N=1,500

Patient Population | =750
Patients with clopidogre! 75 mg + ASA 75-325 mg
ischemic stroke and
aortic arch plaque

(either mobile or 24
mm thick) warfarin (INR 2,0-3.0)
n=750

Primary event

Upto 2 years

5 ARCH: Study design
Principal investigator: Donnan GA.
ClinicalTrials.gov (htip//clinicaltrials. govici@/home)
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Transient Ischemic Attack, a Medical Emergency

Abstract

Transient ischemic attack (TIA) is a medical emergency, which has been newly termed as “acute
cerebrovascular syndrome” (ACVS). TIA is often ignored or unrecognized by patients or their families

since its symptoms are naturally subsided without any treatment. TIA is also usually underestimated or
nonprioritized by physicians because it is regarded merely as a minor stroke. However, stroke risk is very
high in patients early after TIA. Therefore, rapid evaluation followed by immediate treatment is essential
in TIA patients. TIA patients should be directly referred to stroke specialists in TIA clinics to consider

hospitalization for specific emergent treatments.

Early stroke risk is especially high in TTA patients with a high ABCD? score of 4 or more (A age over
60 years [1 point]: B blood pressure >140/90 mmHg [1 point]: C Clinical features, including unilateral
weakness [2 points] and speech disturbance without weakness [1 point] D? Diabetes [1 point] and
Duration of symptoms [1 point for <60 min and 2 points for >60 min]), acute ischemic lesions on diffusion
weighted image, >50% carotid stenosis, severe intracranial artery stenosis, microembolic signals on tran-
scranial Doppler, atrial fibrillation, or hypercoagulable states. It has been reported that immediate
starting treatment with statins, antiplatelet agents, and antihypertensives substantially reduces the risk of

stroke within 90 days after TIA.

US National Stroke Association guidelines recommend assessments using computed tomography (CT)/
CT angiography (CTA), magnetic resonance imaging (MRI)/MR angiography (MRA), and carotid
ultrasonography as well as immediate starting antiplatelet therapy in patients with non-cardioembolic TIA
or oral anticoagulant therapy in patients with cardioembolic TIA within 24 hours during the first week after
TIA. A large international, multicenter cooperative, observational study (TTA Registry. Org.) on 5,000
patients with TIA or minor stroke within 7 days of onset is being initiated. Now, we should say “Time is

TIA”.

~ Key words : risk of stroke, ABCD? score, diffusion weighted image, gUid\e‘lyi‘hés, tranéiént ,isch'e'mic attack (TIA) clinic
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— i PERE MFEFE (transient ischemic attack D TI1A)
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University School of Medicine, 8-1 Kawada-cho, Shinjuku-ku, Tokyo 162-8666, Japan
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Aa7Gsr DWIEHE (%) (n=31) DWIEHE(%) (n=169) aEl
ABCD

=2 2 (8) 24 (92) 26

3 5 (1D 41 (89) 46

6 (12) 44 (88) 50

z5 18 (25) 55 (75) 73

&E=195 $=0.02

California
=1 3 an
2 5 (8)
3 12 (18)
=4 11 27D

25 (89) 28
56 (92) 61
54 (82) 66
30 (73) 41

BEt=196 p=0.02

Tabled TIA BEOKREMEZEDRY X IFEOBEE OOk 15 X H&Z)

ABCD? MRI ABCD?+MRI
I E Flip i
HE M
AR FeY7 SRR AN
PR PR
DWI fB% DWI i
ez MEEAZE
90 HELRNOzEh o AUC=0.78 AUC=0.84 AUC=0.88
95%CI (0.68~0.87)  95%CI (0.72~0.92)  95%CI (0.79~0.94)
90 e oikatEE AUC=0.69 AUC=0.78 AUC=0.79

95%CI (0.55~0.81)

9526CIL (0.64~0.88) 95%CI (0.67~0.88)

(B%3E) AUC : area under curve, CI @ confidence interval, DWI : diffusion weighted image

0.08
%“
i
i i
006
:
i% n@“”
S 0.04-
% SN
i 0021 ﬁW§ — TIA D
s e UEETRD
i g
0.00 -~ T T 1
0 30 60 90
iR (B
FEGIEL
TIAD#H 222 209 200 193
BEEDH 241 225 220 215

Fig. 5 fERUEEANSIRRERECS I3 TAZOLHIMK

R X7 (WASID MIEERFSE) (UK 16 & D 3
TR TEENEIIREAE BB B L U RER OB ISR D
BHARER R Y X 7 1 TIA S CIBEESI L D U3 E v,

. TIA BEOWERE

EXPRESS #581C £ % &, TIA BEDSHIE L 5 EE
TIA 7V =y 7L, 24 BRIl 2T L,
B PIEE RGN, FERFIAOMAR Y 2 2
BELIETERZZEDTE S, 20X I 2R ICE
BRLUTWBENEE LT, A FY, TAEY YAl
7ae K7 vy, BREERGGPINORLESE, REESE?2
RlOBOBOD, L0EME»SD, LD EHPI~ORE
FIREETTw2 (Fig.6)Y,

CARESS (Clopidogrel and Aspirin for Reduction of
Emboli in Symptomatic Carotid Stenosis) BIgeZ ki
W, EEN 50% L EOBHEREAE EH T 5 TIA £/
R PERAE T, $EEE N v 75— (transcranial Dop-
pler : TCD) 1 & o THUNE#ES (microembolic sig-
nal : MES) 2SS il 230 Bleflic 7 A8 ) » %8
HU13 27T, 7at NIV EREEN TS & RIEE5EE

