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A1d A+AE

AT Ase FUAZERY T AT vlolHE FEete] BAEeH, 2o &4
Hlo]8E CDM(common data model)2 ©]&38}e] OHDSI (observational health data
sciences and informatics) AT Y EY I S2H AT ARE ==35te] B8}

TEAE L] Z9 ATE HolHE o]&3te] e 2 9
2 AHTd 51‘—7}315§ ol-g3te] AFFS A, ALrlE H

W 3 9 A7E FUEEE o]8ste] Aotk
g HlolBle AFEIAE o]&dte] HE Thset vudld
Z4&35le] OHDSIY] 0 AT E %]Oii/ﬂ, OMOP(Observational Medical outcomes
partnership)-CDM Hhe] #7381 24 3= ATLASE o]83fe] B39},
o)A CDME: F3f HgtEo] 554 = }‘EH}E Ao AT AAe IS E
7 9] (cohort definition)& ©]-8-3ke] FZ38t o, Zzte] 174 2 Ae7|E 9 AHA|
¥ (outcome) 5 Concept setZ o]-&3}e] A o|3tgde}.

(outcome) = A FA4+
%

CDM% ©]-&5}o

A28 A

1. £|&F &kl (Cerebral infarction, KCD-10 code; 163)
2009 ¥ 19 195H 20144 129 31971A] 570 The] &3 713 Fetel| HES
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KCD-10 code; 163)& e gEAAY 5442744 (KCD-10 code; 121) & Zehike o
A= A elat Tt

- A BEAH o 2R E #Eo] FREE AR AWAlE (Atrial fibrillation
ICD-10 code; 148)& Rehh2 A= A 2Jek Qi) ol HEF SAbzollM 4% &
HEF] A9E e Aeagde A AEIAE A lr] wiitol AT

- AT A HE AAATE Aol 45 mnto® A H Ag-ells AT thdelA
Al &f e} et

2 BNSH T HAIR

2009 149 197H 20143 12 3197k4] 570 3ke] w3 7131 g<tell 53427
28 (myocardiac infarction, KCD-10 code; 121)& HZ2 FchidtAY, #52 74
4 Agor WEd SHE e AlF w2 a2 gt 2HE e
A= Al ddste] <R 2-1> 9 22 7P AT7d A 2HE AdsS

A Aoz Aelstt.

AN BF AHoRRE 1270Y Ao g Aot

(
ko

O
]

- B Ao mRE #7171 12789 9] IRt Bt FRv =] Ao
o]z 717ke] 90% mIvk (Aol Feke] 10.870Y mlwhel A A7 i
A A efst ATt

- A 2 A A o 7 2E 127]9 o] A7bR 2] A - oA ] ZE= (Cerebral infarction,
KCD-10 code; 163)& A} AV H5/34 2784 (KCD-10 code; 121) & 2ehik2 o
A= A el skt

- opgA Y Ao RRE

-

] #ao] 22 e AH7EA A% (Atrial fibrillation
ICD-10 code; 148)& X&ihe 2= A|2st3ivt.
- AT A HE AAATL Holk 45 npto g AWE A9E AT thdelA
A elst k.
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— HH-J
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Zu|d 2ySW AHE Mels-rtheldat M6561
AU oW ARHE Mels-Foidn M6562
ZOjn BUSY AClE NI BySUHYS ¥ FUN BYSY B4
B RS SA-Cros
ZU|A Zhasu ARE Ml (ZU|N frasuistis 3 ZU|d ftAsu =4 M6564.
o RS SA)-ZoKEE
Zuje pAEe AHIE MlSSHNIZMEO| weldHl et Fm Ba
S AHE MAS[ARE Bx=S]
Zu|d AESW AHE Mels-Dhymaf i) st Zujd HASH AHE
AFOIA M6566
HH=
FOE BYSY ACIE yos-ShAmMgLYHE) ofs ZN s Ade
HUS(FUN BASY Se U FUN BYSY Sy BRET SA)
3. CDMOjIM2| A3t CHAH MY
CDME o] &3t A5 F2oAE A7 tid A4 2 A9 72 3@ AT A85E
o]-g3t 7|&3 T3 ZH&3Iet. CDOMoA 2] A} AHel= F Agda =7 W3)
5o} F25]0] YOBE Concept setd ol83}e] Ztzhe] 14715 ofelst o] Hels}
k.
<E 2-2> HEZ ZFCH|Z=0| HEIEl Concept set
Concept Concept .
D Code Concept name Domain
373503 266257000 Transient cerebral ischemia Condition
4112026 195243003  Sequelae of cerebral infarction Condition
4110192 195189003  Cerebral infarction due to thrombosis of cerebral arteries Condition
4110190 195186005  Cerebral infarction due to embolism of precerebral arteries ~ Condition
4108356 195190007  Cerebral infarction due to embolism of cerebral arteries Condition
411714 195230003 Cerebral |nfarct|on due to cerebral venous thrombosis, Condition
non-pyogenic
762937 ?;;9063000 Cerebral infarction due to cerebral venous thrombosis Condition
443454 432504007 Cerebral infarction Condition
36718001 10008118 Cerebral infarction Condition
4110189 195185009  Cerebral infarct due to thrombosis of precerebral arteries Condition
A2zt A 21



