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LW F A L jeehip & ¢ 2 clopidogrel v 2% 5 prasugrel 4c 1 e #17 & 4a 52+ clopidogrel 4¢
FIRATT R ORMOCHR L FE o s F e R d il £ 3 > @ 2 prasugrel § S
g A M B FR A TS A SEF L6020 TEAT R R g B % o A 2015 & h
S & & 47+ o prasugrel 4p > clopidogrel # 2 T g R A F oA F 3 KB I L B R
o X AMF o EBEY o ticagrelor 4p #>t clopidogrel®
SRSt L R de a G Y b op A e ¢ @ ticagrelor g2 clopidogrel e
dwn FEEENLPBFEZF LR
1127 v R | B4 chiE %

r b e g Ao IR 417 & s ticlopidine 2 & # @ * fe #77 % ¢ dipyridamole ¥ 3 »xihig
oY b MR 0 BEARIL G e e ? b 35k - clopidogrel & % FrA AR w MNP b iR
ROt R R v A F e B P k4 o 24395 CAPRIE®Y 2 PROFESS™
Td B2 34 Mk g o clopidogrel i b R DIEHF AT R ERATT L H R
* et g % dipyridamole — fk G 2k o SR ELE o A PR P RTT R Pl 4 AT 3 g Al iT
* pF o clopidogrel £ - B % GuEE o RRI XY AL ET @Y & &3 FF #e40AI(PPI)
4 omeprazole » 7 i € * i< clopidogrel ehdrd] i | 47 2c % G s geskiz 4 iR T € ) 3
te R4 FO) e inzk » clopidogrel o Z4eg @ * FIEEAE > BELY R
H2 X B re ] o dodkoops A v 3 & % PPl> 5 E &2k * pantoprazole » & ¥ it & & i *

B Re L F



dfifn MRS o Y D MR EEY) G F 2016

omeprazole > #] = omeprazole ¢ F#r#] CYP2C19 P-450 cytochrome «i®* o p v i@ yp &g 7 &
B r a2 dipyridamole > tECGTE - @ * PR R 0 AT b s @z map
Eur b s E A= 2 £ ) 54 2o 4% @ * dipyridamole s A
%;\igg:}? PR VW OER R Y B - AT & & 4 clopidogrel o At i R 4 R X 4p 2 iTH AR 8 R
BRIP4 Mg dd o i-‘)ﬁ,&,‘i’ E B REPN BRI R F i T0-99% B kT el & g
fr#r™ @& 2 clopidogrel - B il § @yp A LB EH R ¥ g 2 X 2 b LY b dup 4
L EERFCRA BRI FRE R FAREDFIRT T U REPEER Y PETT &
z clopidogrel® *V o x ++ ticlopidine & %6 ® k% + T g & k183 2@ w E
LM R A T Rk R o e s AN IR E o cilostazol L IR R IR %R R AR B
B ¥t EE R Y PHT A P ErT %gi;%-‘)%f'f Mg A EE R ? EARES m}fis Ay A gt % "
T d 18 7 i ¥ cilostazol (100 % IR b TR FRETH A G
& B 4llr})§lﬁm}%4 o
1.1.2.8 g "> "% 5 R A
REP Hode sl AT 1 B £ 57 R cha 7] f,;s AR EEY bR e 2 D
Fu IR B e R R A [ eh 7 S0 g E e g B2 2005 £ 2 B WASID #
BRI TR R A e Y R AR A e B R T BB P ReE R R R
50 99%:h1 569 B % o REH A Fe T W b K $55m(PT INR 2-3)& P 277 % (& p 1300 &
;u)(45)° BEFRMLLEG? R P 2 HE o '?-‘f%f}fﬁigr}'mr*‘ A3 AR e ar &K
FEfBlear = 2 E A0 g A FURETT REFME o d 3 WASID #sk =t 2 178 IR
@0) | g ns s vt B >TO%ENT 45 4 ¢ b 4L it FATE B 20< T0%:hiE % - 2008 £ £ H
B R4 Fu g $HEE R P it B 70-99% 7 £ B atn Pige R ehB i wEgemy @ &
&=L E R * clopidogrel(+ p 75 £ 5. )% P & (+ p 81-325 F 5.)4 ik 3 12iF ¥ 1%
%)ﬁﬁp\ B L AR BTG B hE RS K (f4EEmrg? B2 30 p R A= )% 14.0%:
22 it e WASID 225 ¢ BN "o "%k F 70-99% B ke 4 S Ap i > Baor v o 4 &
& }éﬁ RoEGE R L SR ek T AL L HL R o NE 1S £ B¢ SAMMPRIS 3% 4430 p
oA AT R AT MERRAA e P OB G REP PR R R B i 70-99%:h 451 =k
/\F?L" » & o A 3B R B | = 2 3 (clopidogrel = p 75 £ 5.3 [e#r™ %% p 325 % &
290 P & fARE e B R F]F o o A A FR D X RPN el PR L RS )%‘ B R LS
B o BEHTEI A SR eRPREFTECLY b &= )’? £l 5«?%‘* R i ]
FE LR e n] o m CHANCE #5% o B :Ua\%‘r,:’ié;!m /ﬁ;' P Pads %k F iE 50-99% i
o &% Bin | & Z 3 (clopidogrel 2 7 277 F)enE B Ap IR AT & 0 R0 T 21% e P
kB *%(HR,0.79;95% CI,0.47-1.32) » 22X i2 5 B ¥ A B > Frdgn T "add o & & I RIE AR
PP d Rk K Bk o cRHp R F s o) Jfis?é%qu»(clopldO(_:;reI AT R) VR U e bR
B o b TOSS ssk @ @ Rl 2 b p b FEak i P b 2 A F AT A R
AR KB R F eniB R84 fe 2 cilostazol (= p 200 EF sl )4e R & (F p 100 )z“
H-fedr™ (= p 100 F5) 6 B " (SAE P &% 5% F Him > 4 3 cilostazol 4v + f@ 27

—



dfifn MRS o Y D MR EEY) G F 2016

FPHEFRODRFEL G oA BT oY b ARE DB R o TOSS-2 B4 #4457 = 2 3%
PR FM AR R R P A G AT AR R TR ARG F OB RS AL
cilostazol (& p 200 % 5.)4c F FP 877 & (& p 75-100 % 5 )& clopldogrel(i P75 % 5. )4t e
7 F(F p 75-150 F 5)®0 . g 7 B0 fSgE N B0% 0%k 7 R B2 2R cilostazol Ap Rt
clopidogrel 3 $& i€ e # B it b ' > e 32 5 535 Z £ (OR, 0.61; P=0.092) » @ ¥ & % ¢
TS RF AR VG - BN RERRF AL FE R LGB Fn#% CSPS.com &

i e O npin e B - fan | FEH (P LT & cIopldogreI) i [ B H Y
Bin | & Z & 4% cilostazol 4c e #77 F & e b clopidogrel - %3 2 o JB;:&;‘T i * st
S HFHR  APBOTI AT & 0 T GRS R 0 T m¢m4&zP,g@+f B

Bl WERY s REFRFPRFEEY b o PR DERFEL ) FEF L TS
,ﬂa h 4 }'}ﬁp LTEMBY el e | FEF KIFHEL PN RBEF -
(WAER 2T <19 BLE: 8N
#fi#p o A FR s RN B Rl R A P B e PGP R ke g MR
mm s E SR R 0k G 8 B R el AT (s B E B AR O el 1 s
B AN AmmpE o fgR kb oGOk ﬁ%lmmr/ﬁiﬁmla&» o ¥ ¢ “f R R Hoe ey N4
B 3 0% el AT 1 bl 0 Blde s 4~ ~ & 4 e s (lipid core) 0 R gk et ¢
&&%%W’R@ﬁm’&imlﬁwéw%ﬁlﬁﬂ{?ﬂkmﬁ%ﬂ+oi*hm&%
%Eiﬁ%%%%ﬁ@ﬁ%%%%?fﬁééWF%%AHWw’a%?MM%&ﬁ’w@
MR E o RIT GRS FRR e 2 AR g e®0 pag - pig
%%%wam’ﬁ%{,%Lﬁ”ﬂ&\%%w%kl‘kéwﬁgiP’fg ST
B PR il ;P_}TH“}%-EZ“ 34 mmm),%7 ARE A e Bl o FEF (P ST %5 p75-150F 5 4e
clopldogreIA P75% 5u) & v PRFust L Fwarfarin( P #PT INR 2-3) » i Flyz & Flsg > &5 »~ 349
Rk T H3AE > B FESFEF EnFE e PR EF L F L2200 @ FuAL
A e §35% i | wEFAp R 0 24%4 % (HR, 0.76; 95% CI, 0.36-1.61; P=0.5) » &=}
Lxﬁﬁ”&ﬁ’lwﬁﬁ%%&/$WWhH%g%ﬁv%igﬁﬁéﬁ4ﬁ%kﬂm®oﬂ&’a#
mofh R B RN A & G D B S BRRRA R B0 MERNE - il [ F
PLRpEioh REFRFMESGY b o I W FRL B Tl [ FEFRFRE- HTFTHE
¥ o
1.1.2.10 JR* $ug /| F E chlFin T i35 4 55¢ B
BB G RIRY P o E o dhup 4 mﬁ EALL R N ¥ R o o S e
Ak RARFOPIE - B LARARE - - FAT I 5%@@?#&m’ﬁﬁ%
FRATT @A A Y b odhm 4 S Clopldogrel CAEER T RETT R A kg
b4 xenid B 2% ko ik 5 clopidogrel e A 3 RS aiE & F g 4 5 (HR,0.54, 95%
Cl, 0.43-0.68, P<0.001) # #& i< %% kb 42 % & (HR, 0.54, 95% CI, 0.42-0.69, P<0.001) - ¥ ¢t »
b BHEROEEFT Y O e R T G F A B Y B R oI
W Fud o] {5 # 4 8 - 5% (clopidogrel i 80.5%) ¢ 4c F ¥ — Fin | E i chfEdun ] E 4