BRAIN and NERVE 61%&9% 200949 A

— 560 —



(A)
Phase 2
2
> Phase 1
SN EnnaphERRKERS
i IPPPITILL L L *
& R
B s
1 ¥ 1 1 1 1] i 1
0 10 20 30 40 50 60 7 80 90
(C) HIEZ-0l=Es
100 - .
90 4 DT DrEEE
80 4
:\O 70 Phase 2
=~ 60
[ 507
£ o PS8
20_ generin exuawwEne exwnnettE
o4 .
O --’l T 1 ] 1 T H T 1
0 10 20 30 4 50 60 70 80 9

HFZROHH

RIEAED (%)

1017

100 = o

2
>~ Phase 2
Y
{4
W
Bk
Phase 1
1 1] T ] ] 1] T 1
20 30 40 50 60 70 80 90
(D) WZBOEH
100
90 2 FIDBE =R
Phase 2
Phase 1

------------------------
------

i ¥ 1 ¥ i L) ¥
20 30 40 50 60 70 80 90

CIEZZEJ0lEE

Fig.6 SHNEPRBERCREYT TIA - SEMEEOBRSAEYE (EXPRESS HisE) (1 X %)
TR SPIOLER, A BASPDRAY FUBRERG (255 v RESHITLT), B 7oy v E55E GEBE

TAEY B . C : #lo T ORERR SR (REEFRBSINH LT, D :

HIBEGHNIT L T

WWEEEREID T L, 7o R vIVBEETRAIEK
300mg DEMELHRELIE2HE»S Smg 25
LickZ5, 7THHOD MESBHHIE T 7 ¥ REEHE X
D 7o R 7V ERERTERCS hholzEnd
(Fig. 17, BIIREMEZERIC & 2 TIA LREZE TR, i
BRI Lo T MES A L7 BECIHEA LR o 7B
L OEEND P oIz EnIHREDL A SN S (Fig. 8)19,

INLOEEREEE 2, FASTER (Fast Assessment
of Stroke and Transient Ischaemic Attack to Prevent
Early Recurrence) HF5e 3Tz, FEiEE 24 BRREILIN
O TIA & 72 1 XBHERAEZE 500 R R E LT, T_TOD
FERC 7 A »EEEL, 2X20ERTFA Y2
koT, Z7uvC P viVE Yy NARYFDEEN ST
v REHAEDY, 4 BOVWTIAIBIEAE D L,
90 HMIBZE L7z, 7 0¥ FZ VLVi3#IH 300 mg, BH»
5 75mg, ¥ Y/NAYF iE 40 mg DG I Tz, IHEE
HOWMFEE 7o P VAERERT.1%, 77 2R s
B0 8XTCHEBRZ T RN, 7ut RV RER
THIR OEED A STz (Table 4) 19, ¥ Y NAF F > D
FRIFE ST AONBhoTz, LLEMNS, HINHE

BRAIN and NERVE

2 RlOBIERE SR (BERERESHI 1

100; RRR=24.4% RRR=39.8%
(p=0.065) (p=0.005)

80y 8 ISR
B +ASA
&1 60/ IO RILIL
%"? +ASA
W 40+t
=

20+

Day 7
1TRIYRRA > N

Fig.7 CARESSHIIZH B 1R FRSL P R LT
LD WE)

BITHRH BT 2B NERESOBERITT B . (I8

CARESS : Clopidogrel and Aspirin for Reduction of Em-

boli in Symptomatic Carotid Stenosis, ASA 7 AV >,

MES : #U/NERES, RRR: ANV X 7 BAE, ITT:

intension to treat

24 Hr

EHEL 70 RV AVRERTY I v REBEERL DS
AR BN UEBEME6 %R 0% (p=0.03), HEFEEME
13.99%%F 30.8% (p=0.0001)) Z 25, TIA FIEEHRSE
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(n==86)
OO — o ’ = MES H% (n-25)
L MES Ei (n=42)
90
) 80
% 70~ - " et MES 35455 (1 =19)
5% 60-
ing. Fig. 8 PMERUAZOMNERES (MES) D% L8
g AREME TIA « iR OBER Y X7 & OBE Ok
g 40 18 & b %)
i log rank, p=0.0002 FERETR 30 AT, RIATERO, NMHEEL Y, 50%
= 304 Ll oS IRRE £ S 2 BRI O BRI A R > b %
< o0 EU7 86 Pl T, AR 4 PITREZER Y 77—
TMES 23, il BEEEBEBHE7THHK
10- MES #3944 L7258, 19 fillx MES 38868 L, 42 #lid AR
[ MES 222 72D, 6 FEH O & B R i ez i A
0 1 T T 1 T 1 A b E MES B3R L7z 6 ITHE Uiz h, MES #SH%
0 10 20 30 40 50 60 LycERITI 1 Fhe b FEY T, ABE MES 2o R

BEWIR(R)

Table 4 FASTERHERORIE - 90 HEAOKEFERE (X
k19 & D E)

UINAY T 75 R
saE RISV 9/100 5/98 14/198
9.0% 5.1% 7.1%*
VAR 12/99 9/95 21/194
12.1% 9.5% 10.8%
#Ef 21/199 14/193
10.6% 7.3%

*Risk ratio 0.7 (95%CI 0.3~1.2)

HO7AEY v 7at PV HHRERED Y A7 « X
A7 4y ML TESBR LD EEFITOLE T AN
VEZ LD ICEBbhb,

INE CRATbIBIMEMREF T 27 A Y
Ve ub P VVHREES 7 A E ) v HEMERE L
L7z 3B R A S TS 5 L, FliEtR 90 HIE O MzE T
Y R 7 IO BRERES MR L DBV LW O F
HARENT W5 (Fig. 9)9, HIE, FASTER IZAHE
B NAHO B ETFS A & LU CETE S h, HA
DOEMBITZENTEY, dMBEENLI LT
Wb,

IV. TIAZBDHARSAY

KEMZETRR 4 (National Stroke Assocaition)
(American Stroke Association & iZHIFHER) & TIA ©

molz LRITHAEL Tz,

Risk ratio (95% CI)
0.68(0.44~1.04)

0.27(0.02~4.59)
0.67(0.03~12.96)

FASTER -

CHARISMA -
CARESS =

Over All 4.