<HE 2-3> MUIN|S ZITE7|Z0| HEHEl Concept set
Concept Concept .
D Code Concept name Domain
4232697 440059007 Persistent atrial fibrillation Condition
4154290 282825002  Paroxysmal atrial fibrillation Condition
4141360 426749004  Chronic atrial fibrillation Condition
<E 2-4> MM XIchy|E=0| #EHEl Concept set
Concept Concept )
D Code Concept name Domain
4270024 401314000  Acute non-ST segment elevation myocardial infarction Condition
438170 73795002 Acute myocardial infarction of inferior wall Condition
434376 54329005  Acute myocardial infarction of anterior wall Condition
312327 57054005  Acute myocardial infarction Condition
<E 2-5> PySY AHE M=o AlE0| HetEl Concept set
Concept Concept .
D Code Concept name Domain
4283892 36969009 Placement of stent in coronary artery Procedure
Percutaneous transcatheter placement of intracoronary
43527998 92928 stent(s), with coronary angioplasty when performed; single Procedure
major coronary artery or branch
37522317 10052086 Coronary arterial stent insertion Procedure
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3L} (Cerebral infarction, KCD-10 code; 163)
7 AE : ¥EZ(Cerebral infarction)S FAHO=Z
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<HE 2-8> 9EH &£8ut HAE LHAIZX X|&A|£0| HEHE Concept set

D Code Concept name Domain
4151123 314599004 Lné(;:(t)ﬁr;g;)f epinephrine into lesion of duodenum for Procedure
4152538 314596006 Injection hemostasis of gastric lesion Procedure
4152537 314595005 Injection hemostasis of duodenal lesion Procedure
4152547 314629004 Endoscopic injection hemostasis of gastric ulcer Procedure
4151589 314627002 Endoscopic injection hemostasis of duodenal ulcer Procedure
<E 2-9> 9 St 2AE zTichyo| HWEHEl Concept set

COTBeDt C(égzipt Concept name Domain
45716 307131005 Mallory-Weiss tear Condition
35707852 10026712  Mallory-Weiss syndrome Condition
316457 35265002 Mallory-Weiss syndrome Condition
4247008 61300005 Chronic peptic ulcer with hemorrhage AND perforation Condition
4174044 49232000 Chronic peptic ulcer with hemorrhage Condition
433515 62838000 Chronic gastrojejunal ulcer with hemorrhage Condition
4211001 57246001  Chronic gastric ulcer with hemorrhage Condition
4289830 36975000 Chronic duodenal ulcer with hemorrhage AND perforation Condition
4232181 89469000 Chronic duodenal ulcer with hemorrhage Condition
4006994 111353003 Acute peptic ulcer with hemorrhage and perforation Condition
4046500 12274003  Acute peptic ulcer with hemorrhage Condition
4274491 63954007 Acute gastrojejunal ulcer with hemorrhage Condition
4169592 48974009 Acute gastric ulcer with hemorrhage AND perforation Condition
4231580 89748001 Acute gastric ulcer with hemorrhage Condition
4336230 86895006 Acute duodenal ulcer with hemorrhage AND perforation Condition
4027729 12847006 Acute duodenal ulcer with hemorrhage Condition
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Ayl ofgfie} e ookE FAAE A= (XK 2-11> 7} HTE As 2AA=E sk
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=
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<E 2-10> Z=2I|=13 okglo| F=ME AC

