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A BAZ FAME S AL FHSE (acute coronary syndrome,

p

ACS) & AAAY 7 &3t dlo)7k stk ACS 9 4F €xp7t

sl Edstel SRYRAH  Wdd w7k e AREA ]

g, O g dawe] @43, ddEH W 949 I T vF

HEpgEetA 71dEs 7= Aol ACS 9 dAYe dA
B3 o]z F WEH #Hfel] wE R o Aol uwet
E<¢rd4 ¥4 5 (unstable angina; UA), ST 2244 A7 415 (Non
ST—-segment Elevation Mpyocardial Infarction; NSTEMID) %
ST EAANS A HME(ST—-segment Elevation Myocardial
Infarction; STEMD 2= &= FdY HAS] FHz TAH7| =
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ACSS H8#AZS ] T3 g acloln 7]E el g3t ACS
% 35,233 8 F 310 H(0.9%)2 dA7|3tel| HFZFo] HASA L, 1
T 1009 (32.6%)2 AZtst HEFo 2 95 oM, 269(1.1%) = HY
T 6 MY ool F7tR WHETo] BT I F 56 H(20.9%) =

N7 wEZF019S(5). 1979-1998 W74 2,160 W A&

HEAMFOR AAT BAEL PPOR @ AT wEw PR
WA F 30 L ool WEFS WANTS ATl wlse] 44 u)

wom, MEFel WAT WAES AAAF WA olF A
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.89 W (95%CI, 2.44—3.43 Aoz HIHYTHB).
ARl Algst AFoME FANTAEANER 173,233 WS
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36.5%% HETS TRESHA &2 SAEolM = AMEE 18.3% KT
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ACS & Wegests 1A meh ARzl oA 7RH
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FedA R olglel FIrHae] Fad AAE AASA =k

313 A~ 74 (anti—platelet agent) + ACS $HAto| A AN LS oA 6=
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yAdS 7M1 dx= Ad8aAAE 2A (Cardiovascular  events) 9
Aol =2 FoE YeR . wmebA] A2 FF A A S F71 8-
st AT A7 A8, 9).

Al 2 ~ B} (Cilostazol) = A #1& el phosphodiesterase type M9

AAAZAN c—AMP 9o i FT=E IS #FESE 7K

AR ENTETY]  AEAeRr oAy FERIEIAS
W83l o] 29 (Dual antiplatelet therapy, DAT)S ojv] TFX G =
W 7]E Aol st 8N HETOl diEiAM =
ARgHrt oy A HEFS Lsld =t dAdt
UTH(11-14). Tt 7] AFolA ofAdd whigto] Hs] ofAv i
2ERYEI9  wWIeWTeld FELR ol E=do] E=A
WAL (1.3% vs. 2.1%), EF ofAvRy SRIETH PETS
izl vlste] &8 gAel 3.18 wl S7ksttE BaE A5,
16).

(o

2010 d 3 & 1 9 BAEAFAN= ‘2799 AL Y
WiHel #wet AFALE Ak F F d A #st uA (AWM E
2010-39) oA #ds™ AHE Al & g 249 QAP WA=
st Ag, AP HREA EE= gdd JgFHoE vge AdEE
Al<= (Multiple —stenting) 3t 812} 2] Aol =
Aspirin+Clopidogrel+Cilostazol 2FA & ¥ (Triple antiplatelet therapy,

3

-":rxﬁ-! ":I:I '|_



TAD = w95 AAsty w9074 713 1 d o= Al 8 =
Cilostazol & 6 7R &7HA R FoilA)ate, 1d o] Fol7t BQ3t A5
Augddare] Folidags Fxete]l AlEEE dAdTn
A7)

H ACS gzl A2 AHAl a3 olAl e vlus A75S B
1,212 2 ACS & thdo g 3 T2 g dA1del 30

%k (p=0.249) 1 A7A FHABEI AAE 1.6% vs. 0.7%=

!

EAZ R FoatA &gt (p=0.109). 8 FF 1.6% vs. 2.5% =
FAAFCE  FostA  &Uth(p=0.304) (18). 3ot HEREH AT
st Al @¥elA olAl el nliste] A, ATANT, YA
=%, 2HE ZAYY s 2 TG (Major Adverse
Cardiac Event, MACE)?%] A& FostA wHFx X3, 1 F
84 HEF9 WP RR=0.62, 95%CI 0.38—-1.03)% &
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Table 2.1 Information of Korean Health Insurance Review and Assessment Service

database

List of variables

Patients' characteristics

Diagnosis

Prescription

Procedure

De-identified patient number
Age,

Gender

Hospital identifier

Hospital visit type

Region, etc.

Diagnostic code (ICD-10)

Date of diagnosis

Drug generic name
Prescription date

Duration

Procedure code

Date of procedure performed




2.2 Q7HEA " A7

B OATE ACS BAECN AW oldeye WET w4 o
Fd A9 dEtel wmab]  gsel $3H  mIEATE
A}

AR AA7IES theak ol Aosigrh 2010 W 1 4

1 9%E 20139 129 31 9744 FABFFRZS 57 (ICD-10: 120.0,

21)& FAUY = BAd9 (1 ez e g = $F4s
HHESE 30 Al ol AAdsxtEA  FAdt WA AHIE

AlE (NI M6561-4) FE7E Qlow  EAle]  ofAvH}

FRYEIES A Aol EFAIZ T

»
r 0
)
iy
o

AFAA A 7ES b ol FYekth 2009 @ 1 €
195E 20099 12€ 3147k#] AN FAS(ICD-10:120—-25) 9
IHAEo] Q= Fxp