0.66(0.43~1.00)

0.01 0.1 1.0 10
FIMRERDOH A" I MEER D ER A *
BENEND BENEND
Fig.9 BMEHS 4 BEUAD TIA £ A E3MEFO W EEO
HaEqA N2 (HZER, TIA, SETERE 23T
DY RTIET B A TR 19 £ D EE)
(M&FE) FASTER : Fast Assessment of Stroke and Tran-
sient Ischaemic Attack to Prevent Early Recurrence,
CHARISMA : Clopidogrel for High Atherothrombotic
Risk and Ischemic Stabilization, Management and Avoid-
ance, CARESS : Clopidogrel and Aspirin for Reduction of
Emboli in Symptomatic Carotid Stenosis, *7AE U &
7a R IVLVHE, 7 A CEH,

EHICET AN FIA4 22006 FECHKEL TS
(Table 5)20, ABZBE L T, Firtk 24~48 BrEIDAIR O
TIA BV EEE T © OAMEIEE 2 BRNITS
HREMEDSH 2 Te O ABE R BRI NETHL L LTHD,
oLy v xy B TIA TERABESLETH D, 50% L,

TBY, WEREGZATHN, “AC—FP#THL" LH
LT,
B ORI L T, CT-CTA, MRI-MRA, $
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Table 5 X(ERMZEFHE (NSA) O TIAEEOLHDHA FS54 > ()

 FEER 24~A8 IERILIN O TTA XM RHE L o RIS QMG & 7t 2 TREMEDY D 2 O TABE 2 # 5
TRETH D, HRECEENBEINT IR (Zvy ¥ 22 TIA) b ABOLREND 2, WEENZAT
B, AC—FBRETHL, WEEFIERPERLA-SESCHZR2 T2 L 0 MOEFE s nER
LR (T TV —4),

< REH LAMLAINO TIA BEWWEERL I LERSD, 7y vy ya > ¥ TIA OB, 1R SRS 2
Be, S50% DL EOERIIREZ 215 BE, LEMEID & S I LNERENTE T 254, BEERENEE
TEEE, V7427 A7 ABCD X2 7B E WSS TR ABRSMEREI N (B F TV — 1),

PIIRHIED 5 4 § >~ 7

T U7 TIA 232083 2R L jikid CT - CTA, MRI+MRA, #EEHL EOEEMRESL S HITI <&
THB (AT7TV—3),

s TIA Bg8b i, ABEL4Gdo e B R (12 BMIMNO) FHliEfT5 & TH2 (CT L7k MRI,
DR, SHENGEE ) o VHWRHI I BOR B THBIE R, LER, SEIIREE T h e oo 1 5E, 24~48
RMLINIATO NETH S, FhofToh, BESRVEEE, L OREE (THET) OFHENZY T
BB (AFTTV—4),

JELENE TIA

« FREEBOIBLEME TIA ZRZBTPLMOMmE 1 X N0 2 XFHO 7 HHE b B O PR S » Bk
TRETHZ (HTFTV—1),

cTIA BE IR Y R 7 2E TS50 7 A Y Y (0mg) EHBEHY Y ¥E—)1 (200mg, 1 H
2E) OFFERSEIBRO 1 2THS (AFTV—1),

cZUERIVNVETAEY Y EDIMEA X FOFHERR2ENTCHE (AT —1),

<GB TIA 12 INR 2~ 3 ORCHEEE R ETIIVMEBE L D ESTHI LD EF U ANk L,
INR 3L ETREMEESHED Y A7 B LD ESOTHETEDRY (AFITV—1),

RS E VS E-NET AN YOMFABEREKEL, N OBV A7 BEOFHFRO 1 OTH S
(BFxTV—3),

c TAEY R Fo—LietE TIA ZECRBHECE 70 R VIVEEL 7 A Y & LY
Y SE—-VOJFHSHEINSE (BT TV —3),

cFT /P UPUEBEAR LABERHBLLDE LTS TIABERF 7oy Tk, 7ua v
VERBETRETH D, ¥R, 2ub RV AVEEER?IDR L, T8 —ORBERDZunE T
Bo (AFdV—4),

< JEGENE TIA B, 7AC Y VEER7AEY PV FE—VOfRTMEN R WSS, 7o R
TUNBHEREENE (HT TV —4),

 FEGRME E 70 W SIEME L EMEY GRBUEN 2 2 JEAEEENE) 23D B B, BB ITIEREERE R X
N5 (A7FaV—1), TheOEE TR, HEINR2.5 GREE 2.0~3.0) NS 3N 2, BOFEESEN
BEBOBEWRT AT UHHEEIh S, ;

- TAEY Y (325mg/H), ERETAEY URMEOSECE 7 E R vIL (T5mg/H) 53, RECHEEE
EEBETEROEACBY, EFRBENOEMEZ - 0B TIA wiE#Esns (5= )—1),

< RAFMECEMED £ 72 (T, Bl U7 OiEsE, B rEl, MIgHrssE, LWig, SEOIRELLE
fiE (EF<20%) B2 WRY (A7 TV —4), AFHED TIA BEHCHEREZTRAT RS TEdRw (b7
J—1),

