl 3 2 BN DH B,

DX D HEFEEOKRRE, THRTH,
BRMRHED D 2T, BHEOERER, KR
HIER, MBI, ADL & Ko B8N 2
X XbOTEETHD I EIWCERITR W, FiR
DY, KT EEORBERTME, FoEs
WESEETHMD 7z DIC A b T —27 A7 —hid o
H&h, BLd EBM (evidence based medicine)
DOMEE LD ZOFEVPRBCEHE> T3,
Scandinavian Stroke Scale®, Canadian Stroke
Scale® NIH Stroke Scale” ¥, Zh T T
HDA N U—7 Ry —VHBEFS T & 7228,
EEME, FEREOS»SRT, BEIOBEF IS
Z 65 & REERE Ay —VIZIE LA CEE
LZVEWV-STHBEETEEWY, Lrl, 0
P CHEAMEFESA b u—2 Ay —VEAS
2 & D YERE & iz Japan Stroke Scale(JSS)® i
HOERNEEEFAL B L UTER I iz X
7 —)TdHY NIH Stroke Scale 72 £ & D g
BWTHZOFERBENEREINDDH S,

& 517, t-PARRIZ B 2 HEZEZEIC B W
TREFEEORERNFMIEETHY, A bo—
JAT—WVICRENDLEFELLTTRDOHD
BEFEND,

1. BRNTHD L, BENTHDIE, £
UCCTERDHFELFTIAXT 1 IV TERE
CITZTHRBEADESDEH P EVNTE

AHA guideline T%H b2ETOD protocol TH
t-PA X FERR 3 MM OFEANHER S L Tw
% (the faster, the better) #8, BEREEIHHD > o
DOMREFEHIRRE I FAL S & L 0SB I3 LR
W b ETIE t-PA FHH O NIHSS
LABEEF 2y 721557 7Y 2 ki
LT3, EBRWX NIHSS FHific 229 2 I
PR RbDOT, MEFEEA o —7 X7
—NVEEBRWXLZNNA 2y PRI T 4 Tl
NIHSS i & % FE{lEER Xy 106 o2 B3 &
EMRENTVSE, ZnNREFLT, JSSick 3
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Somk. |

REOEH

NIHSS 10.5£3.6* ;;:0.49 EFERE
(11.4+4.2)

Jss 3.6+2.5* x=0.78 HHIRE
(3.3£3.1)

*35 AOMZERZEEICL 2, ( YR 3B AOFEM

1z X BEE,

**35 ADBHRIE L B/ X 5 EEE

1. reliability ({EHEM)
inter-rater reliability
intra-rater reliability
2. validity (Z4%)
3. responsiveness, sensitiveness (SGHE, RESFE)
4. quantitativeness (E&)
proportional scale (ELflREE)
weights (B &A1)

1D R MR EEAE

MG 1L 3.6 43 CTH D JSS OBAER TR I h
T3, X HIET - B & 2 BEEEHEIC
BT JSS i3 NIHSS i g U ¢ —HE N EH
w(ER 1.

2. BAZNEENNTDEEREDREAETET

hdIE

FMIZMED ICELNA PO — 2 AT — VD
DEEHERDOD—D2E LT, BEZWE R IIRG
M (sensitivity or responsiveness) SEZE T H 2
D3, ZHRIREOREFICE D S AR
EROEEA T —VBSRAIL 2 205 0 %E
Ry 2, X 1IERERFEE 100 Flic D v TR
JSSIX2EEER 27 OBRNE{LZBHEL