161-69), 434 AL ACD-10: G45)2 #HAEHo] Q= A}

ol

rir
2
i/
>
)
ki

, AACS A o]Hof =35 (ICD-10:

A ZAERES Aol e 31, A A A5 S A< (percutaneous
coronary intervention, PCI) (A]&3E=: M6551, M6552, M6561—4,

M6571, M6572, M6633, M6634) 2] A Ho] = dAp= A QA AT

2010 9 1 9 1 938 2013 9 12 € 31 A7k4] ACS & Ak
A= F 665,313 ol SuA Ee ddor udstel A&
Aehdke 3z 5 AN LGATY HAY Ee HEFY #AH
Ue FAAE AL 188,470 Wolth I F AHgo®E #WYE

AHIEAYES At 1 o] PCI Al #AHol gl Ao

30-99 Al &A= 47,219 Welddw. 1 AHE ASles w2 o



HFS wbx] ¢k Blxli= 32,768 Wolth(Figure 2.1). 71 % Index
date]  AypASrE EAst S} A QT 147 9, oA QWL
483 S AQsty HF AFdAE TAT o2 7,388 ¥, DAT <&

32,285 o] 8l

Patients with ACS, aged more than 30
from Jan 1, 2010 to Dec. 31,2013

(N=665,313) Excluded (N=476,843):
»| 1. Visit as outpatients
y 2. Ischemic heart disease history

Visit as inpatients or emergency visit patients | |3 Stroke history
with initial diagnosis of ACS

(N=188,470) Excluded (N=141,251):
»| 1. Notreceive stent
v 2. PCI history
Coronary stent implantation at the first visit 3. Less than 30 year-old
and aged 30 99 4. More than 99 vear-old
(N=47,219)

[Excluded (N=4,802):

1. Prescribed aspirin only

Y 2. Prescribed clopidogrel only
3. Prescribed cilostzazol before

Y

Aspirin and clopidogrel prescription at

the first visit index date
(N=42,417)
v
Cilostazol prescription at the first visit
v -
Yes ~No . Excludf:d (_\=.2,114): .
v v * Prescribed cilostazol during the
. duration of the DAT prescription
Triple therapy Dual therapy
(N=7,535) (N=32,768)

Figure 2.1. Selection process for study population.
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rhe

Ao A= aspirin, clopidogrel, cilostazol & =W A]#3] 7}
9 B3z 8o 7Fedt kRS APgtEE A5t
Clopidogrel ¥} cilostazol 9 7%+ *WejekFolm g 43 x5 of A

H7b7F 7bssteh. Aspirin ] A% OTC 2% o] 7bssht B3 A&

i

714 clopidogrel ¥} &7 AHW&d A Fo45 JAsIEE AEHY

A8F ol §F FEwE B btk

kA0l 15 o vwkel A= d&59d Aoz A osditt(Figure 2.2).

lly

Aspirin, clopidogrel T+ cilostazol < index @#ol ko 3z}

i

% index g&tof A 7FA kA E BF AW =S TAT +2
2F

DAT To® AHosta ojA el FAaA&A7|+ F cilostazol & &

dlol
i
llo

Aolstdtt. 71 2] aspirin, clopidorel & EA|ef| A Wike

-

Holgbe Ak S22 DAT wellA Al &1 Z
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2.4 A3

o ATAAY AHge HES Y FFolth HEFS JEA
=%, 294 HEF Y 2 EREHA ¥ HEFS XA
Hdd HEFTY e HF¥Y HEFACD-10: 163)7 LA
I (ICD-10: G45) & XFA71, 284 HEF2 45 ICD-10 2=
160-62, &8 EFHA I HEFS 164 = Fo3qlrt. =t ojejst
Agdgoz oy FFAE  WESen  Fd HAA

CT A<=x= (HA441, HA443, HA451, HA453, HA461, HA463,

HA471, HA473, HA481, HA483)

¥ MRI A<«#= (HE10I,
HE108, HE201, HE208, HE235, HE236, HE301, HE308, HE401,
HE408, HE501, HE508)7} AeE Aot 89 A%
Jeolv SFAs WwEsty ¥4 Aget 7ek =8

73 =8 (ICD-10: K250, K252, K254, K260, K262, K264, K270,

O‘l}_——_
AN

Z == O
=5 =

=

K272, K280, K282, K920, K921, K922), &&7] ¢ (ICD-10: R0O4,

[e)]

Ay zest 9l

|

J942),

A= st

H%7] 23 (CD-10: N02, R31)%9
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Index GA=HH 7} Aapiso] 3 dPA7A 2 dofsglon £49
B4 Index @AZHE H Fdo] TR IR Al BE
Aol diste]  AFFAICD-10:  RO3, R98, R99, 1461),
ShEAGAY] BUL &, Eb ATFEYY A FEEBoR
EREFasy

FEAEAYe] s @R olAlewe  Ag,  okxddd
ZRIETE] AEAe] s E F owE IRz, AAe
B-olls ofxdd, 2RI EIY Y ARXEES] AHAY] Euys

9 F 4w gRs g olseltt,
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ASC &Ap=olA FdadA o A 9 dapigo] o

59, 60-69, 70+), A48, A9, RAFHF, Asd2 stent F7 (Drug—

Eluting Stent, DES; Bare Metal Stent, BMS), ©]d 1 Wd¥<¢le] ##

Ary, FEAS W gAY o]l FAJAVIE Fbe] oFEANEYH &
ekt FHEA ko) = A 54 (150), 238 (110-15),