« TIA OBFEEET 5 EIEREHYEIERA b7 > F TR, FIIVMEEESHEEI NS (IF 70 —3),

- PUFIFLBRE I fE o 7 TIA W, PIBEREEOFEIGH 2w E b 258, FIlVIMOEESHERZE S n S (47
TY—1),

(B&E5) INR : international normilized ratio, EF : ejection fraction

Bk — 1 ZFOHDS BICHTTRETHB LT

%o %7z, TIA BEGIE S CHM/IMEEE ST 5 2 V. TIA OERH£EHRE
EEHEREL TE D, LM TIA W IE RO DTS E
i (INR 2~3, HEME2.5) Z#EEL i, Pibo &5 nEReis 2, KRR EBRILFERIT

& o T TIA B % 25056 L, BN X B
BRAIN and NERVE 61# 9% 2009490 H
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Table b TIA Registry, Org. DR ETEREEE2Y

1. TFEERHR
Brgef#EE - P Amarenco (France)
EEERE  GW Albers (US), GA Donnan (Australia), ] Ferro (Portugal), MG Henericci (Germany),
C Johnston (US), PC Lavalee (France), J-I. Mas (France), PM Rothwell (UK), PA Teal (Canada),
P-J Touboul (France), S Uchivama (Japan), E Vicant (France), KSL Wong (Hong Kong)
2. WHRTYA
TIA 7V =y 7 2EME Ujew o 7B  ERS ML Rt & % 5 & BEmE,
3. HSHEW & EEELIE
185% (B AEOBEERR) ULo, WS 7 HEINO TIA &2 3BERIMERNSTS (Rankin 0 721k
1) T, BEEONICAEECESLL, 2T OFROREREN, MEROBESE T 2 ER R, B
EAEH0E 10 A EBILLED 20~30 Hizkh & &8 5,000 #l,
4, FHiEHE
1) FEHmEE
DIMETE, JEBGERIINAET, JERIERTOREZE,
2) 2 XEFHmEE
fezech, BZE - TIA, 0050081 > b (BEFER B & OFEEGER LIEZE £ 7o B EE - 11
BB, /AR, 77 a— AR Ny Mz kB2 AR), H503MENEE (MEREINT X
v, WER A S ARAEN (CABG), SBIARFEEEM, BYND, @PREFomEa > ba—,
) BERIRHE E
WENE (B4 Fo4 v el ezgd r TIA OEHE), BRER, BR, 1 v 7 iy yvr5vo
B HoRFE (R, ERRE, BRERONE), BE» OS2 ETORME, VAZTFHA27,

(&)

5’.-);(:17 (IQ 8)0
5. FHELT -5 OEI

R—2AF4 v, 1HH, 62H, 18, 24 WEOEN), 34, 44, 5%,

6. bR

‘1 ) FEREE, 8 HIER, 3 ARFO MRI & 24 BRELIA O IREGHRES (DWD,
2) MREHIRONEFEESEE IMT) L¥ilea o — 27 RRRT 570 OBHEE, 34 Ak, 558D

HERT7—7,

3) BEEE L BBEEEE 14 AR 24 Rl =5 —,

7. BHRET

1) ik, R, Bl

2) CT - MRIL MRA, &WEELxra—, BRELTa—, LB, BMI, EH.

3) ERBEHRAT, MEREDOBE,

4) MEHE .~~~ 27Uy b, [AMRE, LDL « HDL 2 v A5 v —il, IXHEH - S5RHAM A, i,

TR E QLI A N>~ OFEY R 27 BT 3
LrEbic, FECBT 22 EBEOEREZHS
L&D Ed 3B KR~ Mf5E (TIA Registry. Org.)
DEIE & L7z (Table 6) 29,

7 7 >~ A® Pierre Amarenco BIZ #HFoeiRE & L
T, EHEEEDRON, JBk, 797, A=A NFVTO
MIEARIE 2 duly & U7z 16 GO LEMES GEEER)
Mm%, EMFENOBRERTE S, P57V 1 >~
i, MABRB TR, TIAZ V=7 B3BE Lk
v = 7RG BB R RETTR & B AT & 8
LT TH D, WMRIT 18 (£ 72 S EEOEEFE) LA
o, FEER T BLINO TIA % 7 3 8YE R MR 2s
(Rankin 0 &7 1) ThH Y, BEREESE 10 2E L
D 20~30 fEEx 2 & &5F 5,000 FlTH D, BEZHAR 13 5 4
Th5b, |

FERHE H L IESE, JEEGTRIRKAE, FEEERY

DR TH D, 2 KEMIHEE Wz, B - TIA,
SLMEA N> b, 2IMEPNGE, MEEETHL, Z
7o, BEERMFHIEE & U CRENE, BRER, BH,
AV INVI T 7 F v O, SR, RN
M, VA FHER a7, 3ORaAT7VBFESH, T
KERFSE & L C DWI, Bk 21 —, 24 R IUEDSFE &
nTwab,

KHFFE & > ThMBEIC B 5 TIA RO EE YT
Nrltgans e THenERD, TIAZ Y=y 7%
FIUCHE U - R AR R AR 0 0 3 E T b B & L B
i, AfROBEREIREVEEZ SN D,

BHHOIC

FehEre 1 BN O TIA BHARER & LTy, Bic
FEEERTY A 7 2 a7 O TIA, DWI BMED TIA, S
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fRBezE BB N EIIRSR A2 £ 58 5 TIA, (LEHENR I
BEREE &MLz TIA, TCD TMES 278 % TIA
i, TIA 27V =y 7O & 5 HFIERICIVE L, 24 KH
PINWKHESEH DA 7 ) —= v 7RERZKTL, EbH I
Mgk EBRETFOay ya—VERBTRETDH
%MD &5 % TIA FEEBOFIEHIC & 5 M&Eh O
FRIETPEBD TRERERREIRBDH L LHEZ o0
50T, bBETH TIA 7 ) =y 7 D X5 BHIHRE:
AT LAERBEHEET 2 E0EEND,