7 5 O— L piiEsE

JeAERTH 5, HILB & CLEENERESEC
BOTRFEEREOAIT7Hb- EbEL, ZO%
LZZWIZETFTLTWw3, Zhiexl 7 5a—alfl
BHUMEZOBRE TR A AT DY — 7 BREE
I~ HWEZHY, TORIETLTWS, Zhid,
f I 35 & OINZERR I FSER 0 & ERECTdH Y filn
BEFBEBHBLUNCELT 2 w3, bhbh
DEEOBERZELTCHLDOHRFOL DML
HLTWws, Zhixl NIHSS wftFah 28
FEDA T =T AT —=VIZBWTIRIDLI %A
MO R 2R Z 2 2 L BEH TR
v, Bz, EROZELIZIS U CIaEOBICE L
ZTERLEE EANSt-PABEIZBEW TR
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NIHSS QRS (RIS I MR %,
3. PRFAZEENCTZDIE

for ischemic stroke ; present status. Stroke 34 :
575-583, 2003

2 ) Mitsias PD, et al : Multiparametric iterative self-
fza R D BRI T % FERERF O BERE 2> & HEHI S organizing MR imaging data analysis technique
2T LIRSS D 50, KES VA for assessment of tissue viability in acute cere-
. _ - bral ischemia. AJNR 25 ! 1499-1508, 2005
BEOFETHIZITS C L WIXERITRY, £O 3) R AR ARIEOBE  BEOTER &
Tz 1T b FERF O BEIE R & F BN D ERMIZFY M O BiE R W L TR —Stroke  scale.
et . et Medicina 32 : 2248-2252, 1995
fliL, ABEH#ZE R ABRERL £ OEREE L P
BN T 22 L REETHY, TOHIHEE Stroke scale. Clinical Neuroscience 17 : 533-541,
P =R IR 1999
B ISR REDRD %ﬂé' - . . 5) Scandinavian Stroke Study Group : Multicenter
JSSik® EE LRI C U, RERITANER L trial of hemodilution in ischemic stroke ; Back-
T 2HOEDINES L2 e 5 0niEH R ground and study protocol. Stroke 16 . 885-890,
N N e 1985
% ERE LTRSS NTRW 525, HERER 6) Cote R, et al:The Canadian Neurological
M & T, BEMR, a2 RAT 4 A IVOHEL BEFEI Scale ; A preliminary study in acute stroke.
POBR I X BFIEEE LE, 1ED EE Stroke 17 : 781737, 1986
. N s 7) Brott T, et al : Measurements of acute cerebral
D t-PA BB DI R G BEEREHEETD infarction ; A clinical examination scale. Stroke
A, 20 © 864-870, 1989
8) FIER [ B REEILFE O FHil—stroke scale.
Annual Review 4 1995, pp 124-133, 4 ESF
OB DVIC t-PARHERTEYICHIES NIE #k, 1995
HThD, bhvbhix®OH A & RER > Z8 9) Gotoh F, Teray.ama Y, Amar‘xc.) T : Development
. R . S BB, FDEHBKD of a novel, weighted, quantifiable stroke scale
HIC - OIREIC T 538 . R Japan Stroke Scale. Stroke 32 : 1800-1807, 2001
B UV RS AR E ORFIC D2 35 D 10) Fili#E*% T HAREE R A 7 — v (Japan  Stroke
N g \ a0 . Scale) D B9 &L B2, AHERER KEHR T —
YEZ DL, FEY - ERENEEEZHIZEOLD 2S5 2005, LEE, 2005
WHEETHY, SEIORXFOEEESEE - 11) Spranger M, et al: Acute ischaemic stroke ;
T dbDEEbNh S, Revascularizing therapy.Stroke Council of the
American Heart Association. J Neurol S245
567-572, 1998
12) FFILsEkR I MIMEREZ V= ANV TT 7 7 4 A B
: i - S . ZEHREFEE Ay — Vv (@), HEHSE 126 1 39-
1) Schellinger PD, Fiebach JB, Hacke W : Imaging- 42, 2001
based decision making in thrombolytic therapy
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A o B R E R DB

A b A EMGEPFERE « BT

<§ I 9 R

1) BURTE, APV RAOREZUECER UEELL GRT % 2 & IHEET
DB, AFVALMEPFEEOBKRZMT S 2Lk, APV RAILoT
b6 3NL 3 EIEROMERDE(ERT 5 LTk b,