OAAAHZ(ET7R), W (E10-14), Yx=daA43(170, 171, 173.1,
173.8,173.9,177.1,179.0, 179.2, K55.1, K55.8, K55.9, 795.8, 795.9),
TP A A S (J41-44), TAAARHA(NIS), wHAZFASH(K70-74),

Y-A=d7FH (K21, 237 A A (K25-27), A4 gl

NAOFE 7z} ZAeA CClI HF+E At=sith(Table 2.2) (20). B+

EEFHZAAA (Proton pump inhibitor, PPD), AEFEL,
E}x} oA (Beta blocker), Zaald x}wkA| (Calcium channel blocker,
CCB), olxAl, A edAil d&das4 AA (Angiotensin—converting
enzyme inhibitor, ACE inhibitor), 3&-&3A], <k dAl &=

2tk A (Angiotensin 1l receptor blocker, ARB), A® A AZ2&EYd &5
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oA 4| (Selective serotonin reuptake inhibitor, SSRI), ZAFA,
Hl| A Zo)l=A 497 E A (Non—steroidal anti—inflammatory drug,
NSAID), AHZol=Go] XETEGLE wHEekE faixs IZTE

JAARRE 7 old 1 Y AWAAY @ nFE JAARTY
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Table 2.2 Disease, ICD-10 codes, and their weights to calculate the Charlson

comorbidity index

Disease ICD-10 code Weights
Myocardial infarction 121.x, 122.X, 125.2 1
Congestive heart failure 109.9, 111.0, 113.0, 113.2, 125.5, 142.0, 1

142.5-142.9, 143.x, 150.x, P29.0
Peripheral vascular 170.x, 171.x, 173.1, 173.8, 173.9, 177.1, 1
disease 179.0, 179.2, K55.1, K55.8, K55.9,
Z95.8, 795.9
Cerebrovascular G45.x, G46.x, H34.0, 160.x-169.x 1
disease
Dementia F00.x-F03.x, F05.1, G30.x, G31.1 1
Chronic pulmonary 127.8, 127.9, J40.x-J47 X, J60.x-J67 X, 1
disease J68.4, J70.1, J70.3
Rheumatic disease MO05.x, M06.x, M31.5, M32.x—-M34.x, 1
M35.1, M35.3, M36.0
Peptic ulcer disease K25.x-K28.x 1
Mild liver disease B18.x, K70.0-K70.3, K70.9, K71.3— 1
K715, K71.7, K73.x, K74.x, K76.0,
K76.2-K76.4, K76.8, K76.9, Z94.4
Diabetes without E10.0, E10.1, E10.6, E10.8, E10.9, 1
chronic complication E11.0, E11.1, E1l1.6, E11.8, E11.9,
E12.0, E12.1, E12.6, E12.8, E12.9,
E13.0, E13.1, E13.6, E13.8, E13.9,
E14.0, E14.1, E14.6, E14.8, E14.9
Diabetes with chronic E10.2-E10.5, E10.7, E11.2-E11.5, 1

complication

E11.7, E12.2-E12.5, E12.7, E13.2-
E13.5, E13.7, E14.2-E14 .5, E14.7
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Disease ICD-10 code Weights
Hemiplegia or G04.1, G11.4, G80.1, G80.2, G81.x, 2
paraplegia G82.x, G83.0-G83.4, G83.9
Renal disease 112.0, 113.1, NO03.2-N03.7, NO05.2— 2

NO05.7, N18.x, N19.x, N25.0, Z49.0-
Z49.2,794.0, 299.2
Any malignancy, C00.x-C26.x, C30.x-C34.x, C37.x— 2
including lymphoma C41.x, C43.x, C45.x—C58.x, C60.x—
and leukemia, except C76.x, C81.x—C85.x, C88.x, C90.x—
malignant neoplasm of ~ C97.x
skin
Moderate or severe 185.0, 185.9, 186.4, 198.2, K70.4, K71.1, 3
liver disease K72.1, K72.9, K76.5, K76.6, K76.7
Metastatic solid tumor ~ C77.x—C80.x 6
AIDS/HIV B20.x-B22.x, B24.x 6
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2.7 A7 HolgHo|l~ F=

2009 W 1 € 1 943E 2013 d 12 € 31 471X 9 AHY A=

g% delEuol A FEIAG

2009 91 9 1 d%¥E 12 € 31 d7A = ACS =3 3=

Iz

957

dstel 1 WESH HPY APAT W NEBF FAYe] b BAE

gttt 2010 @ 1 € 1 dFH 2013 d 12 ¥ 31 47HA =
ATFTEL7MA AFALVES  WwHIe ACS  2AFAE F9l
2 Index YRE st AFHgel sty FAHAAES A
dolgmol~E  FHh AT dHolEHolAE A JEHR

o] &35t RS (person—
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2.8 TAEH

2.8.1 FE4wA 9| AMEFEB7t

H AR E v AEo] ACS & A& kw1 < (index date)

stent NY&ES WS x5 T aspirin, clopidogrel & A

2219} aspirin, clopidogrel @ cilostazol & #|

3}Fo]2 #Fst1 DAT ¢ TAT A=

(&

A, Axgk, AU, SRS AEAA

=2
W
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Before propensity score matching

|

DAT

0 —

TAT

0.010.050090.130.17 0.21 0.250.29 0.33 0.37 0.41 0.450.49 0.53 0.57 0.61 0.65 0.69 0.73 0.77 0.81 0.85 0.89 0.93

Estimnated Probability

After propensity score matching

it |
I ¢

DAT

TAT

g-f

]

0.015 0075 0.135 0.195 0.255 0315 0375 0435 0495 0555 0.615 0.675 0735 0795 0.855
Estirmated Probability