AT THREA L 7z EREERIFFZE 7 v — 7 Cld, B 2
syndrome
(ACS) LML, BABERBONMRE L, KEREEH %
AT 5 O Lz ko TRERESSTREER I F 1 U 72 BRI
P ¥ 2T, TIA % acute cerebrovascular syndrome
(ACVS) & & ald: U T Rl - RISER O E
BEHEERT7T -V LI EEZL TwD, KR EHTL,
DHHET b BEFEREREM e L 5 Tk
FEIMFESE (TIA) OZWEEDFRE, &5 b yiE
DOEFRBRECHI U 7o #@ )2l - B Y A 7 A OREILIC
B3 2055 BSHEE SRS D, & 31 “Time s
TIA” Th 5,

X B

1) Rothwell PM, Giles MF, Chandratheva A, Marquardt
L, Geraghty O, et al: Effect of urgent treatment of
transient ischaemic attack and minor stroke on early
recurrent stroke (EXPRESS study): a prospective
population-based sequential comparison. Lancet 370:
1432-1442, 2007

2 ) Johnston SC, Rothwell PM, Nguyen-Huynh MN, Giles
MF, Elkins JS, et al: Validation and refinement of
socres to predict very early stroke risk after transient
ischaemic attack. Lancet 369: 283-292, 2007

3) Johnston SC, Gress DR, Browner WS, Sidney S: Short-
term prognosis after emergency department diagnosis
of TIA. JAMA 284: 2901-2906, 2000

4) Coull AJ, Lovett JK, Rothwell PM (Oxford Vascular

Study): Population based study of early risk of stroke

after transient ischaemic attack or minor stroke:

implications for public education and organization of

services. BMJ 328: 326, 2004

Gladstone DJ, Kapral MK, Fang J, Laupacis A, Tu JV:

Management and outcomes of transient ischemic

attacks in Ontario. CMAJ 170: 10991104, 2004

6) Hill MD, Yiannakoulias N, Jeerakathil T, Tu JV,
Svenson LW, et al: The high risk of stroke immediate-
ly after transient ischemic attack: a population-based
study. Neurology 62: 2015-2020, 2004

(2]
~—

7)

8)

9)

10)

11)

12)

13)

14)

15)

16)

1021

Kleindorfer D, Panagos P, Pancioli A, Khoury ],
Kissela B, et al: Incidence and short-term prognosis of
transient ischemic attack in a population-based study.
Stroke 36: 720-723, 2005

Correia M, Silva MR, Magalhdes R, Guimaries L,
Silva MC: Transient ischemic attacks in rural and
urban northern Portugal: incidence and short-term
prognosis. Stroke 37: 50-55, 2006

Tsivgoulis G, Spengos K, Manta P, Karandreas N,
Zambelis T, et al: Validation of the ABCD score in
identifying individuals at high early risk of stroke
after a transient ischemic attack: a hospital-based
case series study. Stroke 37: 2892-2897, 2006

Arauz A, Cantt C, Ruiz-Sandoval JL, Villarreal-
Careaga J, Barinagarrementeria F, et al: Short-term
prognosis of transient ischemic attacks. Mexican
multicenter stroke registry. Rev Invest Clin 58: 530-
539, 2006

Purroy F, Montaner J, Molina CA, Delgado P, Ribo M,
et al: Patterns and predictors of early risk of recur-
rence after transient ischemic attack with respect to
etiologic subtypes. Stroke 38: 3225-3259, 2007
Rothwell PM, Warlow CP: Timing of TIAs preceding
stroke: time window for prevention is very short.
Neurology 64: 817-820, 2005

Calvet D, Touzé E, Oppenheim C, Turc G, Meder JF,
et al: DWI lesions and TIA etiology improve the
prediction of stroke after TIA. Stroke 40: 187-192,
2009

Redgrave JN, Schulz UG, Briley D, Meagher T, Roth-
well PM: Presence of acute ischaemic lesions on
diffusion-weighted imaging is associated with clinical
predictors of early risk of stroke after transient is-
chaemic attack. Cerebrovasc Dis 24: 86-90, 2007
Coutts SB, Eliasziw M, Hill MD, Scott JN, Su-
bramaniam S, et al: An improved scoring system for
identifying patients at high early risk of stroke and
functional impairment after an acute transient is-
chemic attack or minor stroke. Int J Stroke 3: 3-10,
2008

Ovbiagele B, Cruz-Flores S, Lynn MJ, Chimowitz MI
(Warfarin-Aspirin Symptomatic Intracranial Disease
(WASID) Study Group): Early stroke risk after tran-
sient ischemic attack among individuals with sympto-
matic intracranial artery stenosis. Arch Neurol 65:
733737, 2008