dfifn MRS o Y D MR EEY) G F 2016

(P27 & & * clopidogrel it 87.1%) » 1 # P ¢ 3 faischwn § 2 7= F it F fFian /|
FE LR e A F g Y b3 2 5 (HR, 0.45; 95% CI, 0.25-0.83) « 3%47 3 iX § St3t i
BEEFEF 0 A G HEFERY B B ER ISR ORI A BREEFY
PGS LI PRI RGEWTRFFRET  FOR A RT FATT RERT g 4 A
B e ”PM:F%&“%%%{?$ﬁ°ﬂ&’W?E—ﬁﬁwﬁﬁﬁﬁ%mwm%
2% ko RFEY ERAGEGTF AT GHHFT 0 GEHTR AL ki 0 T
TR ) FER B e P S Dl B o
INFHREY il FERORE R R% 0§ RS A D FRE R T RAc K R AT
= % & E_clopidogrel ehfais o F iAo Vi §F R B L Er FEENE S 1
C o BT bV R B E N R A R R E S AR e ¥ i ]
%%’Eéﬁﬁﬁéﬂ%*&%’ﬂéﬁﬁj;FP”‘%A%wﬁmm¢o4—@$$ﬂ
FTHREwA R TRLFRERLF iR ap L LFHIRT ¥ ohfed [ FEF LT F
L Y ﬂ&ﬁ&#’%m%+&§%#mﬁkw#*m£mwngi g A o By
@¥m«&;$@$ A - BT e g ks Y b R PR S S 4 o
1. PR R AT TP A AT | FEFFF R » FREEI A FESFAE
m@%?ﬁ%m%«i~ﬂi£kﬂﬁiPMR2M9WﬂHLH%AL%QM)”%ﬁgﬁ
AE s A JREDB UL~ £ g & BR B T B L E S R Rk S -
© 7 2 P sk orlici & AR 5 FP LR WSS 2 0 b TR ] R
XA A R TEF AL P EF ST e

1.2 < Flie b & HAgY b RGP ISH L X BTER

1215 L “ﬂr‘-“"'v‘ B G F b [ R R uE R (FTH)

1.kmﬁ%ﬂ&pm%ﬁwmﬁﬁﬁiwiiﬁiiiwiﬁiﬁ%ﬁ%"%Wﬁi+%¥
Frob o B FRe BRI 3BT ke b 4R (Class |, LOEC) -

2. #n Y R PBRIEE TS A e Fa o ERUSURL AR I 3B RIS
¢ B 2% (Class I, LOEC) -

3. - frie? b & HFRA I R (Dlhr 2o F RN FB5%)B R des § S RE &
THEF RS BB Y R R E R BN FER R RS hE A L F 2
E R, € A SR b e 0 T 8T Fust e &|(Class b, LOE B)

4. g PP b A Ao b B R RIM S KRR R T LY g R R Y RS B RIE Y B AR
#(Class llb, LOEC) » e % 223k & # & * Fn /| % 2 3 (Class lll, LOE C) -

5. - figd B A de s BALR R XA LG e S E o E R U ) FES
R % ® b 42 % (Class I, LOEC) -

6. #x MY b A dod & B R o Pt B2 Log 0 R Y Fui B KT R

¢ B 423 (Class |, LOE C) o # Ml 5suletups 4 > 4ok iz § 2 @ Fuja #E§ hif i

e EREY R P | FEH KIFH %Y b 2% (Class |, LOEC) -



dfifn MRS o Y D MR EEY) G F 2016

12275 &%
1221w S P[0 304 iz kb S T b G FIF isdns) L S B ]

EEHC SR e PP b ARG BEGY RARFSIAE R P LRI
Bedp sl 5 E R g A R e b g O e gk pr e R g ) E
(clopidogrel & * [P 277 )4t o S¥pd B R+ F I %Y b ok s @ H ook i Mot LR L A
VOID, m)pt & s S gpde ehiiib i F 2 B3 dod il F it AIE Lm0 EHRF E Fua A
%?EH oY R REE R AL AL i [ FEP o R R F L AR A RREEE

'@%aﬁ#ﬁwr@mimm’wm_ﬁ@%ﬁﬁi@uaﬁ¢+ﬁ%%ga@&%%
BHande BEE A2 Y M v RFURS B o & K IR 4 "E B ST B ek
%X F LR ] ER B m e (I AL RS S )y 25w
SYEH A AL DR B e 4 0 2R E - Y T IRFURL R o
1222 &

< Paida ko Wf{ FAe s EH G 2w B B F < 40% 0 o BRERE B0 Fwt (akinesia g
dyskinesia) » #% % A2 2w Fah o P BFREP I EEEH T 2w F WD F<40%0H
%5 $27%¢ & &4 <%k fa(mural thrombus) 7™ o & — BREH A fle B i cnfek Rk
B9, 243630 A R R B HEER AR Y PR A PR & & 2 B FUR
e AZ T f o T HAE S R R Y AT G B A # % FuRe BB R T REE
PREU19 %RBFHEEAARE G(FAES - RSPV R E Y R) 0 B A H R Y FUR
A E PR e N T R 29 %R F R 2R s 0 19932 ch- Bar s A 4500, &
LB > £866 &R AR v Rk £ 0 B R BT R Y UL AR R PR
Fuge BB E VHEFRS 293 e 2(7 2o 2B 2)53) 2 5 (OR, 0.32; 95% ClI,
0.20-052) » « ¥ MBEFR" G 2oL B RhET 2482 FOR, 0.14; 95% ClI,
0.04-052) » & & * $iak -] 4 Fh Bl F B> 20 R 8 22 F o 2 P 3wl s 4y
PN EREXFRBERAEI DB ERIRY Bl [ FEF - RO B R AT R o Ui
w0 RERPEFEFEEDE Y Pl REF O S b e o FIPERA L PGP R B R s H
APDEECIHEE 2oz T REY S H @ T P B2 s | FEF D .
1.2.2.3 s v

PR ERBRF ORI O R F LT T HT 2w BN F<35%p 4 F g
4o boeg 4 17%% . A WARCEFs gk 2, £2305 § & H 203 st &
<35 %chgs 4 o MES A F D P AT F(F P 325F f)& st A(PTINR2-3.5) » % 5 A ko
SRFRE (R R Fla = B Y b &2 D e Y R )G AR (Fse Al HR, 0.93;
95% ClI, 0.79-1.10; P=0.40)  5& X $ist s A eh2e ] B F Ui 03k & 12567 B 4 2 % (HR, 0.52;
95% Cl, 0.33-0.82; P=0.005) » @ %4 5 e3f 4 & ¥ M BEEH S o e g RS hE 4

F (& 254 51,78 % vs 0.87 %; P<0.001) - — % ¢ 73,6631~ @L [ s R B 4 o
AT O puRs BRI E T G0 LR RS T 2 £ 8 (RR, 0.94; 95% Cl,
0.84-1.06; P=0.31) » B2 7%} B ¥ iK% @ b % 4 % (RR, 0.56; 95%CI 0.38-0.82; P=0.003) =

10



dfifn MRS o Y D MR EEY) G F 2016

B B b3 4 5 (RR, 0.45; 95% Cl, 0.24-0.86; P=0.02) » 1z 4r§ A F#f cnd £ 41 F 2
%2 % (RR, 1.95; 95% Cl, 1.37-2.76; P=0.0002) » F]4* # i 1957 h ¥ & & #5383  vos 8 e
BE A% EHCERA LR R YR BRI E RS B2 ML R
AR E PR L WA ) ES o