Figure 2.2 Propensity score distributions, before and after matching.
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2.8.4 A

Aol = Al 3t oAl e W

.

el

year) &9l 2

—d (person

Nl

7

T

o]
fi%e)
N

<

number of events

Incedece rate

person time

tol ARl QW3 ol Al Qe v EF 3t

g5

F 95% A FH TS

5|
pia

&} ol o

L
a1

g EA el gk Ao E

=
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e

o
=

S

o
T

=2~n8]#9]
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AU EE W oo thsk 95% AlFhE AAESd. HES T
gAY HEFT, 294 HET, 2d ERHEA @42

tisked 1,000 dd EAEN AdeldxE Bl ool oig 95%
A2 AbEsielt. 2d9del daiA: 1,000 ddd 2=

AURE 2 olo] the 95% AHTRE AESAL

QAT Ao, AAlsl olAleMel g HEF @ 23
BAAYE, BAR A F 5L ool A1F LHE 5%E HYL

dolg o] A9l 5 YW EA= SAS Enterprise Guide 6.1 (SAS

flo

Institute, Cary, NC, USA)S o]&3sto] AlgstRar, FA14 A4
PASS trial version 13.0.8 (NCSS PASS, Kaysville, Utah, USA) &

o]-gato] A&ttt
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52

DAT 3 TAT 2 Z+7} 7,265 Hold

T QA Y (Table 3.1).
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Table 3.1. Baseline characteristics of patients starting treatment with dual and triple antiplatelet therapy before and after propensity score

matching.
Initial cohort 1:1 propensity score-matched cohort
DAT TAT DAT TAT
(N=32,285) (N=7,388) d (N=7,265) (N=7,265) d
N (%) N (%) N (%) N (%)

Age, yr (MeantSD) 60.7£12.6 60.9£12.0 0.020 60.7£12.0 60.9+11.9 0.023
30-39 1,135 3.6 217 3.01 -0.033 205 3.0 200 29  -0.004
40-49 5373 169 1,134 16.0 -0.035 1,157 16.2 1,119 16.2 -0.015
50-59 9,447  29.6 2,143 284  -0.006 2,145 294 2,117 285  -0.009
60-69 7,707  23.7 1916 26.1 0.048 1,874 259 1,881 259 0.002
70+ 8,623 26.2 1978 26.6 0.001 1,884 256 1,948 26.5 0.034

Gender
Male 24,612 76.5 5,623 76.5 -0.003 5568 76.7 5530 76.2 -0.012
Female 7,673 23.6 1,765 235 1,697 234 1,735 2338

Stent type
Drug-eluting stent 28,892 89.8 6,747 911  -0.062 6,627 915 6,632 91.0 -0.002
Bare metal stent 3,393  10.2 641 8.9 638 8.6 633 9.0

Hospital type
Superior general hospital 14,265 444 2,219 344  -0.296 2,242 353 2,209 348 -0.010
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Initial cohort

1:1 propensity score-matched cohort

DAT TAT DAT TAT
(N=32,285) (N=7,388) d (N=7,265) (N=7,265) d
N (%) N (%) N (%) N (%)

General hospital 16,528 51.2 4,747  60.2 0.267 4,631 59.7 4,644 59.8 0.004

Hospital/Clinic 1,492 4.5 422 5.4 0.049 392 499 412 5.3 0.012
Insurance type

Health insurance 30,895 95.8 6,998 949  -0.045 6,880 95.0 6,887 95.0 0.004

Medicaid 1,371 4.1 384 5.0 0.045 374 4.9 373 49 -0.001

Veterane 19 0.1 6 0.1 0.008 11 0.1 5 0.1 -0.024
Charlson comorbidity index (Mean+SD) 0.9+1.4 1.1+15 0.142 1.0+1.5 1.0+1.5 0.015

0 18,186 56.6 3,690 509 -0.128 3,692 53.0 3,685 51.9 -0.002

1 7,279 226 1,735 232 0.022 1,715 23.0 1,706 23.2 -0.005

2 3,102 9.6 784 104 0.033 753 9.7 762 10.3 0.004

3 1,841 5.6 554 7.2 0.073 517 6.7 528 6.8 0.006

4+ 1,877 5.7 625 8.2 0.103 588 7.5 584 7.8  -0.002
Comobidity

Heart failure 378 1.2 78 1.2 0.010 66 0.9 75 1.0 0.012

Hypertension 12,137 373 3,024 40.2 0.068 2,839 389 2,936 394 0.010

Dyslipidemia 5,584 82.8 1,428 19.0 0.053 1,345 179 1,372 18.7 0.022
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Initial cohort 1:1 propensity score-matched cohort

DAT TAT DAT TAT
(N=32,285) (N=7,388) d (N=7,265) (N=7,265) d
N (%) N (%) N (%) N (%)
Diabetes mellitus 6,217 19.3 2,123  28.7 0.223 2,046 244 2,013 253 -0.010
Peripheral vascular disease 2,161 6.5 626 8.3 0.067 591 7.9 597 7.9 0.003
Chronic obstructive pulmonary disorder 2,963 9.1 746 10.0 0.031 687 94 728 9.8 0.019
Chronic renal failure 328 0.9 96 1.4 0.026 83 11 93 1.3 -0.002
Chronic liver disease 724 2.7 209 2.8 0.038 189 2.6 197 2.7 -0.013
Gastro-esophageal reflux disease 4,720 146 1,081 145 0.007 1,070 147 1,058 146  -0.004
Peptic ulcer 4,328 133 1,008 14.2 0.002 91 13.9 980 14.0 0.008
Gastritis and duodenitis 16,154 499 3,703  50.7 0.016 3,575 49.6 3,639 504 0.018
Atrial fibrillation 226 0.7 43 0.6 -0.015 41 0.5 40 0.5 -0.001
Co-medication
Antiplatelet 1,753 5.3 464 6.5 0.036 430 5.9 447 6.2 0.010
PPI 5929 185 1,317 181 -0.014 1,267 17.7 1,292 181 0.009
Statin 4,718 145 1,266 16.9 0.069 1,187 16.3 1,214  16.7 0.010
Beta-blockers 3,933 120 973 134 0.030 916 13.0 954 133 0.016
Calcium channel blockers 8,908 274 2,181 293 0.043 2,046 28.3 2,127  28.7 0.025
Diuretic 7,608 234 1913 255 0.054 1,809 244 1,874 252 0.020
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Initial cohort