2) LEMZ TV ARBMIMERICEIZIHECEL TR S £ I hkE»DH 5
B, CNHWURETRFERE D fERRIAF & e B AREMESS B B

3) Lo C, (IR b v ADEERBIMZEHFEED TRz b 2D 5 543,

DT LBBRE R LTI,

[EL I

AbPLREE

fze s BRI & o TG TRSSE D fERIR T &
LGmlond [AMVR] twzid, MBI
££9 oxidative stress TH 59, Lo L, o
TR ITAMVR] bz (DA VAl T
HY, TNEBESHIIELD FRE 27—
AEPFHEOEMEFE LTHZEIhTnwE, 22
THEEZ 5N T 52 HEIL, ZO0EMA by
A MR REOBBRERT 22 ETHS I,

T, DHEPA VR L NEARFRGE D BIE IR E
FHNCIERFROBET, APV AZDH DI
WRIEGRAT £ T 2 HmE0 5, o7 Bk
MRWETEIREFTIEIETH L. LTI,
DEE R bV APBERIZE 2 5 28R TR AR
LS 2T, I b REORBKRET &2
D55, El%d THhNEFHTREZEATH»E
DEDWTESLTH B,

[ZA R VA WS BER, TRIFERODET
Ruesi, XV RCET 20054 %2 E
Ry B2HETH 12D, TNEPEFZOFETICEA
LIeDIZA M VAEHTHAZ Selye TH 3,
EEN, UL [ A VAL, 85X
R IIRIEAS I © 7o B & BT 2 RN D W A3
AJEEFEIN, TORG (A MVAKE) BED
£ RIBuct LT RIC w4 5 IR/ RN K
IGTHD EINTH»B%,

AP VARGEERS S 2400 (R b vy
Y—=) LT, EYOEFEERBEOTXNTHEE
ns (R, 205 b LHEHR VAL, &
B FHE L EETRETH O+ s T
WA, Ektis { ERIDTRIRE TR
LA NV ARESH, [RA MV R JELT—
ANz > T b,

*TERAYAMA Yasuo ‘BFEERKEEZIRMEPNEEZFEE (7 020-8505 BEMTHPAIMN 19-1)

460

RN & EERIER 35 & 4 5
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WIENRIN : s, BR, BB BERR BELC
MEpRl - MR, A, Y, BRLY

EMEVRIY - BB, e

GIBRRIS - ECBEOE, B, WER, B BUBC

A ML RIZE B HEORIG

DRI b VA DEFRNCHEL S W ER TR
W, D& D LHNNHIBOSELE T 5 2 LD
SLWIERHMERDS & GRS
b, DEPAMNVRAEWD bOBFELET S L
RELZS 2T, FRIZL->TERINSEEHD
FIGELTZIhETZHMONTHWILDRER2IK
T, BT AL, AREEL TARMEEICEZ
SN RIEINEE 2 CARMIERCEES R
N, B, By, ELA BEUREEOBEHHEE
2H|&RIT, ZOHEBEPRRTEEZ >N
Z W&o THEME, WNoW, fIEOY AT A
WS RIGESIERIT,

ST, DEMA NV ADKEERRIEICEEY S
253506, TOWFELTHEEINDOD
B3ER2D03H, FICEHMERORINCE200D
THB, [BY] R [ELA], E51F [EH0
fEl Y, o0 0L &R R R C 7 ik
12, BIBEE»S 7 Fv ) oh, Rk
PoRE/NVT RUF) oIt &
M, DI OBEM, RMEFRE, AR MmMEE
B L MM ERTTER T R 23 2 E8H S
nNTw3, ZhoDORINE, KREZEEFOEKD
SEHMNZRETH DM, T CIBIRBEtIc L %
MENFEELZET 5 AWK &> Tidm@emm it
HHWIFMERERC/ERL T, MEEhe2aEs
% ERRBRICEE v,

L7eb3o T, BIRELEEIR T 2 £EEERO
a2y bu—s, R NEPFRETFHOEER
WTFTH 2, LDIEAR MR DFEWEEIE &R
f, fRS X OABE BV UNEDOGBRAT
PETAHEENEL, INSNEREFEL T
LLTWR EWSHERD B, T0X > 2K
TREHIROEBIRBCEELH <, REZE