1.2.2.4 BIH < R

12241 = 2 |gk %

SAMRF AR AR EH PR EE S SRR CFERSRETEE R
§4 B e b b x§(8485) B AR b B f s 4 Mk kB % TR 4}5 e )%Fé‘*%m”“%;»
Foo AP TR 2 B RO ek S A MR G RELH SRS 2 S
B T R R FURE B RIEP T R o S ek 2 B I A EEmm S T
B Fgga Ao ® AR B Y PuRs A E fd o FE o
12.2.42 X 1 #9555

BXEBEFPEOB R RE DN AR AL E T IURAL BT UEFR G RS
LA LIRS E RIS S~ R R RS
ST T SRR RS H F R T S RN S ERNE E A LR
I W 0 SR F S L R
122432 8w ”“’%’i’:ﬂj‘_‘ﬁ-}ﬁ

Bt R g O do s LRI S LR C L RHRRAT L R L IR o
R TGN Lot )ﬁagi\aﬁ B b oehl G o

-

213 MARTY b afs | F 5k ot R

1. AEMH %Y L8 F48 [P vdemfin | FEF L L ER Y BT PH7 %(160-300
ER)RI R E A P b a1p 3 (Class |, LOEA) -

2. T igY R P ITe AT 48 ) MER T BRI FET G R AL BT R R H
(Class I, LOEA) -

3. WGk n (ABCD? score >4) & & 198 cdk b 1275 ¢ b (NIHSS <3)» 7 & & & # 7 #77
#% % clopidogrel = i¥ (Class lla, LOE B) » « % j5 4% * clopidogrel = 90 p (Class Ila, LOE
B) « (#74)

4. EFRT AT RGAFAT RipR Eorap A 7 4 g * clopidogrel(Class Ila, LOE C) e
Wik w MR P b A @ % aspirin/extended-release dipyridamole (25 % 5./200 ® 5. & p &
=)0 TR R LIE 1S s ¢ (Class 1lb, LOE B) » (37#)

6. iz R * AT AL e Bop A o AL BRE R Z & 2T
w2 * cilostazol (% p 200 ¥ i) (Class llb, LOE B) - (#73)

7. bEM R RFFL  PREBFRFPBERT PALE > 7 BT e P AT & k%4 (Class

s

11



dfifn MRS o Y D MR EEY) G F 2016

lll, LOE B) -
8. P EZALMrieY hFiFe @ % 3ok 24 PN > B P %(Class I, LOE
A) -

22 T #%
221 v JR{L ) EE S

UCRFLe ] FES Y o T R AT B LNE S > 1997 & 2 1999F = & en 7 4
"~ 2bp i~ 7 3 (Chinese Acute Stroke Trial, International Stroke Trial) e.5% % &g 7n
O49), 4 e B f}ﬁa’s&f {548 pEN A P 20T § (300 5L 160F B)iL 4 Ak B I B R b B

FoRislAx P rer bR o F o c EFIRPF PR &0 0T R R MR
B 2;2 WCAST2 ISTern- BILE A7l » S PR Y PETT F > ¥ B FE 07
PR iR R AT A AR P OTR YT Y RARE o2 i ’?%6@”” 7 N F RIS G
ok * é‘%ﬁ?%“iﬁf_ifé“i'%;iﬂﬁ LRDAFE o FETT FBE AR AGIN2 el 8 Mg D
thE Bop e AL 2 A 9 (heparin)eiE e o RIARET F R &R B4 o d %R Ko

BEER AL PG R P RHE GRS R R

PR R T A AT GisR & okigp 4 0 L F @ # ¥ clopidogrel £
dipyridamole » 54 % 5% Lo § 7 § 87 % £ 300-600% s ciclopidogrel 7 2 i e
o D Sl ¢ B B 20 (0 B L ) e O g 25 B ) P

P :;I;; 4 600% 5. rclopidogrel » ' 3f BEGR 16 » H R H A LG NRA LF EI & LR
A g e o

Feh— i & pcilostazols F - Bo] AEER Y 2T O g £ 458 NIHSS <
16en& a7 b B % o 0 JR4A8 [ BE R A u i ¥ cilostazol & R 41T F o R BT A%
%%ﬁ%%ﬁaw$aﬁwg,agziiﬁ%i%»%ﬁmﬂ&ﬁﬂiaﬁﬁ#ﬁgwo
st b cilostazol 4§ — 1 £ 507 1 % e | AE s ¢ 2 % FADL 1O 04 Bk rOR T Fua

A R 12 E > K8 A fedcilostazol & % A > SRR TSN R B RILTF £
Wlo bR BT A BEE BRSO EREBE LR L Fhn [ FEF R LR
Brge boeock s 5 Mm% 00 EARLY®V R - ugis 5 ¢ w2k o ok % 224
PN E kR b MRS R AR ERe E R M Ao~ 2 NIHSSS 2005 4
£358rRFEra - B - o apl00EicnParT G H - JLRTR 0 2NTIBHE
2 25%F 5 e BT %4\: +200% 5. endipyridamole® p & e & B a0 ¥ b - BRI R -
X )j}#-EAZS%— =gliGR
R TR BRI & B IR g T 56 % 4 P AT o A PR gH- Lk
W5 52%3 EIE oS AP LR (BHE é?l41% 95% Cl,-4.5-12.6; P=0.45) » = & |+
FEFA TG P h I REEE A N )AS R Fn ) E e i
Te 2y 534 2 (HR, 0.73; 95% Cl, 0.44-1.19; P=0.20) -
F3 B A AL Y bRk S @ AT & % clopidogrel ' . ¥ - B R4 £

~ % % 200% s endipyridamole® p 3 =t end B LR 0 3= % 90X ds

12



dfifn MRS o Y D MR EEY) G F 2016

~ 2 % R AFASTER:# % U0 o qo 1 % £3020 2024 ] pF s )3 4 & s fcad i B  B
(NIHSS< 3) s £ A7 phit Hodd o chups £ > A48 2 fie B s o) %)Iés#ﬂ(clopldogrelﬂ pP75% 5
ERArT % F PBLE)AE - PET R0k 290 é’%%?;‘;ﬁ £ % w®clopidogrel & 7 #77 %
g 4 0 g B oA 4| £ A clopidogrel 300% s 0 @ Fe AT A162%F s o B2 ARG B R FlC
FFED S BR o RRRET Y b EEY R %#ﬁm VB R RS
T > B EEEF SR e ET71% BEXFPETT RE - Lk oew£108% 0 v T
057 b ik '63.8% 0 X B A A ¥ (P=0.19) o Be X o R Mt i % AT EH 4 (30.8% vs
13.9%; 95% Cl, 8.8-25.0; P=0.0001) » e & ~ Jiw F i#2F £ 8 > 7 € 34 1% E s34 & o
ok e o ¥ - B4 Wit 7 HCHANCEz %Y » yo % ¢ % 25170124/ p&
MO & Ak R b (NTHSSS 3)2 % 2.5 b 'k e P {274k i (ABCD? 4) 40 12
DA AR B - AT o (4R £ 75-300F 50 (5K p75E fL)R& g |
¥ E 5 (17 277 % 4o + clopidogrels= 4% £300F 5.2 & p75% ) H ¥ i | & i
o fhdin ELH21% > Hig R H - clopidogrel 2 90% - Bk AT i ) FEF 2 %90
XY b4 FE86% A EXE - P RioK a4 5 11.7% (HR, 0.68; 95% CI,
0.57-0.81) > F B ¥ crdF ey @ fmendim (2R B2 4 5 ?K{OB% w2 E R e BEEE
Ap 260 e CHANCE ¥ #h 48 IR » if BGE &t o 4 3 1 PF o fEds | 7 B 4 e 05 S gs Ui e @ b
% 4 %(10.6% vs 14.0%, HR, 0.98; 95% CI, 0.65-0.93; P=0.006);f7 #77 % 4¢v } Clopidogreln;'ﬁ&“L
Yk | EEP e L0 ¥ St CLAIR S ® R0 s yed 4 810004 &4 5 e b &
P idk . ¥ g Rl PR SR TRk K e 4 o BB A iR 1 7R hP AT & 4o b clopidogrel B
Fim | FEEHF NI H - PR R T UTRERF ABRRE R A ORE ) PR
FEH m S 4 FE33% 0 @ H - e § 2 5.65% (P=0.022) o 11} g | 5 E
o e R O ok & P e ek s PR R —mr/,% R - S 2 ITRE -2/ ¥ R
EHER Y 3 fAfin | FEF ISR RIEP R B RSP AL }_m/éu_,ﬁ W Y L Bt &
ﬁ%%iﬁ%ﬁ&ﬁ%%ﬁ%%i%i@ﬁ%%ﬁﬁiﬂfﬁﬂ@ﬁ%%W%¢%5
clopidogrel > Ap gt 8 — & * [P 277 & > ¥ 1405 et P 00% poefpY R A Koo P Bk
(7 POINT 2% - BopElt ~ g s @7 s ¢ oy 09, o d e 5 4 022 php 3 1%
hig M ek b (R ¢ b B BT M R g 4 0 1B R A4 4 fie 3 clopidogrel (- 47 £ 600
TREE PHETSE )N LM T chB RO PETT F(EAME S HEXE ple2®
oo HigFE p8lER) LFBREFI0X P RS > HE %57 UL i | FEF TR R
B e L ey o 0t oo ticagrelors £ - BP2Y124# X B ehw B 7 F
+clopidogrelsn8_% % & ‘5 & it - SOCRATESz#2% 1%V 8~ Bugis~ 17 o % HTasmk
L2240 PR e i b Y b 2R R R DRTPRI Rk o 4 o s L
& fe % ticagrelor (4~ é;éﬁsd% 180% 5. 2 & p A E90F 5.5 p 2=0) [P &7 7 & (A~ 4o A £ 300 % 5
25 p#HE100F 5) 0 & b P AR R E A TEF R0 Y b ARE 0 A
Yo% 4 #13,600 % & 5%5,'5%; TR EEMA L MY R i AR ticagrelorsi »c 2 & > e
i E R