1:1 propensity score-matched cohort

DAT TAT DAT TAT
(N=32,285) (N=7,388) d (N=7,265) (N=7,265) d
N (%) N (%) N (%) N (%)
Angiotensin converting enzyme inhibitors 812 2.5 248 34 0.050 222 3.1 226 3.1 0.003
Anticoagulants 1,118 34 290 4.0 0.025 284 3.9 274 3.8 -0.007
Angiotensin receptor blockers 7,709 236 1,902 252 0.043 1,757 24.2 1,850 255 0.030
Selective serotonin reuptake inhibitor 567 1.7 139 181 0.009 131 1.8 136 1.9 0.005
Nitrate 1,037 3.3 256 3.5 0.014 257 35 249 3.4  -0.006
Non-steroidal anti-inflammatory drug 22,614 70.0 5,197 70.8 0.007 5128 70.3 5,117 70.7  -0.003
Systemic steroid 15,216 47.0 3,567 48.8 0.023 3,500 48.2 3,515 484 0.004

DAT, dual antiplatelet therapy; TAT, triple antiplatelet therapy; d, standardized difference
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Figure 3.1. Number of dual antiplatelet therapy and triple antiplatelet therapy
patients with first acute coronary syndrome diagnoses and stent implantation by

month.
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Figure 3.2 Duration of dual antiplatelet therapy and triple antiplatelet therapy in
acute coronary syndrome patients.
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Figure 3.3 Log negative log survival curve for the risk of stroke between dual and
triple antiplatelet therapy group.
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Figure 3.4 Log negative log survival curve for the risk of ischemic stroke between
dual and triple antiplatelet therapy group.
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Figure 3.5 Log negative log survival curve for the risk of hemorrhage stroke
between dual and triple antiplatelet therapy group.
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Figure 3.6 Log negative log survival curve for the risk of unspecified stroke
between dual and triple antiplatelet therapy group.
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Table 3.2 Incidence rate and hazard ratios for stroke and bleeding between triple antiplatelet therapy and dual antiplatelet therapy patients in
propensity score matched cohort

TAT (N=7,265) DAT (N=7,265)
Sum of Sum of cHR (95% CI) aHR (95% CI)
No. of IR/1,000 person- No. of IR/1,000 person-
person- person- (Ref=DAT) (Ref=DAT)
events years (95% ClI) events years (95% ClI)
years years
Stroke 44 2,314  19.0(18.8-19.2) 113 8,432 17.6 (17.5-17.7)  0.77 (0.50-1.18) 0.47 (0.23-0.95)"
Ischemic stroke 36 2,315 15.6 (15.4-15.7) 101 8,439  15.7 (15.6-15.8)  0.66 (0.41-1.05) 0.33(0.14-0.77)
Hemorrhagic stroke 5 2,323 2.2(2.1-2.2) 13 8,501 2.0 (2.0-2.0) 1.67 (0.40-6.97) 1.46 (0.26-8.10)*
Unspecified stroke 4 2,324 1.7 (1.7-1.8) 3 8,500 0.5 (0.5-0.5) 3.00 (0.31-28.84) 2.00 (0.18-22.06)
Bleeding 169 2,280 74.1(73.8-74.5) 360 8,234  57.7(57.5-57.9) 0.93(0.73-1.19) 1.02 (0.75-1.38)"

TAT, triple antiplatelet therapy; DAT, dual antiplatelet therapy; IR, incidence rate; CI, confidence interval; cHR, crude hazard ratio; aHR, adjusted hazard ratio;
Ref, reference; " Adjusted for age, gender, stent type, heart failure, dyslipidemia, diabetes mellitus, proton pump inhibitor, diuretics, angiotensin receptor blockers,
nitrate, non-steroidal anti-inflammatory drug; ¥ Adjusted for age, gender, stent type, dyslipidemia, diabetes mellitus, proton pump inhibitor, diuretics, non-
steroidal anti-inflammatory drug; * Adjusted for age, gender;  Adjusted for age, gender; " Adjusted for age, gender, stent type, chronic renal failure, gastritis and

duodenitis, proton pump inhibitor, calcium channel blockers, angiotensin receptor blockers, nitrate, non-steroidal anti-inflammatory drug
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Table 3.3 Subgroup analysis of incidence rate and hazard ratios for all stroke between triple and dual antiplatelet therapy patients

TAT (N=7,265)

DAT (N=7,265)