2005. 4

PR ER
c-fos, c-jun DFEIR L EEPWBEDER
ST RLFY, FRI, O NESE
BEMWER
ACTH, ACTH HHRILE L, T FZ NV T Lo
COEE - MY

TELFY, ST EFLTYCOESE

The serial Color-Word Test (CWT)
Stroop test

The cold pressor test

Raven’s matrices

Mirror-image tracing
Anticipation of exercise

THEACBOWTE, DHENA N RAZEST Z
ECEIPRBELSSHE LI L WO IRE D H B9, T
NeDHTEEEFED DL 6E, LHENA MV RIZE
EBER IR S 2P RIE OB ERN 2 Ek A7
ThY, BEFELREREFTODHL LI 5,

R b L X OEH

DIRAYA b v A ORFEHRFIE I FUE 3 8 2 it
%3552 TCEEL I RELFERE, Lo
DAMVRZEDD DERYE, EET 5 I & EEE
I EThHbD,

Ll, DHEPA NV AZEELLEISETS
HABLET L D ITbh &z, &2, LEA b
VADFHE S BT 5 XERIEEE b, F3
iR IhETRE s ELTMAEERT
25, WINCE XERLOTE L ERZRE
TH>,

rRAEEME 7495 A DIZEHRFERE 2 HE L 72 Gote-
borg A ¥ 7 4 (Sweden) T, LEHA LV A%
B RER AL LERL, TNO62HEEDOR
O AERCH T TFHI L Twa Y, i T, X
P UADME LHEREHCESL, FhER MV
A DEELEFHE & 7 5 2 EH 72 self-reported
stress FHEDS L S FAE N Tw 3, L L, DY
A MV REFHET ARACKEL, PRELV_NT

461
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OLHET X b & HEAENCRRT 2 EZBOOEY
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Abstract

The correlation between the occurrence of the cerebrovascular disorders and the
meteorologic factors was studied by application of the discriminant analysis.

The present study was accomplished on 235 patients with cerebrovascular disorders (83
hypertensive cerebral hemorrhages, 153 cerebral infarctions) who are admitted to the
Yaeyama prefectural hospital during 3 years from January 1982 to December 1984.
Regarding the occurrence of hypertensive cerebral hemorrhage, the present study revealed
the significant correlation between the occurrence and b meteorologic factors including the
difference between atmospheric pressure at the time of attack and the yearly mean
atmospheric pressure, the difference between air temperature at the time of attack and the
yearly mean air temperature, the difference between humidity at the day of attack and the
yearly mean humidity, the difference of maximum air temperature between the previous
~day and the day of attack, and the difference of minimum air temperature between the
previous day and the day of attack.

Regarding the cerebral infarction, the present study showed the significant correlation
between the onset of the disease and the air temperature.

Key words : Biometeorology, Stroke incidence, Seasonal variation
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Gerebral infarction
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Oral Beraprost Sodium as a Prostaglandin I,
Analogue for Vascular Events in Patients with
Peripheral Arterial Disease : Meta-Analysis of

Two Placebo-Controlled Randomized Trials

Hideki ORIGASA*!, Yasuo IKEDA*?,
Kazuyuki SHIMADA*®, Hiroshi SHIGEMATSU**

{Abstract>

Objective : To evaluate the effect of beraprost sodium (beraprost) on the vascular events occurring in
patients with peripheral arterial disease (PAD) in a meta-analysis of placebo-controlled, randomized
trials.

Design . Meta-analysis

Methods . Among the clinical trials of beraprost in patients with intermittent claudication associated
with PAD, placebo-controlled, randomized trials with vascular events as outcome measures were
selected. Two trials met the criteria, each of which was a comparative trial of beraprost (40ug t.i.d.)
and placebo (t.i.d.), with a six-month follow-up period.