o F4E 3AC BT
Clopidogrel 495201ATB besylate
136901ATB bisulfate
501501ATB camylate
498801ATB napadisilate monohydrate
492501ATB resinate
<E 2-11> LYEX = AFNFHIe] FHE RE
OFM|(PPI) UEHH  E2Kmg) FHE AE H|2
Omeprazole 10 204403ATE
20 204401ACE
20 664500ATB bicarbonate S&A|
Esomeprazole 20 367201ATB 0 3H|&Y€0|452
40 367202ATB 0IO4|&¥0|stE
20 367201ATD Opaudl&0l~st2
40 367202ATD otaHlEHolsstE
20 367201ATB ofadE¥ol3t2
40 367202ATB ofadE¥ol3t2
40 509901ACH ofadlgolatE
20 509902ACH ofadlgolatE
20 49800TACH 014G s E
40 498002ACH 014G s E
20 367201ACH magnesium granule
40 367202ACH magnesium granule
40 523500ATB naproxen S&HA|
40 527400ATB naproxen S&HA|
20 670700ATB bicarbonate S&A|
40 684100ATB bicarbonate ZS&A|
Pantoprazole 40 656701ATE hemimagnesium monohydrate
20 208802ATE sesquihydrate
40 208801ATE sesquihydrate
20 208901ATE sesquihydrate
40 208902ATE sesquihydrate



(PP UEHHE B2 (mg) e I H|D

10 519202ATE S-pantoprazole
20 519201ATE S-pantoprazole
40 519203ATE S-pantoprazole
209001ATE
Lansoprazole 15 181302ACE
30 181301ACE
30 181301ACH
15 181302ACH
181302ATB
181301ATE
181302ATE
30 621901ACR Dex-lansoprazole
60 621902ACR Dex-lansoprazole
Rabeprazole 10 222201ATE
20 222202ATE
10 222201ATB
20 222202ATB
llaprazole 10 505501ATE

CDM% o843 A5 FEoNE AuF I AT ARE o83 7153 FYsp
#-8-33ltt. CDMellA o] SFAlA Y 171 W fhe]o] S5 o] 3leB R Concept set&
ol gkl Zhzte] 2A7)%L ofEle} o] Aelaksirt.

<¥E 2-12> ZZ2u|=JH okyYo| B=tEl Concept set

Concept Concept

D Code Concept name Domain
42928993 g)sl\gOP4655 clopidogrel 75 MG Oral Tablet [PREGREL] Drug
1322185 213169 clopidogrel 75 MG Oral Tablet [Plavix] Drug
42928967 %I\QOP%SS clopidogrel 75 MG Oral Tablet [PLATLESS] Drug
1322184 32968 clopidogrel Drug

OMOP4676 Aspirin 100 MG / clopidogrel 75 MG Extended Release Oral
42949831 1y Capstle [CLOSONE] Drug

OMOP4676 Aspirin 100 MG / clopidogrel 75 MG Extended Release Oral
42949821 Capsule [CLOPIRIN] Drug

26 22 CDME 0|88t YMAt B AN|M|2f clopidogrel SE&FAC = 215t 0|5 L 20l TSt H| w i+



<E 2-13> 2MX go

AN 2AN|HO| HEt=El Concept set

Concept Concept :
D Code Concept name Domain
42933691 gzl\gOP466O rabeprazole 20 MG Extended Release Oral Tablet [RABIET] Drug
OMOP4660 rabeprazole 20 MG Extended Release Oral Tablet
42933687 1) [RABEONE] Drug
36882275 %\Aopgsgg rabeprazole 20 MG Extended Release Oral Tablet [Pariet] Drug
42933851 ?8'\10M660 rabeprazole 10 MG Extended Release Oral Tablet [RABIET] Drug
42933846 ?%OP%GO rabeprazole 10 MG Extended Release Oral Tablet [RABEONE] Drug
36886127 SSI:/ZIOMOO] rabeprazole 10 MG Extended Release Oral Tablet [Pariet] Drug
911735 114979 rabeprazole Drug
36265237 102l\/IOP31161 pantoprazole 40 MG Injection [Pantomed] Drug
42929253 SZAOOPA'GSG pantoprazole 40 MG Injection [PANTOLINE] Drug
OMOP4656 pantoprazole 40 MG Extended Release Oral Tablet
42929265 59 [PANTOLINE] Drug
43273164 27M OP5419 pantoprazole 40 MG Delayed Release Oral Tablet [Pantoloc] Drug
36891946 OMOP9957 pantoprazole 20 MG Extended Release Oral Tablet Drug
76 [Pantoloc]
OMOP4656 pantoprazole 20 MG Extended Release Oral Tablet
42929230 1, [LETOPRA] Drug
OMOP4656 pantoprazole 10 MG Extended Release Oral Tablet
42929305 g [LETOPRA] Drug
948078 40790 pantoprazole Drug
42945672 (2);3\10M672 Omeprazole 20 MG Extended Release Oral Tablet [OMP] Drug
42945673 §¥0P4672 Omeprazole 20 MG Extended Release Oral Tablet [OMED] Drug
OMOP4672 Omeprazole 20 MG Extended Release Oral Capsule [YUHAN
42945687 299 LOSEC] Drug
42945716 ?2I\40P4672 Omeprazole 20 MG Extended Release Oral Capsule [OME-Q] Drug
19101742 389171 Omeprazole 10 MG Oral Tablet Drug
42945767 ?%OP%D Omeprazole 10 MG Extended Release Oral Tablet [OMED] Drug