Sum of Sum of cHR (95% CI) aHR (95% Cl) P for
No. of IR/1,000 person- No. of IR/1,000 person- . ) )
person- person- (Ref=DAT) (Ref=DAT) interaction
events years (95% ClI) events years (95% ClI)
years years
Age-group 30-64 18 1,491 12.1(11.9-12.3) 42 4,328 9.7(9.6-9.8) 0.79(0.44-1.40) 0.79(0.44-1.40) 0.407
65-99 26 823 31.6(31.2-32.0) 71 2,086 34.0(33.8-34.3)  0.74(0.46-1.18) 0.70(0.48-1.08)
Gender Male 31 1,795 17.3(17.1-17.5) 67 4,947 13.5(13.4-13.7)  0.93(0.59-1.46) 0.85(0.54-1.34) 0.199
Female 13 520 25.0(24.6-25.5) 46 1,467 31.4(31.1-31.7)  0.57(0.30-1.07) 0.53(0.28-0.99)
DM Yes 19 644 26.4(26.0-26.8) 46 1,707 26.9(26.7-27.2)  0.80(0.46-1.39) 0.77(0.44-1.35) 0.890
No 25 1,670 15.0(14.8-15.2) 67 4,706 14.2(14.1-14.3)  0.76(0.47-1.23) 0.68(0.42-1.11)

TAT, triple antiplatelet therapy; DAT, dual antiplatelet therapy; IR, incidence rate; CI, confidence interval; cHR, crude hazard ratio; aHR, adjusted

hazard ratio; Ref, reference; * Adjusted for age, gender, stent type, heart failure, dyslipidemia, diabetes mellitus, proton pump inhibitor, diuretics, angiotensin

receptor blockers, nitrate, non-steroidal anti-inflammatory drug
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Table 3.4 Subgroup analysis of incidence rate and hazard ratios for ischemic stroke between triple and dual antiplatelet therapy patients

TAT (N=7,265)

DAT (N=7,265)

cHR (95% Cl)  aHR (95% CI) P for
No. of IR/1,000 person- No. of IR/1,000 person- .. )
person- person- (Ref=DAT) (Ref=DAT) interaction
events years (95% ClI) events years (95% ClI)
years years
Age-group 30-64 14 1,491 9.4(9.2-9.5) 36 4,331 8.3(8.2-8.4) 0.74(0.39-1.42) 0.74(0.39-1.40) 0.479
65-99 22 824  26.7(26.4-27.1) 65 2,087 31.1(30.9-31.4) 0.67(0.40-1.10) 0.63(0.38-1.04)
Gender Male 25 1,795 13.9(13.7-14.1) 58 4951 11.7(11.6-11.8) 0.89(0.54-1.47) 0.80(0.49-1.32) 0.210
Female 11 520 21.2(20.8-21.6) 43 1,467  29.3(29.0-29.6)  0.50(0.25-0.98) 0.46(0.23-0.92)
DM Yes 17 645 26.4(26.0-26.8) 40 1,709  23.4(23.2-23.6)  0.81(0.45-1.46) 0.78(0.43-1.42) 0.506
No 19 1,670  11.4(11.2-11.6) 61 4,709 13.0(12.9-13.1) 0.64(0.38-1.11) 0.57(0.33-0.98)

TAT, triple antiplatelet therapy; DAT, dual antiplatelet therapy; IR, incidence rate; Cl, confidence interval; cHR, crude hazard ratio; aHR, adjusted

hazard ratio; Ref, reference; * Adjusted for age, gender, stent type, dyslipidemia, diabetes mellitus, proton pump inhibitor, diuretics, non-steroidal

anti-inflammatory drug
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Table 3.5 Subgroup analysis of incidence rate and hazard ratios for hemorrhagic stroke between triple and dual antiplatelet therapy patients

TAT (N=7,265)

DAT (N=7,265)

No. of Sum of IR/1,000 No. of Sum of IR/1,000 cHR (95% Cl)  aHR (95% Cl) p for
person- person-years person- person-years (Ref=DAT) (Ref=DAT)" interaction
events years (95% CI) events years (95% CI)
Age-group  30-64 2 1,497  1.3(1.3-1.4) 6 4352 1.4(1.3-14) 0.56(0.11-2.87) 0.58(0.11-3.14)  0.908
65-99 3 827  3.6(3.5-3.8) 7 2,115 3.3(3.2-34) 1.31(0.31-5.50) 1.27(0.31-5.25)
Gender Male 3 1,800 1.7(1.6-1.7) 9 4,984 18(1.8-1.8) 0.65(0.17-2.50) 0.77(0.20-2.99)  0.706
Female 2 524  3.8(3.7-4.0) 4 1,484  2.7(2.6-2.8)  1.71(0.29-10.15) 1.43(0.20-9.96)
DM Yes 1 647  1.5(1.5-1.6) 7 1,728  4.0(4.0-4.1)  0.30(0.04-2.57) 0.33(0.04-2.87)  0.196
No 4 1,676  2.4(2.3-2.5) 6 4740 1.3(1.2-1.3)  1.62(0.43-6.14)  1.85(0.49-7.04)

TAT, triple antiplatelet therapy; DAT, dual antiplatelet therapy; IR, incidence rate; CI, confidence interval; cHR, crude hazard ratio; aHR, adjusted

hazard ratio; Ref, reference; * Adjusted for age, gender
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Table 3.6 Subgroup analysis of incidence rate and hazard ratios for unspecified stroke between triple and dual antiplatelet therapy patients

TAT (N=7,265)

DAT (N=7,265)