Markus HS, Droste DW, Kaps M, Larrue V, Lees KR,
et al: Dual antiplatelet therapy with clopidogrel and
aspirin in symptomatic carotid stenosis evaluated
using Doppler embolic signal detection: the Clopido-
grel and Aspirin for Reduction of Emboli in Sympto-
matic Carotid Stenosis (CARESS) trial. Circulation
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111: 2233~2240, 2005 prevent early recurrence (FASTER): a randomized
18) Goertler M, Blaser T, Krueger S, Hofmann K, controlled pilot trial. Lancet Neurol 6: 961969, 2007
Baeumer M, et al: Cessation of embolic signals after 20) Johnston SC, Nguyen-Huynh MN, Schwarz ME,
antithrombotic prevention is related to reduced risk of Fuller K, Williams CE, et al: National Stroke Associa-
recurrent arterioembolic transient ischaemic attack tion guidelines for the management of transient is-
and stroke. J Neurol Neurosurg Psychiatry 72: 338- chemic attacks. Ann Neurol 60: 301-313, 2006
342, 2002 21) Amarenco P, Albers GW, Buchan A, Donnan GA,
19) Kennedy J, Hill MD, Ryckborst K, Eliasziw M, Dem- Ferro J, et al: TIA Registry Org. Ongoing Clinical
chuk AM, et al (FASTER Investigators): Fast assess- Trials. 18% European Stroke Conference, Stockholm,
ment of stroke and transient ischaemic attack to 2009 )
—— B S D

BB FEFESMRE £ 6HHRES
2 2000410 H4H(H) 9E~17EF (Fx)
B —vya—k— (HARBEESEE) [F105-0001 HEEEHEXE /P 2-9-16]
& EEIFESMRSMEAS (HEEEARE RESIR)

H s> s

FRANE YURY YL EEFH — CHETOIEFT VAL IRp s OFE I | B0 I00%HE (RE)
TR GEVER) T —r v a vy L ERETF Y —OBR & FREORREME S DiE D | — R EE
(CE, RAY—) ¥

ZmE S8 5,000, FEEE 6,000 F*, 4 12,000 P2

SUSE B AT
PUMHZAD B, BFEYE L, B TEATLE TR ZE W,
E B 704

A BN, BRIOHALBSNETT,
PTFTOO~@DNERPED S 2, BHEIC, Email, FAX, Z"FFOWLTFIrIC TERIAL R0,
O&MEEBEL (7 4F), OFBLE/IE CEr L), @200 £EEE/IFEE O, OSINEXRME

* BHAAE, BEEE» SBMBORAAMEZAM L ET, SNEREATRE S TRIIBEY LET,
gk ARSI AEREE [T104-0045 BEEHESRUXEER 1-9-4 5 ¥ ENL 3F]

TEL/FAX :03-3544-6112 (38f) E-mail : tentou@ellesnet.co.jp
R — A—3 1 http://www.tentouyobou.jp
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55 106 HHANMFEREERES

VIRID

2. fERaEEEDEBM
5) MilMErEE
PILLIEE S

Key words : MR,

F U &I
WFREEOIEYFT A& LT, —ik -2
KT B, SEEGEE, S0HE - BEENRE X

HOTEZEIZHZ), BREEICERED, K
HCIE R IMAERM I EEO S INEE - BT
BH B 5 BT DEE 2 T €7 > & & duincib
T ATz,

1. 2B E
BRI OEREDO S B, WRFPTH -
ELERTHLEDT Y APRELNTY
5 DZEBRTFHMABRIAMR T TAI ) =27
7 FR—% — (t-PA) THLETVFT5—ED
BHEEIETH 5.

UL L7Z2d%0, tPAFHEREIIFER 3 KEHE
PN E WS, &b T IHHE T RERE I (thera-
peutic time window) L2727 £, & { O
DEEL, BEPEMELZP.LETLEF—LE

DS EE R MERLICERE S T\ B 72 O SRR I
PERZE R B O B % I L HfT S LT
72, REBEEORRIEREHTH D,
3 A OERIF BB 30% i 5104 X

TR,

2BRE LAVDS Y B FEMREMEAR
&

HAARZEMRS $o8% $95 - FHR21E9 A108

ST, DU MRERE,

(126)

VA R 1 AR

4-5

_ Deat

NINDS
TS5k

NINDS
FITT5—

J-ACT

1. tPABITE 3N BB OKEF &
(mﬂs)l 2)

mRS : modified Rakin Scale, NINDS : Na-
tional Institute of Neurological Disorders
and Stroke rt-PA study, J-ACT ; Japan al-
teplase Clinical Trial.

WO (EDYP, B 50, AEEEE, WEEE 36
W T LIPS 0D SRE i P R P B L O BEEE A% 10 RF 121
mEAsmMAORTHH B (FE DD, Lidwz,
T EDORMERIRUCERI R Z R L /2o G
FIZ NI TR, EISTEFTIITER S
SHEPHMM 2 B8 T X, B 2 6930 R % DI
TELEODDZDFTHETH Y, SBIIER
NDEFE L & B TR B ORI A AR
L, WITSE2M L3 E0END 5.
2. BEBREFOEYEE

AR 22 D FET B I I fE R R F O & B & P
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£ 1. tPAREIELE 36 BRELAOESAHMmM L2
NINDS study
J-ACT — —
n=311 n=312
S COEERHIM 31.1% 10.6% 3.2%
FEEME 5.8% 6.4% 0.6%
HOE4 0.9% 2.9% 0.3%
3 yBEETORIET 8.7% 17.0% 21.0%

PRI O AR D BV A DL E Lo fE

B, KB, A SR v Yy Fu—A,
BYEEBR (CKD) 2581 51T, MAEHD

BRETEICIE, 2o okl T & A
YEEhEE, BN, EIE, SRS X b B
=L VA T ‘

BRI OTFHICEDLDTHATH
D, WEERD) R 7 IFFEEREICL D 40% LLLE
AT Y. LA Lahs, THUIBMEF DK
FREREER LI ETFT Y ATHY, FHIETFE
WA R LT EF 2 ZA1ZPROGRESS (Perindo-
pril Protection against Recurrent Stroke
Study)¥ DA TH - 72. PROGRESS T, HARAN
EEUCREFERZF BT VATV UE
PR IHEHE A & K7 Y VOB F 72 13 F R
A TR FEDPHIC X BFEREFICZLD
28% DEFZBIFIIRIRIIR S NI,