Concept

Concept

D Code Concept name Domain
923645 7646 Omeprazole Drug
OMOP4672 lansoprazole 30 MG Extended Release Oral Capsule
42946163 3 [LANSTON] Drug
OMOP4672 lansoprazole 30 MG Disintegrating Oral Tablet [LANSTON
42946175 785 LFDT] Drug
OMOP4672 lansoprazole 15 MG Extended Release Oral Capsule
42046132 5, [LANSTON] Drug
OMOP4672 lansoprazole 15 MG Disintegrating Oral Tablet [LANSTON
42946137 747 LFDT] Drug
929887 17128 lansoprazole Drug
42968244 2;3\/;0P4694 Esomeprazole 40 MG Oral Tablet [OMP S] Drug
40940024 g)sl\?SOP2137 Esomeprazole 40 MG Oral Tablet [Nexium] Drug
42968264 S(’)\?BOP%% Esomeprazole 40 MG Oral Capsule [ESOMEZOL] Drug
42968161 23A80P4694 Esomeprazole 40 MG Injection [NEXIUM IV] Drug
41127461 AOrzl\flj)OP2325 Esomeprazole 20 MG Oral Tablet [Nexium] Drug
42968069 SO]EOP4694 Esomeprazole 20 MG Oral Capsule [ESOMEZOL] Drug
11127443 OMOP2325 Espmeprazole 20 MG / Naproxen 500 MG Oral Tablet Drug
405 [Vimovo]
OMOP4694 Esomeprazole 20 MG / Naproxen 500 MG Oral Tablet
42967955 403 [NAXOZOL] Drug
904453 283742 Esomeprazole Drug
40174235 902626 dexlgnsoprazole 60 MG Delayed Release Oral Capsule Drug
[Dexilant]
40174233 902624 dexlqnsoprazole 30 MG Delayed Release Oral Capsule Drug
[Dexilant]
19039926 816346 dexlansoprazole Drug
Clopidogrels} PPIs H-g52oF tjA}z} XA o] dutzalel 1z]Alg}
AT A Hojx= Ag-o] 1 dzke] FAE 7I7F kel 90 %ol 3T

717t s3te] 22yl At F9-ovt st FESkIT ol A H=
AAAE Foket 7R SHAR] Mg AAste] 78 sk o]
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Aad SA%E 24 W

E

J2=AT= A2} (Case-crossover design) 2] OE‘%—P_ a4 é‘?}% —:.—‘?—__}"6]-% 8
o) gioll e AT R 1991 H2 AEIRCh Bap-ax} AAlske)
7P 2 Apelde AR (AF AR ) o] BAYGE o] o] ZZHERE ofyz} AR
o]F-2] 7Rt M| e EH4E& Edteta vk Aol
Jug 54 54 Ago] G A AHRIER 54 Addl =Ed 7R (4]

A71Zh)ol thste] A A5 Este] SAHAH = HA &2 7R (=717

WAe= Aol AMgshe ol E REE ‘?—_,_"?:ﬂ—l:]-' FolF 3|7 A S 3l -‘t%‘ﬂ
FEAHEA Y == 717HE A ostd WIS (incidence rate ratio; IRR) S A4t

5t 9l=g| BoILoAE AAISE ¢8| (relative risks)E= o] HAIEH|E AlAlsle]

o oX

o] 1078¢] Abdo] #A7ITH] 1d B¢ ER20 =104 12709 B3kl
FA HE AAAE 71hTt B3kl 7Hdskar FdAE HE AAA
= Zoll 871¢] Apdo] At SR Eadg T Fokst 73t
o) 274d9] Apdo] wAEthH WS (incidence rate ratio; IRR)=
% 871/607§€ =4.0 7} Hr},

1xp23 2330 FrP)EddA mE:HrEs A HE gAAE Fokgk 7k
2 Zojstion A HE AAAE vhA|

Washout period2 3} washout 7|7H& E3slte 7|1Zbsete] T &R E AlLtst

30 =89/ CDME 0|88t GAt H AH|H|2t clopidogrel HE8F4C 2 215t 0|5 3! (2ol Che 8w
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a) Self-Controlled Case Series