No. of Sum of IR/1,000 No. of Sum of IR/1,000 cHR (95% ClI) aHR (95% Cl) p for
person- person-years person- person-years (Ref=DAT) (Ref=DAT)" interaction
events years (95% CI) events years (95% CI)
Age-group  30-64 2 1,497  1.3(1.3-1.4) 1 4354  0.2(0.2-0.2)  2.20(0.20-24.30) 1.87(0.17-21.00)  0.604
65-99 2 827  2.4(2.3-2.5) 2 2,116  0.9(0.9-1.0)  1.31(0.18-9.32)  0.97(0.13-7.57)
Gender Male 3 1,800 1.7(1.6-1.7) 1 4,986  0.2(0.2-0.2)  3.39(0.35-32.68) 1.40(0.14-14.34)  0.285
Female 1 524  1.9(1.8-2.0) 2 1,484  1.3(1.3-1.4)  0.74(0.07-8.13)  0.24(0.02-3.91)
DM Yes 1 647  1.5(1.5-1.6) 2 1,729 1.2(1.1-12)  0.70(0.06-7.78)  0.79(0.07-8.99) 0.281
No 3 1,676  1.8(1.7-1.9) 1 4741 0.2(0.2-0.2)  3.38(0.35-32.63) 2.31(0.24-22.36)

TAT, triple antiplatelet therapy; DAT, dual antiplatelet therapy; IR, incidence rate; CI, confidence interval; cHR, crude hazard ratio; aHR, adjusted

hazard ratio; Ref, reference; * Adjusted for age, gender
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Table 3.7 Subgroup analysis of incidence rate and hazard ratios for bleeding risk between triple and dual antiplatelet therapy patients

TAT (N=7,265)

DAT (N=7,265)

Sum of Sum of cHR (95% CI) aHR (95% Cl) P for
No. of IR/1,000 person- No. of IR/1,000 person- . ) )
person- person- (Ref=DAT) (Ref=DAT) interaction
events years (95% ClI) events years (95% ClI)
years years
Age-group 30-64 91 1,471  61.9(61.5-62.3) 215 4,205  51.1(50.9-51.3) 1.06(0.82-1.38) 1.07(0.79-1.44) 0.596
65-99 78 809 96.4(95.7-97.1) 145 2,033  71.3(71.0-71.7) 1.18(0.88-1.59) 1.11(0.89-1.40)
Gender Male 139 1,765  78.8(78.4-79.2) 292 4,789  61.0(60.8-61.2) 1.13(0.91-1.40) 1.02(0.82-1.27) 0.819
Female 30 515 58.2(57.6-58.9) 90 1,897  46.9(46.6-47.3) 1.10(0.70-1.75)  0.90(0.56-1.44)
DM Yes 52 635 81.9(81.2-82.6) 101 1,672  60.4(60.0-60.8) 1.08(0.76-1.54) 0.99(0.69-1.41) 0.681
No 117 1,645  71.1(70.7-71.5) 259 4566  56.7(56.5-56.9) 1.14(0.90-1.44) 1.00(0.79-1.27)

TAT, triple antiplatelet therapy; DAT, dual antiplatelet therapy; IR, incidence rate; CI, confidence interval; cHR, crude hazard ratio; aHR, adjusted

hazard ratio; Ref, reference; * Adjusted for age, gender, stent type, chronic renal failure, gastritis and duodenitis, proton pump inhibitor, calcium channel

blockers, angiotensin receptor blockers, nitrate, non-steroidal anti-inflammatory drug
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Table 3.8 Incidence rate and hazard ratios for stroke and bleeding between triple antiplatelet therapy and dual antiplatelet therapy patients in
propensity score matched cohort in 1 month follow-up period.

TAT (N=7,265)

DAT (N=7,265)

Sum of Sum of cHR (95% CI) aHR (95% ClI)
No. of IR/1,000 person- No. of IR/1,000 person-
person- person- (Ref=DAT) (Ref=DAT)
events years (95% Cl) events years (95% Cl)
years years
Stroke 16 544 29.4(29.0-29.9) 27 571 47.3(46.8-47.9) 0.59(0.32-1.10) 0.48(0.17-1.33)"
Ischemic stroke 12 544 22.1(21.7-22.5) 24 571 42.0(41.5-42.6) 0.50(0.25-1.00) 0.10(0.01-1.29) f
Hemorrhagic stroke 2 544 3.7(3.5-3.8) 2 572 3.5(3.4-3.7) 1.00(0.14-7.10) 0.50(0.05-5.51)*
Unspecified stroke 2 544 3.7(3.5-3.8) 1 572 1.7(1.6-1.9) 2.00(0.18-22.05) 2.00(0.18-22.05) 8
Bleeding 57 543 105.0(104.2-105.9) 64 570 112.3(111.5-113.2) 0.97(0.67-1.40) 0.96(0.57-1.61)"

TAT, triple antiplatelet therapy; DAT, dual antiplatelet therapy; IR, incidence rate; CI, confidence interval; cHR, crude hazard ratio; aHR, adjusted

hazard ratio; Ref, reference; " Adjusted for age, gender, stent type, heart failure, dyslipidemia, diabetes mellitus, proton pump inhibitor, diuretics, angiotensin

receptor blockers, nitrate, non-steroidal anti-inflammatory drug; © Adjusted for age, gender, stent type, dyslipidemia, diabetes mellitus, proton pump inhibitor,

diuretics, non-steroidal anti-inflammatory drug; * Adjusted for age, gender;  Adjusted for age, gender; " Adjusted for age, gender, stent type, chronic renal failure,

gastritis and duodenitis, proton pump inhibitor, calcium channel blockers, angiotensin receptor blockers, nitrate, non-steroidal anti-inflammatory drug
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0.34(95%CI: 0.14-0.83), 0.50(95%CI: 0.05-5.51), 2.00(95%CI:
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DAT ol ®igt TAT ¢ &3 ot nAs A=
0.93(95%CIl: 0.68—1.26)2A BAXSE {FoletA= AUt (Table

3.9).
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Table 3.9 Incidence rate and hazard ratios for stroke and bleeding between triple antiplatelet therapy and dual antiplatelet therapy patients in
propensity score matched cohort in 6 months follow-up period.