Results : With both trials combined, the analysis included 594 patients in the beraprost.group and 590
in the placebo group. The risk ratio was 0.608 (95%CI : 0.41 to 0.90, p=0.012), demonstrating the
efficacy of beraprost on all vascular events. The risk ratio for lower limb deterioration was 0.598 (95%
CI:0.34 to 1.06, p=0.079), which was similar to that for all vascular events. A statistically insignifi-
cant but similar result was also obtained for cardio/cerebrovascular events with a risk ratio of
0.619 (95%CI:0.36 to 1.07, p=0.085). Heterogeneity between the two studies was not found for any
of the events,

Conclusion : The results demonstrated the efficacy of beraprost on the vascular events in patients with
PAD. The potential benefit of beraprost on vascular events will require evaluation in a larger prospec-
tive investigation.

Key words : prostacyclin, beraprost sodium, meta-analysis, intermittent claudication, vascular event

improvement of endothelial function®. Bera-

Introduction . :
© prost was launched in the Japanese market in

Beraprost sodium (beraprost) is an orally 1992 and is currently marketed in 3 Asian

active prostaglandin I, (PGI,) analogue, with counties to treat ischemic symptoms in chronic
antiplatelet?, and vasodilating properties? and arterial occlusion and primary pulmonary
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hypertension.

Ilprost is also known to be a PGI,; analogue.
It is administered intravascularly (iv) and is
targeted for more severe (Fontane stages Ill and
IV) patients. The efficacy of ilprost has also
been demonstrated by a meta-analysis®. There-
fore, this study is limited to the efficacy of
beraprost for more mild (Fontane stages I1)
patients. ,

Although PGI, analogues were expected to
be clinically applied in various ways due to
their physiological activities®®, there are only a
few reported placebo-controlled double-blind
trials with PAD as the target disease to demon-
strate efficacy in the treatment of arterioscler-
otic disease”. Likewise, all reported trials of
beraprost have only targeted PAD among arter-
iosclerotic diseases.

For beraprost, there have been four reported
placebo-controiled, randomized, double-blind
trials in patients with intermittent claudication
(IC) due to PAD® 'V, Of these four, two phase
3 trials'™" had claudication and cardiovascular
events as outcome measures. A BERCI-2 trial'®
conducted in France and Italy demonstrated a
significant improvement in claudication, while
a study conducted in the United States'?
showed no statistically significant difference.
Noteworthy was that the drug's tendency to
improve cardiovascular events was observed in
both studies ; however, a statistically signifi-
cant difference was absent, which indicates that
beraprost has not been fully proved to be effec-
tive for cardio/cerebrovascular events includ-
ing myocardial infarction, cardiovascular
death, and stroke as endpoints.

A meta-analysis of the two phase 3 trials was
performed to evaluate the effect of beraprost
on vascular events in more than 1,000 patients.
The present meta-analysis not only assesses the
value of beraprost in reducing vascular events
but also provides important information for
conducting clinical trials with cardio/cere-
brovascular events as a primary outcome mea-
sure.

Atticles selected by the keyword of beraprost
(n=224)
|
RCT included
(n=13)
1

Excluded studies:
Phase 1 trial (n=3)
Other target diseases (n=7)

Addition by hand search
™~ (n=1)

RCT for intermittent claudication associated with PAD
(n=4)

Excluded studies:
vascular events not included as endpoint (n=2)

Meta-analysis evaluated
for the preventive effects
of beraprost on vascular events
(n=2)

Fig. 1 Literature search process (1966-2003)

Methods

1. Trial selection

As shown in Figure 1, for the time period of
1966 to 2003, a total of 224 articles were
retrieved by the Medline database using the
keyword “beraprost”. Limiting the search to
the publication type of randomized controlled
trial resulted in 13 articles. Among these 13
articles, 3 articles (Phase [ trial) and 7 articles
(other target diseases) were excluded as being
unrelated to our study purpose. The remaining
3 articles®'®'" were thus regarded as candidates
for evaluation. In addition, a single study? was
selected by a hand-search method. Since two of
the studies®® did not deal with the endpoint of
vascular events, the remaining two studies!®!V
were evaluated for the preventive effect of
beraprost on vascular events. Of these two
studies, one was the BERCI-2 trial'® involving
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