B&it, HARANZ GOMEEER 2 HHL Lz
SHIZ L CTHEREOBE TR 2 HEO
PR OFER TR L & b IR 2K
BEEE PR EAERPROFESS (Prevention Regimen for
Effective Avoiding Second Strokes) 2314417z
KRB TH O ZBERI T o7 v >
ZRRIEPRTFIVIV VY Y THo/ws, T
YN COEBERMEFFHIETFHARIIIR S
o7z (K2)Y. L Lads, HEBTIC
FIE, 6 W AUBROBEETHIRIZEETH-
722l I 25 EOBIEIIM A X720
BEEASERR SN T h, £72, 6 P HETIIAES

(127)

EHe o/ I LT, JEEER 10 H LA
DORBEZEDS 40% b EENTHB Y, lhH TV
IYINE 80 meghRG-INTEY, FEBET IV
Hvy R IR FER D FEBNZE 5o 72

CEhn, ETEBRO HEFRE R E S e

R ZE S R M O BRI AT B 2 KT L7z

THEME D A S TV 5.
HMGCoA R TCREEIEI (25 F ) D%

FFRERIRIZBI LTI < D EFT Y A5H 1,
FNSH DX FEHIC LIE, REPORAEY A
TIWEAZFTITED 20% LLEET 95 2 & 25R
ENTVEY HERADS o &b LNXIVOFE NI
EF Y RAE LTI, BE,SHSEEOS I LA
T U= VIIERRE 2 RIS T TN F DR
Bz 5 L 7-MEGA (Management of Elevated
Cholesterol in the Primary Prevention Group of
Adult Japanese) study® 2521 F 55, MEGA
study D 7T IZ L HUE, A O 5 AR O #gE
HMIZB TR OFRAEL 35% A L7205,
ZDY) AT RIS T AHLDLI L AT T —
WV (LDL-CKT D% 5 % proportion of treat-
ment effect (PTE) &\ 35 RE4migiE o5&
35 &, PTEE~AFALARD, BMEFOTFE
BBEIEILDL-COE T TIEFHHATE R & v ) 558
Lo 72(R2)Y. WEIREEDOPTERZFHE T 5
ETFTAB9% L, # 6 FNILDL-CHLF 12 &
NELHTE DT, AFF I L BAEPF-FEE
R TEE RGBT PRI & 1 pleiotropic effects
(ZBHRIR) DRBEPRE NI LHITRIEEINS.
INETIZIASY T OREEFR TR

BANRSAME $08% £0S - FHM21%£0A108
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0130

0.108

T

0.087

0.065

0.043

IUZRRFEE (%)

e o j
77tmwfmﬁ”
M/ﬁ

TILETILET

0.022

0.000

AEBIER
TFIL=HILEZ 10146 9667 9400 9

135 6947 4457 2337 1082
TSR 10186 9725 9402 9148 6957 4404 2326 1045

2. PROFESS ORE | FILI VLY DRz EFR TR ©
i3 2.5 FROBREBHEICBVWTTIVEYILY Y OB M HE R BEHIR LS

TNEhofe.

#2. LDL-CETEODME SRV M ATETENDESEY

\ I\ — R
AR - - PTE * (%)
LDL-C L LDL-CSEHDD
B z&rh 0.59 0.48 - 38.6
iRt 0.63 0.42 - 338
TEEIRER 0.71 0.87 59.0
TEIARESE + P EE 0.85 0.70 14.8
SIOMERER 0.68 0.71 104
* PTE (proportion of _ - log CBUERRE-R LDL-C 88%% /) \H'— KH) % 100%

treatment effect) ; log (L

T 72 AZSPARCL (Stroke Prevention by
Agrressive Reduction in Cholesterol Levels)®
DHRTdHDB. L LMV E, SPARCLIZIZHAK
NEBEVPEEINTBLT, BBREDOT PR
FFrid80mgl vy HARTITAR SN T Zwn

J-STARS (Japan Statin Treatment Against Re-
current Stroke) &5, FITNZAF F v (10~
20 mg) DIFEZEF 3T RFRN IR & Miad 3 5 BRREA
BRAHEATHTH 5.

DL-C 3875 L)\ F— RLHb)

3. Pu/vRERE

Antithrombotic ~ Trialists’  Collaboration
(ATT)W DA & fENTIC L E, g F 721k —
PN R IMFEAE (TIA) OBEfE 2 H 9 2 BE Tl
TAEY ¥ aHuh &3 A PU/MUEEIC X D I
BANY b UM, OB, mER) F
BIZ22% WA T 5 EIRENTVS. EA
N PO AZEFIIBWTF YTV
(FouelrFEEFra RN 7RAY

AAABEAMHE £08% FEoS5 - TH21E9 H10H (128)
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e F IO

J\WW—RH 0610 (0529, 0.703)
p<0.001 (OIS TF7ARN)

07 r
08 r W‘%&mm
mm%“’%m
05 F R
0'4 1 I 1 i i i
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3. JOERIVIVESELEFIOEI VRSEOREEANY b