TAT (N=7,265)

DAT (N=7,265)

Sum of Sumof IR/1,000 cHR (95% ClI) aHR (95% ClI)
No. of IR/1,000 person- No. of

person- person-  person-years (Ref=DAT) (Ref=DAT)
events years (95% CI) events

years years (95% CI)

Stroke 38 1,842 20.6(20.4-20.8) 70 2,860 24.5(24.3-24.7)  0.77(0.49-1.21)  0.49(0.24-1.00) "
Ischemic stroke 31 1,842 16.8(16.6-17.0) 62 2,861 21.7(21.5-21.8) 0.68(0.42-1.10)  0.34(0.14-0.83) 1
Hemorrhagic stroke 3 1,846 1.6(1.6-1.7) 9 2,873 3.1(3.1-3.2) 1.00(0.20-4.96)  0.50(0.05-5.51)*
Unspecified stroke 4 1,846 2.2(2.1-2.2) 3 2,874 1.0(1.0-1.2) 3.00(0.31-28.84) 2.00(0.18-22.06) &

Bleeding 149 1,824 81.7(81.3-82.1) 261 2,830 64.0(63.7-64.3) 0.91(0.71-1.19)  0.93(0.68-1.26) "

TAT, triple antiplatelet therapy; DAT, dual antiplatelet therapy; IR, incidence rate; CI, confidence interval; cHR, crude hazard ratio; aHR, adjusted

hazard ratio; Ref, reference; " Adjusted for age, gender, stent type, heart failure, dyslipidemia, diabetes mellitus, proton pump inhibitor, diuretics, angiotensin

receptor blockers, nitrate, non-steroidal anti-inflammatory drug; © Adjusted for age, gender, stent type, dyslipidemia, diabetes mellitus, proton pump inhibitor,

diuretics, non-steroidal anti-inflammatory drug; * Adjusted for age, gender;  Adjusted for age, gender; " Adjusted for age, gender, stent type, chronic renal failure,

gastritis and duodenitis, proton pump inhibitor, calcium channel blockers, angiotensin receptor blockers, nitrate, non-steroidal anti-inflammatory drug
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TAT FelX= 19.9 A, DAT FellA = 19.4 Aolgla, DAT o o st

TAT 9 ¥ZEF A AT AUddrE 0.47(95%CL 0.23-
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0.33(95%CI: 0.14—0.77), 1.46(95%CI: 0.26—8.10), 2.00(95%CI:
0.18—22.06)0]99 o TAT 2 384 HETS BAFCE FosH
U= Ao 2 YEY T DAT ol tisk TAT 9] &gl gt BAgsh

A9dEE 0.95(95%CL 0.71-1.27) 24 EAZCE Fostx =

i)

¢ Skth (Table 3.10).
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Table 3.10 Incidence rate and hazard ratios for stroke and bleeding between triple antiplatelet therapy and dual antiplatelet therapy patients in

propensity score matched cohort in 1 year follow-up period

TAT (N=7,265)

DAT (N=7,265)

Sum of Sum of cHR (95% CI) aHR (95% ClI)
No. of IR/1,000 person- No. of IR/1,000 person-
person- person- (Ref=DAT) (Ref=DAT)
events years (95% ClI) events years (95% ClI)
years years
Stroke 44 2,209 19.9(19.7-20.1) 94 4,858 19.4(19.2-19.5) 0.77(0.50-1.18)  0.47(0.23-0.95)"
Ischemic stroke 36 2,210 16.3(16.1-16.5) 83 4,860 17.1(17.0-17.2) 0.66(0.41-1.05)  0.33(0.14-0.77) %
Hemorrhagic stroke 5 2,216 2.3(2.2-2.3) 12 4,890 2.5(2.4-2.5) 1.67(0.40-6.97)  1.46(0.26-8.10)*
Unspecified stroke 4 2,216 1.8(1.8-1.9) 3 4,891 0.6(0.6-0.6) 3.00(0.31-28.84) 2.00(0.18-22.06) ¢
Bleeding 162 2,182 74.3(73.9-74.6) 275 4,779 57.5(57.3-57.8) 0.92(0.72-1.18)  0.95(0.71-1.27)"

TAT, triple antiplatelet therapy; DAT, dual antiplatelet therapy; IR, incidence rate; CI, confidence interval; cHR, crude hazard ratio; aHR, adjusted

hazard ratio; Ref, reference; " Adjusted for age, gender, stent type, heart failure, dyslipidemia, diabetes mellitus, proton pump inhibitor, diuretics, angiotensin

receptor blockers, nitrate, non-steroidal anti-inflammatory drug; © Adjusted for age, gender, stent type, dyslipidemia, diabetes mellitus, proton pump inhibitor,

diuretics, non-steroidal anti-inflammatory drug; * Adjusted for age, gender;  Adjusted for age, gender; " Adjusted for age, gender, stent type, chronic renal failure,

gastritis and duodenitis, proton pump inhibitor, calcium channel blockers, angiotensin receptor blockers, nitrate, non-steroidal anti-inflammatory drug
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Table 3.11 Statistical power based on the observed value in the study using Cox
proportional hazard model

Number of Number of Hazard

Outcome atients events ratio Statistical power
Stroke 14,530 157 0.47 99.72%
Ischemic stroke 14,530 137 0.33 99.99%
Hemorrhagic stroke 14,530 18 1.46 12.36%
Unspecified stroke 14,530 7 2.00 14.84%
Bleeding 14,530 529 1.02 4.16%
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