13



dfifn MRS o Y D MR EEY) G F 2016

2.2.2 #¥%2 SFus o FES

~ 1 phase Il gh& st s g ks 3 (9 1w glycoprotein 1lb/11la receptor 41
abciximab ;5 PEAZPF 755 ¢ b (Wake-up stroke) - & % Fr&gor Ap Rt F A 0 @@ * abciximab e
CE R WEE EERREE SR P TR RS ) - T3 ¥
2% fa#| (alteplase) i e 24 ) FEI SRR CRIPETT Fook 0 B P - AR HER L
1A FER S 90 A4 B BIRAMFAT F o R AT B Y BIRAKFAT RioK
el ]G RF R R B A 5 (4.3% vs 1.6 %, P=0.04) > F]pt B oan A aE R IR S
EANINE R FUREY & L e RO e R W
2.2.3 &

EMal B R g2 848 IR LS U IRRE AR R R ST Y LA F B R
S FOUE R ORIEL 0 W T i AR P TR DT S avge b AR E E ii%;*rﬁ KX el Y e
e MY bR B R ROWEE G s B R B & E R clopidogrel ERETT & 0 F LR
LGP R AR XA g R A 2 LA D R A F o

3. g X*a? IR

31F ML F X %a® b dfii o) 7 FH R 3

L O BAEREIFHT §7 R F 4L %Y R FA Sy TR DD FEah
(Class I1l, LOE A)  (734)

2. Ak FAHREARE FEOFLEAIRGE T I RR AT R R X
o AR fe B (Class |, LOEA) - (373)

3. Mwa FABEGNB R B AERA LA LR WY bR 6 (Class
I, LOE A) - (A73) e 3 #;%ET R TR P I“i 9L & ¢ % (Class 11b, LOE
A) > 2 B b R e BoF %G ¢ Roehs & (Class Hlb, LOE B) » (T #7)

4. BB EEER B CL FEE TS SRR AT G R&EF OED F S %G¢ b (Class I,
LOE A) - (#7#)

5. i [ EH R ok F e F A (U- R ¥ ankle brachial index < 1.0) - &2 FE 1
% = #¢ b (Class Ill, LOE B) = (#7#)

6. TR IEY Fa AR AT R Y fd ] 4 F e (4ofF 77§ - clopidogrel £ cilostazol) %
EH % % % b (Class llb, LOE B) » (#74)

7. EERYIPAT &SP AT & o & x4 o clopidogrel ~ dipyridamole - cilostazol -
ticlopidine & & A it L2 FFY > FF ARER®Y (TP F %60 R (Class b,
LOE C) - (L #7)

8. R ApHAHP FEIKFE 50%) 4 R KL FARBEGRTEF > B i
Fi | #d kIEP F Z %@ b (Class I, LOE C) - (€ #7)

0. BF RPPEGHIE A BIGA G TIFEY FR0R 0 F R R RS g iy

14



R MRS R B B MR S G5 2016
F s Fd FRinf 2 & F fn o] 5 B4 (40P 277 %) (Class lla, LOE B) -

32 3@

22000 > — 1 & 3553887 3 WO D £ v 45 M5 00 g 1 52 251 LR * o7 JR* e 1
RenLEE o DO HBEASE  BRPAT RHGY R FHF RGP ¥ - H 2001 45
ek FABAGTIT BROFT > FME A RY 100F P AT F A SR Y b E33%
st ® BAEFEFAL B 4 Be 57 6BE%E 950000 B & s s A e
(Antithrombotic Trialists’ Collaboration)(114) V[P ETT BRAPFEOC X R 0 mE R U NP b v 4
FooP gl h T2 020108 b BE 50 9BF%RMY S £1000760 7 B s A
BEm AT R T 4R S AR vk # ¥ #(RR, 0.88; 95% CI, 0.83-0.94)% & & #+% ¢ b (RR,
0.86; 95% Cl, 0.75-0.98)» iz 47 ¢ #f 4c J1 i 455 ¢ kb (RR, 1.36; 95% CI, 1.01-1.82)% & + J1 i ¥
i (RR, 1.66; 95% Cl, 1.41-1.95) o i 77 5 & % B > — 454 Big # [P d7 G2 5 B el aY
¥ R o

e R1989F » - B 165k 11} it B 9 G e f sk ¢ (019, 24 22071
PSR & AT R (F2P # % 325F 1) LiEDE R BRI G Y B
A T R ER D G16% e Rk F E B R ' o @ 20058 5 & crWHSzMD ¢ 3
39,876 AT wak FAHE Mo hgp  HASK L A A RS [P  (100F 5.5 2p 1
) FA 0 GIE10E LB BT R 0% s F R R AR R 0 X B AL
P oo BV B FR R L1T%G Y b AP R R & 350 24%q4 i (PP B R ¥

B o@D odlg MG bRk TG 6 R F R »&pﬂww BT LR AR
Bk % o0 L g e e 8 i £ 4 0 eh 4 F(RR, 1.40; 95% Cl, 1.07-1.83; P=0.02) -
o B AR ENEERU I b R RHTRT UFE26% e FEERE S T
B0 30 Yorrdk b fHEGY R bR o Bl BARA Y B L 5 KRRk b B R AT S A e
B e R AR b G b bk 0 RATT RN T BRI EEDF G
¢ b o T4t % @ HUS Preventive Services Task Force(USPSTF)4 &1 (% s 4454 5794 7 {4 ¢
¥ EPISEL AR T & T UIEF I E 0 A R FE ST R 0 @ 455K PITOK chk 1
@ PRTT R F LI R b o 2R R ARl o & £LUSPSTRs 23k 0 4ok o 4 4110
Eosdk F AR R GEEEI0%) 0 T LR Y PTG R FEE

IR B PEAOR B R 0 4 Fuk [ E R ip M Rsk o P A nIPADRR Y

25391 fE kit v F A BT b op L L B B SEB AR I PR & (5 p 8l

R100% ) X A EHASTE > RER AR FHTRIIAEFRCSFESEL FER
(HR, 0.80; 95% Cl, 0.58-1.10; P=0.16) 2 % * h % # & (HR, 0.84; 95% CI, 0.53-1.32; P=0.44). -
Be FTH R £1L618 Ao B R st & 2300 Fam R v AT G T L GRS 99
%:hi & < i § % 2 (RR, 0.91; 95% CI, 0.82-1.00) » iz £ & ;% & > *4 ¢ b % 2 % (RR, 0.83;
95% Cl, 0.63-1.10) - fr &> &2 # % B HWHSES ¥ - T A 4T # A 1F o~ i F A & 7)
Fodr{ EH BB B BRFL0E S FABRRG A ES B BT E