FEFELER 1D

BEfEHERBEERREF IO VRSE (48.7%) &bIOERT
LIVESE (35.0%) TEECDEI o,

UK AMEA R N (EEErR, G AEZE,
MAFE) DTSR BB L7725 v ¥ a1k
HEGERE O A ¥ I L E, F o8y TP
Eb TR OFEICTAEY ¥ L) &AL N
Y NFBARICENR T WS EHRE ST VD,
L Lehis, Frueyrrsul FrLL
% EBIE LR B T b 2 & a5 h o 7.
HESIE, WEEEEENRICHATTDR
JoFruvevrsirur R LLVoReEMNE A
WL & B ICHET 2 2 4 (1 HoRSIE s R
R DT T KT > 5 2L O S
AT 247 o 72, FPARAERESE & WS (P Bk
WA, WFPERIRA, MUNMEIRAD) % S E
BEIZ7OE R LLVTF ey r X 0#40%
Arpirods (MW, —JF, MEA N> M Em
B CREMN D o 722 E 55 (O — FH 0918,
95% {EHEIX B 0518~1.626, p=0.769), 7 a2 ¥
FZLVEF 7 uey X oReiEL H
EERE R OT, FRAECEVERTHS &
Ei OB,

M/MEEE LTy a X g — v He SR Tk
A, EELIEZ, IhIEFClicRp by
TRAZ—=VD7 T RNME T &7 Aqb i
BRE A ZAT L, 75 O—AMREICHBITS Y

(129)

TAZ = VORREEEEEEZ A L.
M e o DI RMEENRER (PAD) (A%
PEEIRAEALAE) 10 3R, MM EE (CVD) 2
Wi HEIIREE (CAD) 1 BB A5 13 3
WCEEREN/Z 6,194 BITH -7z lEA N2 b
TR F V=T X ) E I 14% (FExF) A
7 086, 95% BHEHIXH 0.75~1.00, p=0.047) 3%
AU 72h%, BRILE A X2 ME40% (M) 2 2
0.60, 95% 1EHEIX [ 045~0.81, p<0.001) ¥ ¥k
DLI2DTH L, DA N M & 1% 3P A 2
099, 95% EHIX M 084~1.17, p=0.909) L
A, R MMEEHEEEIML 20 5
7z(FHSF U A 27 101, 95% 12X 0.66~152,
p=0980)". L7z >7T, YTRAFV—)lid,
FICRINEEEOFHICENTH Y, Wi A
7P CPUIVMRIETH B v 2 5.

2 i RTIAOBE A BEH 2 R I L 2
MATCH (Management of Atherothrombosis
with Clopidogrel in High-Risk Patients)® % 7
o — A ffikRdE (CVD, CAD, PAD) %32kl k
DIMEEERNF 265 5 7 7 U — & MUREF
Y85 & %7 52 L 72CHARISMA (Clopidogrel for
High Atherothrombotic Risk and Ischemic Sta-
bilization, Management and Avoidance)® D%
WICEE, 7ue F7LveE 7Ry »offt

BAAMREME $8% $£98 - FHX21E9R10H
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0.130 *
PIFED PR FE
0.111 k[ ASA+ERDP | Clopidogrel | HR | 95%Cl | p-value ASA+ER-DP
916 (9.0%) |898 (88%) | 101 | 092,111 | 0.783 e
0.093 Clopidogrel
8
@OUM-
% 0.056 F sl STESHIM
"? ‘ " |ASA+ER-DP Clopidogrel | HR* | 95% Cl p-value
N 147 (14%) [103 (1.0%) [ 142 [ 1.11, 1. 0
0.037 + ( o) ( b) 1.11,1.83 | 0006
ASA+ER-DP
0019
OOOO .....................
0 05 10 15 20 2b 3.0 35
ERERHAR

B 4. ProFESS DR : ixzZErhOREFE SFEZAHMm 19
iz OBERERETRAEU Y - RREVEVSIE—ILHABE IO RIVIVETEREN
Hholeh, EEAHMABRFEIOE RITVIVBELDTIAEUY -RREIE YU 5 E—)UH

HETEHRICEZD oI,

I3 & & OBIRPE G2 HRC EfRgshRICZ L
<, M) A7 EE B L VI FEREIRINT
Wa F, fllRIEL S ST 5 4,000
Bl M AR BB UEE % P RS AE T b 7z
AT & #2207 %% (BAT ; Bleeding with An-
tithrombotic Therapy) I X 2LiE, Bk A~
THARANTHMESHEDSHEZ D RFTnin)
BEI Lo lzhs, WCRALFEBRICHARATD
ForaeTrETAEY YOHET ALY ¥
Bl ) 40% Wiy A 7 2 &5 2 LAV L
720 LT, F YU ETAE Y
DO E, RIOBBEZEER THIIZHEIR TS
2,

Pr MRS B OME— o fE P E Y 5

BNV ETAEY YOO XS B DR

fEzErp - TIARSH &= 5512 L72ESPRIT (Euro-
pean/Australasian Stroke Prevention in Revers-
ible Ischaemia Trial) ¥z L AL, Y EVU € —
WETAE) YOBRIET ALY YEME Y T
LAHMY A7 2MET 4 2 HEIDTR STz,

HAARFEMER $8o8% oS- EH21£9H10H

(130)

L2 L7255, PRoFESS (Prevention Regimen
for Effectively Avoiding Second Strokes) &
kg, YEUFTE—LETAEY VOEH
(Aggrenox™) DINMEEREFHIFEIZr 0
FZ LWV EFEESETH D, EHEA ML Aggrenox
MO RTLIVED 42% %55 7= (0 4)19,

BAETIRIRLERREREEE R E L CTAg
grenox & 7 A K Y OHIEFRIZIRE BT %
THEEMILESEY (JSAP ; Japanese Aggrenox
Stroke Prevention vs Aspirin Program) @374
M, FPREESK TREfOBIZHR (52 38) 25T
L, AEFHIIEFETERIBERINE FET
5.
4. —EMERE M3EIEDORK B EE
TIA IR AEIR AR T HRITE R T 5 72
DARNRRKBITER T /2ITER SN B TH 5.

F 7z, TIAEH 2 2 BEDOMZEPR & L CHIE LI
SRR L L, BEEBEOTIAEEMAE L
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