15



dfifn MRS o Y D MR EEY) G F 2016

AT GT OIEES R bR FU AR 2108 S e FARBE LR o
BJPADeh= S E AT RIS R ¥ PR R E A (> 65KR) AL FE A EF T EHR,
0.68; 95% CI1,0.46-0.99) » & » = A 475 MY » g3t ﬁ}%ﬁk:}fﬁ VLR R ek B (Bldec
M5B % 2t 140 mm Hg 2t A 4F5R R < 3r00 mmHg) » i1 ® * AT R B Y R OB 2 FHF
@*'&#ﬂ*%m%"ﬂﬁn@r# mwa%@ww* TR e R R S
o RESH] AT R E AR A4 2 B ¥ £ B (HR, 1.64; 95% CI, 0.83-3.29) » &5 A kb
Y UER S PETT RV UIEIAF R F‘ TP b oo H i dod o BRE m'&'ﬂ%’“’i‘"%mjﬁa Ay BB RS
%3 > i|4oestimated glomerular filtration rate <45 mL/min/1.73 m?chip % > @ * [P 277 & 7 1R
borg e boek % (HR, 0.21; 95% CI, 0.06-0.75) » @ 2 > BRI 2 i § F & e = «“122)0 i3
2 E B PAHA B 31 R0 ok 4 108wk FAHEE R EE 0 R AL G
o T BRI GORITYF Ak F A 0 20148 £ WY S s i F A RS
FedpilEsko eF b G ent fo bldcl0F v F A RBR B R AGSKR I b g L BB
P AR BREFAEOFRT BTG R RST RIERIUL R 2 Y R T g
HIE I ST EVE I A CE el S i

FPErT &> 8 &% FAFBIH AL Rk b B e 70 ORAEIEER TR A
150 029 2 430190 p & ikl Ba FAKBR S > BRHA R P HT RS
36%2L 5k 7 r“nc* B ip b % (RR, 0.64; 95% CI, 0.42-0.99; P=0.04)> @ ® % € 34 £ 4 J1 i
F ek ko BAAARESR Y 7533500 gt 1L ¥ B 7% B o 1B % (ABI <0.95 T 350.86) -
MRS AT R AT R AL AN R KB2E S FIRPHT FRER S CIUI R A v
B o ¥ ¢ > POPADA#S T - i p g tdm 7 0 fesen 1,276 4 o 2 ok 12t if

%7 B(ABIS 0.99) B % » G BEA ARG o FA BB EPLET FEHTFLER
Ao BEETFET gEIZRS ffﬂ?@’mwx— FEEE SR F R i 2 o ¥ b oATiE A e
= EGERU R EAEY b BRART UE M20062L K Y b a0 R % T A A
¥(RR, 0.71; 95% CI, 0.44-1.14; P=0.15) o F]3* » & jmip k% @6 %n B % > AT G
B 45 i o

B CAPRIE 5 ¢ @95 it d4 % 18 6 7% 8 755 B % (6% § 4 5 ri bR ) &
Rl&E7r o clopidogrel e # & cnff i w 8 % 25 4 F H371% > @ [P 417 § 2 5 4.86% > 49§

B *%& T "5 23.8% (95% Cl, 8.9-36.2; P=0.0028) » & F_if i 4% i Juukg WOV RE B

FEEAM - TR R R A G Ao

# B vcilostazol & 3f b S fe Y b dnEdy 0 - B e 70 37821 % @ F kA B R LS
~tragr (2 cilostazol e * % B0 v%on s B R T BT F R OR S e F F ek % (RR, 0.58;
95% Cl, 0.43-0.78; P<0.001) » @ ¥ 7 € 3 4c j ¥ & 5 78 % 5 (RR, 1.00; 95% Cl, 0.66-1.51;
P=0.996) « i& 1 4 47 ¢h3 & 325 L. CASTLE 5% » £ 1435k ii % b mym B % > 4 7
90%i% § % ¥ B fs { > 448 A fe 2 cilostazol# p A % 100% R & % A 0 36 Y 12§ A
HE60% i % i3k 23Xk 2 pr7 g Icilostazol g ¢ b B A F B 3.2% @ % FA 2R £6.1%
(P<0.05) - &7 cilostazol sk 12 e B 5 ¥% 5 s e B 7 a0 ¥ LT P B o

16



dfifn MRS o Y D MR EEY) G F 2016

3020024 > - R AT R B kg e R 260 b bR EE O R
FAZRO0-49 %F chle IR B #1044 4 F 557% 0 @ R F 5:50 99 %) ke RIFH ¢ B #
1073 4 % 3:293% ¥ - & 47§ 1m§ﬁ#meﬂ B F AR 26099 % % o T3
HHPFR A34B 0 > FRE B RS R SRR 2 ‘Eﬁmwwoﬁﬂ%f$%$
R nE B o BldrE e BRES sstatin il ) FEFE > BRAEOEREEEF 2 %P R D
1‘3&% iR ET rg (131132) | 420105 ch— e @pm(mz) s LR Ik ?ﬁjp %k 42 A 1£50-99
%ornip kg 2 b # F Bk 0 B 00% PR s | 5 E 0 80%4 PR ¥ statinx F i
R o AT KR E e Ak MR R ARG L P 2 F R 21% - - BRRES
77 B G EATT b vk FT0-99%niB %351 A & 0 @ puk [ EFB R EE
Fis R ¢ b b % (HR, 0.45; 95% CI, 0.31-0.66) = F]u* t % BAHA ;S 47 3147 21020 5 sy
BRI F DR R LT IR b B FF S R AT AR R

£ AR FEAM KT A (NCEP ATP NN™Y2 5 & @ 54 B ¢ (ONCT)" a2 sk 4f 454741
SRR GHANLIA LG TT RS L EY R AR iy o p A5 #
E3JRS %'U:}?ﬁh’lﬁifﬁ{ﬂ PA AR S PR R ATT T I TS SR E FEEoom I D ]ij
od b 4 FLERAGBIAR S TEH IR AT GRR L E > FA LT
&%Aﬁ{%@wgﬁmmﬁwoﬂ&’&%éﬁﬁpﬁmﬂ&ﬁﬁi+$%%ﬁ%%’@
8RR taes  F A A RTED RN £ b AR TR N PR T LGS AR

T

1.  Antithrombotic Trialists' Collaboration. Collaborative meta-analysis of randomised trials of antiplatelet therapy
for prevention of death, myocardial infarction, and stroke in high risk patients. BMJ 2002;324(7329):71-86.

2. AlgraA, van Gijn J. Aspirin at any dose above 30 mg offers only modest protection after cerebral ischaemia. J
Neurol Neurosurg Psychiatry 1996;60(2):197-9.

3. Farrell B, et al. The United Kingdom transient ischaemic attack (UK-TIA) aspirin trial: final results. J Neurol
Neurosurg Psychiatry 1991;54(12):1044-54.

4.  Antiplatelet Trialists' Collaboration.Collaborative overview of randomised trials of antiplatelet therapy--I:
Prevention of death, myocardial infarction, and stroke by prolonged antiplatelet therapy in various categories of
patients. BMJ 1994;308(6921):81-106.

5. Johnson ES, et al. A metaregression analysis of the dose-response effect of aspirin on stroke. Arch Intern Med
1999;159(11):1248-53.

6.  The Dutch TIA Trial Study Group. A comparison of two doses of aspirin (30 mg vs. 283 mg a day) in patients
after a transient ischemic attack or minor ischemic stroke. N Engl J Med 1991;325(18):1261-6.

7. Gorelick, P.B. and S.M. Weisman, Risk of hemorrhagic stroke with aspirin use: an update. Stroke, 2005. 36(8): p.
1801-7.

8.  HeJ, etal. Aspirin and risk of hemorrhagic stroke: a meta-analysis of randomized controlled trials. JAMA
1998;280(22):1930-5.

9.  Campbell CL, et al. Aspirin dose for the prevention of cardiovascular disease: a systematic review. JAMA
2007;297(18):2018-24.

10. Serebruany VL, et al. Analysis of risk of bleeding complications after different doses of aspirin in 192,036
patients enrolled in 31 randomized controlled trials. Am J Cardiol 2005;95(10):1218-22.

17



11.

12.

13.

14,

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

217.

28.

29.

30.

31.

32.

33.

dfifn MRS o Y D MR EEY) G F 2016

Shinohara Y, et al. Il. Cerebral infarction/transient ischemic attack (T1A). J Stroke Cerebrovasc Dis 2011;20(4
Suppl):S31-73.

Weisman SM, Graham DY. Evaluation of the benefits and risks of low-dose aspirin in the secondary prevention of
cardiovascular and cerebrovascular events. Arch Intern Med 2002;162(19):2197-202.

CAPRIE Steering Committee. A randomised, blinded, trial of clopidogrel versus aspirin in patients at risk of
ischaemic events (CAPRIE). Lancet 1996;348(9038):1329-39.

Sacco RL, et al. Aspirin and extended-release dipyridamole versus clopidogrel for recurrent stroke. N Engl J Med
2008;359(12):1238-51.

Gotoh F, et al. Cilostazol stroke prevention study: A placebo-controlled double-blind trial for secondary
prevention of cerebral infarction. J Stroke Cerebrovasc Dis 2000;9(4):147-57.

Shinohara Y, et al. Cilostazol for prevention of secondary stroke (CSPS 2): an aspirin-controlled, double-blind,
randomised non-inferiority trial. Lancet Neurol 2010;9(10):959-68.

Uchiyama S, et al. Benefit of cilostazol in patients with high risk of bleeding: subanalysis of cilostazol stroke
prevention study 2. Cerebrovasc Dis 2014;37(4):296-303.

Kim JS, et al. Cilostazol research in Asia: can it be applied to European and American patients? Int J Stroke
2015;10(Suppl 1):1-9.

Diener HC, et al. Aspirin and clopidogrel compared with clopidogrel alone after recent ischaemic stroke or
transient ischaemic attack in high-risk patients (MATCH): randomised, double-blind, placebo-controlled trial.
Lancet 2004;364(9431):331-7.

Bhatt DL, et al. Clopidogrel and aspirin versus aspirin alone for the prevention of atherothrombotic events. N
Engl J Med 2006;354(16):1706-17.

Derdeyn CP, et al. Aggressive medical treatment with or without stenting in high-risk patients with intracranial
artery stenosis (SAMMPRIS): the final results of a randomised trial. Lancet 2014; 383(9914):333-41.

The SPS3 Investigators. Effects of clopidogrel added to aspirin in patients with recent lacunar stroke. N Engl J
Med 2012;367(9):817-25.

Lee M, et al. Risk-benefit profile of long-term dual- versus single-antiplatelet therapy among patients with
ischemic stroke: a systematic review and meta-analysis. Ann Intern Med 2013;159(7):463-70.

Brott TG, et al. 2011 ASA/ACCF/AHA/AANN/AANS/ACR/ASNR/CNS/SAIP/SCAI/SIR/SNIS/SVM/SVS
guideline on the management of patients with extracranial carotid and vertebral artery disease. Stroke
2011;42(8):e464-540.

The ESPS Group. The European Stroke Prevention Study (ESPS): Principal end-points. Lancet
1987;2(8572):1351-4.

Diener HC, et al. European Stroke Prevention Study. 2. Dipyridamole and acetylsalicylic acid in the secondary
prevention of stroke. J Neurol Sci 1996;143(1-2):1-13.

The ESPRIT Study Group. Aspirin plus dipyridamole versus aspirin alone after cerebral ischaemia of arterial
origin (ESPRIT): randomised controlled trial. Lancet 2006;367(9523):1665-73.

Gent M, et al. The Canadian American Ticlopidine Study (CATS) in thromboembolic stroke. Lancet
1989;1(8649):1215-20.

Hass WK, et al. For Ticlopidine Aspirin Stroke Study Group. A randomized trial comparing ticlopidine
hydrochloride with aspirin for the prevention of stroke in high-risk patients. N Engl J Med 1989;321(8):501-7.
Gorelick PB, et al. Aspirin and ticlopidine for prevention of recurrent stroke in black patients: a randomized trial.
JAMA 2003;289(22):2947-57.

Kernan WN, et al. Guidelines for the prevention of stroke in patients with stroke and transient ischemic attack: a
guideline for healthcare professionals from the American Heart Association/American Stroke Association. Stroke
2014;45(7):2160-236.

Wiviott SD, et al. Prasugrel versus clopidogrel in patients with acute coronary syndromes. N Engl J Med
2007;357(20):2001-15.

Bavishi C, et al. Meta-Analysis of Comparison of the Newer Oral P2Y 12 Inhibitors (Prasugrel or Ticagrelor) to

18



34.

35.

36.

37.

38.

39.

40.

41.

42,

43.

44,

45,

46.

47.

48.

49,

50.

51.

52.

53.

54.
55.

56.

dfifn MRS o Y D MR EEY) G F 2016

Clopidogrel in Patients With Non-ST-Elevation Acute Coronary Syndrome. Am J Cardiol 2015;116(5):809-17.
Wallentin L, et al. Ticagrelor versus clopidogrel in patients with acute coronary syndromes. N Engl J Med
2009;361(11):1045-57.

James SK, et al. Ticagrelor versus clopidogrel in patients with acute coronary syndromes and a history of stroke
or transient ischemic attack. Circulation 2012;125(23):2914-21.

Durand-Zaleski I, Bertrand M. The value of clopidogrel versus aspirin in reducing atherothrombotic events: the
CAPRIE study. Pharmacoeconomics 2004;22(Suppl 4):19-27.

Pezalla E, et al. Initial assessment of clinical impact of a drug interaction between clopidogrel and proton pump
inhibitors. J Am Coll Cardiol 2008;52(12):1038-9; author reply 1039.

Gilard M, et al. Influence of omeprazole on the antiplatelet action of clopidogrel associated with aspirin: the
randomized, double-blind OCLA (Omeprazole CLopidogrel Aspirin) study. J Am Coll Cardiol
2008;51(3):256-60.

Yano H, et al. Influence of omeprazole and famotidine on the antiplatelet effects of clopidogrel in addition to
aspirin in patients with acute coronary syndromes: a prospective, randomized, multicenter study. Circ J
2012;76(11):2673-80.

Steinhubl SR, et al. Early and sustained dual oral antiplatelet therapy following percutaneous coronary
intervention: a randomized controlled trial. JAMA 2002;288(19):2411-20.

Yusuf S, et al. Effects of clopidogrel in addition to aspirin in patients with acute coronary syndromes without
ST-segment elevation. N Engl J Med 2001;345(7):494-502.

Gorelick PB, et al. Large artery intracranial occlusive disease: a large worldwide burden but a relatively neglected
frontier. Stroke 2008;39(8):2396-9.

De Silva DA, et al. Intracranial large artery disease among OCSP subtypes in ethnic South Asian ischemic stroke
patients. J Neurol Sci 2007;260(1-2):147-9.

Wang Y, et al. Prevalence and outcomes of symptomatic intracranial large artery stenoses and occlusions in China:
the Chinese Intracranial Atherosclerosis (CICAS) Study. Stroke 2014;45(3):663-9.

Chimowitz Ml, et al. Comparison of warfarin and aspirin for symptomatic intracranial arterial stenosis. N Engl J
Med 2005;352(13):1305-16.

Kasner SE, et al. Predictors of ischemic stroke in the territory of a symptomatic intracranial arterial stenosis.
Circulation 2006;113(4):555-63.

Zaidat OO, et al. The NIH registry on use of the Wingspan stent for symptomatic 70-99% intracranial arterial
stenosis. Neurology 2008;70(17):1518-24.

Liu L, et al. Dual antiplatelet therapy in stroke and ICAS: Subgroup analysis of CHANCE. Neurology
2015;85(13):1154-62.

Kwon SU, et al. Cilostazol prevents the progression of the symptomatic intracranial arterial stenosis: the
multicenter double-blind placebo-controlled trial of cilostazol in symptomatic intracranial arterial stenosis. Stroke
2005;36(4):782-6.

Kwon SU, et al. Efficacy and safety of combination antiplatelet therapies in patients with symptomatic
intracranial atherosclerotic stenosis. Stroke 2011;42(10):2883-90.

Toyoda K, et al. Protocol for Cilostazol Stroke Prevention Study for Antiplatelet Combination (CSPS.com): a
randomized, open-label, parallel-group trial. Int J Stroke 2015;10(2):253-8.

Di Tullio MR, et al. Atherosclerotic disease of the aortic arch as a risk factor for recurrent ischemic stroke. N Engl
J Med 1996;335(19):1464; author reply 1464-5.

Cohen A, et al. Aortic plaque morphology and vascular events: a follow-up study in patients with ischemic stroke.
FAPS Investigators. French Study of Aortic Plaques in Stroke. Circulation 1997;96(11):3838-41.

Kronzon I, Tunick PA. Aortic atherosclerotic disease and stroke. Circulation 2006;114(1):63-75.

Amarenco P, et al. The prevalence of ulcerated plaques in the aortic arch in patients with stroke. N Engl J Med
1992;326(4):221-5.

Yoshimura S, et al. Ulcerated plaques in the aortic arch contribute to symptomatic multiple brain infarction. J

19



S7.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

dfifn MRS o Y D MR EEY) G F 2016

Neurol Neurosurg Psychiatry 2010;81(12):1306-11.

Dressler FA, et al. Mobile aortic atheroma and systemic emboli: efficacy of anticoagulation and influence of
plaque morphology on recurrent stroke. J Am Coll Cardiol 1998;31(1):134-8.

Ferrari E, et al. Atherosclerosis of the thoracic aorta and aortic debris as a marker of poor prognosis: benefit of
oral anticoagulants. J Am Coll Cardiol 1999;33(5):1317-22.

Nishiga M, et al. Effects of medical treatment on the prognosis and risk of embolic events in patients with severe
aortic plaque. J Atheroscler Thromb 2013;20(11):821-9.

Tunick PA, et al. Effect of treatment on the incidence of stroke and other emboli in 519 patients with severe
thoracic aortic plaque. Am J Cardiol 2002;90(12):1320-5.

Amarenco P, et al. Clopidogrel plus aspirin versus warfarin in patients with stroke and aortic arch plaques. Stroke
2014;45(5):1248-57.

Bonello L, et al. Consensus and future directions on the definition of high on-treatment platelet reactivity to
adenosine diphosphate. J Am Coll Cardiol 2010;56(12):919-33.

Collet JP, et al. Bedside monitoring to adjust antiplatelet therapy for coronary stenting. N Engl J Med
2012;367(22):2100-9.

Depta JP, et al. Clinical outcomes using a platelet function-guided approach for secondary prevention in patients
with ischemic stroke or transient ischemic attack. Stroke 2012;43(9):2376-81.

Lee M, et al. Is clopidogrel better than aspirin following breakthrough strokes while on aspirin? A retrospective
cohort study. BMJ Open 2014;4(12):e006672.

Kim JT, et al. Different Antiplatelet Strategies in Patients With New Ischemic Stroke While Taking Aspirin. Stroke
2016;47(1):128-34.

January CT, et al. 2014 AHA/ACC/HRS guideline for the management of patients with atrial fibrillation:
executive summary: a report of the American College of Cardiology/American Heart Association Task Force on
practice guidelines and the Heart Rhythm Society. Circulation 2014;130(23):2071-104.

Camm AJ, et al. 2012 focused update of the ESC Guidelines for the management of atrial fibrillation: an update
of the 2010 ESC Guidelines for the management of atrial fibrillation. Developed with the special contribution of
the European Heart Rhythm Association. Eur Heart J 2012;33(21):2719-47.

eI th . & EEERE T AaTES L ARAEERE). 2012. The article is availabe at
http://www.stroke.org.tw/download/guideline/guideline_001.pdf.

Singer DE, et al. Antithrombotic therapy in atrial fibrillation: American College of Chest Physicians
Evidence-Based Clinical Practice Guidelines (8th Edition). Chest 2008;133(6 Suppl):546S-92S.

The ACTIVE Investigators. Effect of clopidogrel added to aspirin in patients with atrial fibrillation. N Engl J Med
2009;360(20):2066-78.

Hylek EM, et al. Major hemorrhage and tolerability of warfarin in the first year of therapy among elderly patients
with atrial fibrillation. Circulation 2007;115(21):2689-96.

Hansen ML, et al. Risk of bleeding with single, dual, or triple therapy with warfarin, aspirin, and clopidogrel in
patients with atrial fibrillation. Arch Intern Med 2010;170(16):1433-41.

Fisher M, Loscalzo J. The perils of combination antithrombotic therapy and potential resolutions. Stroke
2011;42(2):278-81.

Heidbuchel H, et al. Updated European Heart Rhythm Association Practical Guide on the use of non-vitamin K
antagonist anticoagulants in patients with non-valvular atrial fibrillation. Europace 2015;17(10):1467-507.
Osherov AB, et al. Incidence of early left ventricular thrombus after acute anterior wall myocardial infarction in
the primary coronary intervention era. Am Heart J 2009;157(6):1074-80.

Solheim S, et al. Frequency of left ventricular thrombus in patients with anterior wall acute myocardial infarction
treated with percutaneous coronary intervention and dual antiplatelet therapy. Am J Cardiol
2010;106(9):1197-200.

Schwalm JD, et al. Warfarin after anterior myocardial infarction in current era of dual antiplatelet therapy: a
randomized feasibility trial. J Thromb Thrombolysis 2010;30(2):127-32.

20



79.
80.

81.

82.

83.

84.

85.
86.

87.

88.

89.

90.
91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

dfifn MRS o Y D MR EEY) G F 2016

Hurlen M, et al. Warfarin, aspirin, or both after myocardial infarction. N Engl J Med 2002;347(13):969-74.
Vaitkus PT, Barnathan ES. Embolic potential, prevention and management of mural thrombus complicating
anterior myocardial infarction: a meta-analysis. J Am Coll Cardiol 1993;22(4):1004-9.

Freudenberger RS, et al. Risk of thromboembolism in heart failure: an analysis from the Sudden Cardiac Death in
Heart Failure Trial (SCD-HeFT). Circulation 2007;115(20):2637-41.

Homma S, et al. Warfarin and aspirin in patients with heart failure and sinus rhythm. N Engl J Med
2012;366(20):1859-69.

Lee M, et al. Risk-benefit profile of warfarin versus aspirin in patients with heart failure and sinus rhythm: a
meta-analysis. Circ Heart Fail 2013;6(2):287-92.

Szekely P. Systemic Embolism and Anticoagulant Prophylaxis in Rheumatic Heart Disease. Br Med J
1964;1(5392):1209-12.

Coulshed N, et al. Systemic embolism in mitral valve disease. Br Heart J 1970;32(1):26-34.

Silaruks S, et al. A prognostic model for predicting the disappearance of left atrial thrombi among candidates for
percutaneous transvenous mitral commissurotomy. J Am Coll Cardiol 2002;39(5):886-91.

Bonow RO, et al. 2008 Focused update incorporated into the ACC/AHA 2006 guidelines for the management of
patients with valvular heart disease: a report of the American College of Cardiology/American Heart Association
Task Force on Practice Guidelines (Writing Committee to Revise the 1998 Guidelines for the Management of
Patients With Valvular Heart Disease): endorsed by the Society of Cardiovascular Anesthesiologists, Society for
Cardiovascular Angiography and Interventions, and Society of Thoracic Surgeons. Circulation,
2008;118(15):€523-661.

Mok CK, et al. Warfarin versus dipyridamole-aspirin and pentoxifylline-aspirin for the prevention of prosthetic
heart valve thromboembolism: a prospective randomized clinical trial. Circulation 1985;72(5):1059-63.
Cannegieter SC, et al. Thromboembolic and bleeding complications in patients with mechanical heart valve
prostheses. Circulation 1994;89(2):635-41.

Nkomo VT, et al. Burden of valvular heart diseases: a population-based study. Lancet 2006;368(9540):1005-11.
Nishimura RA, et al. Echocardiographically documented mitral-valve prolapse. Long-term follow-up of 237
patients. N Engl J Med 1985;313(21):1305-9.

Avierinos JF, et al. Cerebral ischemic events after diagnosis of mitral valve prolapse: a community-based study of
incidence and predictive factors. Stroke 2003;34(6):1339-44.

Kizer JR, et al. Mitral annular calcification, aortic valve sclerosis, and incident stroke in adults free of clinical
cardiovascular disease: the Strong Heart Study. Stroke 2005;36(12):2533-7.

CAST (Chinese Acute Stroke Trial) Collaborative Group. CAST: randomised placebo-controlled trial of early
aspirin use in 20,000 patients with acute ischaemic stroke. Lancet 1997;349(9066):1641-9.

International Stroke Trial Collaborative Group. The International Stroke Trial (IST): a randomised trial of aspirin,
subcutaneous heparin, both, or neither among 19435 patients with acute ischaemic stroke. Lancet
1997;349(9065):1569-81.

Suri MF, et al. Safety and tolerability of 600 mg clopidogrel bolus in patients with acute ischemic stroke:
preliminary experience. Med Sci Monit 2008;14(10):P139-44.

Lee YS, et al. Cilostazol in Acute Ischemic Stroke Treatment (CAIST Trial): a randomized double-blind
non-inferiority trial. Cerebrovasc Dis 2011;32(1):65-71.

Shimizu H, et al. Cilostazol for the prevention of acute progressing stroke: a multicenter, randomized controlled
trial. J Stroke Cerebrovasc Dis 2013;22(4):449-56.

Dengler R, et al. Early treatment with aspirin plus extended-release dipyridamole for transient ischaemic attack or
ischaemic stroke within 24 h of symptom onset (EARLY trial): a randomised, open-label, blinded-endpoint trial.
Lancet Neurol 2010;9(2):159-66.

Kennedy J, et al. Fast assessment of stroke and transient ischaemic attack to prevent early recurrence (FASTER):
a randomised controlled pilot trial. Lancet Neurol 2007;6(11):961-9.

Wang Y, et al. Clopidogrel with aspirin in acute minor stroke or transient ischemic attack. N Engl J Med

21



102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

dfifn MRS o Y D MR EEY) G F 2016

2013;369(1):11-9.

Wong KS, et al. Clopidogrel plus aspirin versus aspirin alone for reducing embolisation in patients with acute
symptomatic cerebral or carotid artery stenosis (CLAIR study): a randomised, open-label, blinded-endpoint trial.
Lancet Neurol 2010;9(5):489-97.

Johnston SC, et al. Platelet-oriented inhibition in new TIA and minor ischemic stroke (POINT) trial: rationale and
design. Int J Stroke 2013;8(6):479-83.

Johnston SC, et al. Acute Stroke or Transient Ischemic Attack Treated with Aspirin or Ticagrelor and Patient
Outcomes (SOCRATES) trial: rationale and design. Int J Stroke 2015;10(8):1304-8.

Adams HP Jr, et al. Treating patients with ‘'wake-up' stroke: the experience of the AbESTT-II trial. Stroke
2008;39(12):3277-82.

Zinkstok SM, Roos YB, on behalf of the ARTIS investigators. Early administration of aspirin in patients treated
with alteplase for acute ischaemic stroke: a randomised controlled trial. Lancet 2012;380(9843):731-7.

Peto R, et al. Randomised trial of prophylactic daily aspirin in British male doctors. Br Med J (Clin Res Ed)
1988;296(6618):313-6.

Steering Committee of the Physicians' Health Study Research Group. Final report on the aspirin component of the
ongoing Physicians' Health Study. N Engl J Med 1989;321(3):129-35.

ETDRS Investigators. Aspirin effects on mortality and morbidity in patients with diabetes mellitus. Early
Treatment Diabetic Retinopathy Study report 14. JAMA 1992;268(10):1292-300.

Hansson L, et al. for the HOT Study Group. Effects of intensive blood-pressure lowering and low-dose aspirin in
patients with hypertension: principal results of the Hypertension Optimal Treatment (HOT) randomised trial.
Lancet 1998;351(9118):1755-62.

Meade T. Low dose warfarin and aspirin in preventing IHD. Practitioner 1998;242(1592):799-803.

Hart RG, et al. Aspirin for the primary prevention of stroke and other major vascular events: meta-analysis and
hypotheses. Arch Neurol 2000;57(3):326-32.

Collaborative Group of the Primary Prevention Project(PPP). Low-dose aspirin and vitamin E in people at
cardiovascular risk: a randomised trial in general practice. Lancet 2001;357(9250):89-95.

Antithrombotic Trialists’ (ATT) Collaboration. Aspirin in the primary and secondary prevention of vascular
disease: collaborative meta-analysis of individual participant data from randomised trials. Lancet
2009;373(9678):1849-60.

Raju N, et al. Effect of aspirin on mortality in the primary prevention of cardiovascular disease. Am J Med
2011;124(7):621-9.

Robinson JG, et al. Benefits associated with achieving optimal risk factor levels for the primary prevention of
cardiovascular disease in older men. J Clin Lipidol 2012;6(1):58-65.

Ridker PM, et al. A randomized trial of low-dose aspirin in the primary prevention of cardiovascular disease in
women. N Engl J Med 2005;352(13):1293-304.

U.S. Preventive Services Task Force. Aspirin for the prevention of cardiovascular disease: U.S. Preventive
Services Task Force recommendation statement. Ann Intern Med 2009;150(6):396-404.

Ogawa H, et al. Low-dose aspirin for primary prevention of atherosclerotic events in patients with type 2 diabetes:
a randomized controlled trial. JAMA 2008;300(18):2134-41.

Butalia S, et al. Aspirin effect on the incidence of major adverse cardiovascular events in patients with diabetes
mellitus: a systematic review and meta-analysis. Cardiovasc Diabetol 2011;10:25.

Soejima H, et al. Aspirin reduces cerebrovascular events in type 2 diabetic patients with poorly controlled blood
pressure. Subanalysis from the JPAD trial. Circ J 2012;76(6):1526-32.

Jardine MJ, et al. Aspirin is beneficial in hypertensive patients with chronic kidney disease: a post-hoc subgroup
analysis of a randomized controlled trial. J Am Coll Cardiol 2010;56(12):956-65.

Meschia JF, et al. Guidelines for the primary prevention of stroke: a statement for healthcare professionals from
the American Heart Association/American Stroke Association. Stroke 2014;45(12):3754-832.

Bushnell C, et al. Guidelines for the prevention of stroke in women: a statement for healthcare professionals from

22



125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

dfifn MRS o Y D MR EEY) G F 2016

the American Heart Association/American Stroke Association. Stroke 2014;45(5):1545-88.

Berger JS, et al. Aspirin for the prevention of cardiovascular events in patients with peripheral artery disease: a
meta-analysis of randomized trials. JAMA 2009;301(18):1909-19.

Fowkes FG, et al. Aspirin for prevention of cardiovascular events in a general population screened for a low ankle
brachial index: a randomized controlled trial. JAMA 2010;303(9):841-8.

Belch J, et al. The prevention of progression of arterial disease and diabetes (POPADAD) trial: factorial
randomised placebo controlled trial of aspirin and antioxidants in patients with diabetes and asymptomatic
peripheral arterial disease. BMJ 2008;337:a1840.

Uchiyama S, et al. Stroke prevention by cilostazol in patients with atherothrombosis: meta-analysis of
placebo-controlled randomized trials. J Stroke Cerebrovasc Dis 2009;18(6):482-90.

Nadareishvili ZG, et al. Long-term risk of stroke and other vascular events in patients with asymptomatic carotid
artery stenosis. Arch Neurol 2002;59(7):1162-6.

Abbott AL, et al. Embolic signals and prediction of ipsilateral stroke or transient ischemic attack in asymptomatic
carotid stenosis: a multicenter prospective cohort study. Stroke 2005;36(6):1128-33.

Abbott AL. Medical (nonsurgical) intervention alone is now best for prevention of stroke associated with
asymptomatic severe carotid stenosis: results of a systematic review and analysis. Stroke 2009;40(10):e573-83.
Marquardt L, et al. Low risk of ipsilateral stroke in patients with asymptomatic carotid stenosis on best medical
treatment: a prospective, population-based study. Stroke 2010;41(1):e11-7.

King A, et al. The effect of medical treatments on stroke risk in asymptomatic carotid stenosis. Stroke
2013;44(2):542-6.

Expert Panel on Detection, Evaluation, And Treatment of High Blood Cholesterol In Adults. Executive Summary
of The Third Report of The National Cholesterol Education Program (NCEP) Expert Panel on Detection,
Evaluation, And Treatment of High Blood Cholesterol In Adults (Adult Treatment Panel 111). JAMA
2001;285(19):2486-97.

Chobanian AV, et al. The Seventh Report of the Joint National Committee on Prevention, Detection, Evaluation,
and Treatment of High Blood Pressure: the JNC 7 report. JAMA 2003;289(19):2560-72.

De Berardis G, et al. Association of aspirin use with major bleeding in patients with and without diabetes. JAMA
2012;307(21):2286-94.

23



%t Appendices

i MRS o Y DL MR SR G 2016

% W%k ¢ (American Heart Association ) 7845 % % 2 23R 5% B3R T8

ESTIMATE OF CERTAINTY (PRECISION) OF TREATMENT EFFECT

LEVEL A

Multiple populations
evaluated*

Data derived from multiple
randomized clinical trials
or meta-analyses

LEVEL B

Limited populations
evaluated*

Data derived from a
single randomized trial
or nonrandomized studies

LEVEL C

SIZE OF TREATMENT EFFECT

CLASS lla

Benefit > > Risk
Additional studies with
focused objectives needed
IT IS REASONABLE to per-
form procedure/administer
treatment

= Recommendation in favor
of treatment or procedure
being useful/effective

= Some conflicting evidence
from multiple randomized
trials or meta-analyses

m Recommendation in favor
of treatment or procedure
being useful/effective

= Some conflicting
evidence from single
randomized trial or
nonrandomized studies

= Recommendation in favor

Very limited populations of treatment or procedure
evaluated* being useful/effective
Only consensus opinion : mm‘:::‘:&:lz’:"
of experts, case studies, [ " :
or standard of care
or standard of care
Suggested phrases for should is reasonable may/might be considered COR Il CORII:
writing recor is ded can be useful/effective/beneficial  may/might be reasonable No Benefit Harm
is indicated is p_rub_ably recommended usefulness/effectiveness is_ is not potentially
is useful/effective/beneficial or indicated unclear/uncertain harmful
or not well established is notindicated  causes harm
should not be associated with
Comparative treatment/strategy A is treatment/strategy A is probably P;”‘.‘".“f“’ ol ?t;?[ens;{:ﬁ;h'd'
effectiveness phrases’ recommended/indicated in recommended/indicated in a m’"'"'s er
preference to treatment B preference to treatment B other should not be
treatment A should be chosen it is reasonable to choose is not u_sefull performed/
over treatment B treatment A over treatment B beneficial/ administered/
effective other
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