Age in Days
<355 400 500 to 730>
Child
1 I I
2
3
4
5 I
6 [
7 4
8
] | 700
10 |

LEGEND || vaccinaTion [J] EFFECT PERIOD ]| DIAGNOSIS DIAGNOSIS AT 700th DAY (off chart)

Days before Diagnosis b) Case-Crossover Design

-50 ol
Child
1 m I
2 |||
3 ]
4 ]
5
6
7 I
8 11
o < 237] "
10 N bl i

Legenp | vaccination [l eFFecT PerIOD ] DIAGNOSIS | CONTROL DAY (50 days before diagnosis)

(Madigan, PhD, Bruce Fireman, MA, and Malcolm Maclure, SD ; Case-based methods work grouup reportOA]
oIgsteict)

(a3 2-1] Z7|-Kty CcHEIRQ} ShXb-WXHEA| | YHPHQl HAL:

[‘

CDMZ ©]-837F A8+ ATLASE o]-88to] A8kl Sxb-uapd A 3l 2p7]-214d
HzdTAd Ao SAAEE AdetA] 7] vigel ¥4 Z3E AT AR 48}
At

3. 2 e I AR HUE, US|

27103 Bl 713 A o] AR A E ] vEQl HAE Y] (IRR)E AlLbshe]
A Y8 % (relative risk) 2 7]&39G9o ™, 95 % A TS 7]Este AlE|F71o]
1 & ¥k ofs A BAHoR ofv] Qe Aoz Jlesslt
4. 72y Z2aY

BEE &7 24L& SAS 9.4 version (SAS institute, Cary, NC, USA)¥} Stata 15,1

version (Stata Corporation, College Station, TX, USA)S ©]-&3}it}.

—

32 E22°/ CDME 0|25 YMAL HI ARt clopidogrel HEEQFO 2 Q15 0= 2 9/F0f Chst H|m oI

= i)



32

35

(RS RS 2PN Fabsilps

36

M27Z CHAL

a1l

i







E oA o] =Yzl 2000 W 1 9 1 ¢ FE 20143 12 ¥ 31 A 7R 699,616
el MBS Abre B4 FAN RANA ofF 1d 1 FEAETW APAZ)

Fol FAV 7Ike] 90 % o AFeHE BAE 111,961 Holdiek. ol F AF
=]

B2 HE 12 71 o9l o)A Al HEF EE AEANE dke
35,119 {3} A ejstg o, Fxaz 77 Feb A EE Ak vk iz} 6,08678-2

A <3t et

FHEAH o R 70,356 W] IS 127018 FF FAAZ 3191S w 82017 (11.65%)
of 3Pt 47 o FAF BE JAAE Atol gl on, WEFFTo R Ao
aFQitt. 9z B AAAE AREA] ik AY 457 Wkl 7IRE Ftk AR 62,155
(88.35%) o] $AE H|FeTLoR Aot

B okrol| A 1,448 (17.6%) ™8 <] AP} HEF
Fom, Bk AT 13,349 (21.5%)014] HES
et



Cerebral infarction(ICD-10163)
2009.1.1 - 2014.12.31, N=699,616

{ Prescription of clopidogrel> 90% , 12 months of observation periods N=111,961 ]

until 12 months before(N=41795)

(Diagnosed Fromthe time of enrollment
L Cerebral infarction (ICD-10163)

Acute MI(ICD-10121)
Atrial fibrillation (ICD-10148)

Pg' CO'PLES;';F:Z” grokup ( PPI non prescription group
rescribe weeks
M=61,987
N=8,201

‘ Experience of cerebral infarction ‘ ‘ Experience of cerebral infarction
N= 1,448 (17.6%) N=13,310 (21.5%)

(A3 3-1] A7 oyt MEa =ME (HES
A28 e 54 L IEE BA

o

AT AR duhQl SAS vkt A H=E AAA B8-Fekr 82019
o] aL Wk 61,987 0|t ¥ HE JAlAl BWEFFLoMT HE2
2%) 02 A HZ AAA vkl wiske] B el Hleo] =8k
B AR 672842 FdAF HZ AAA vkl vlste] vol7h Bokth WEF
T R HFeRToA oS oA B&eld dxl= 747 3,094“”‘ (37.8%)
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p.N|

AN

4 1|

ol

<E 3-1> ARCIAAE| UkHol S (BB Y
PPI PPI
co-prescribtion groups non-prescription Group  P-value
N=8201 N=61987
Sex

Mens 4437 (54.2) 36325 (58.6)

Women 3742 (45.8) 25662 (41.4) <0.0001
Age 67.28 + 10.99 66.14 + 11.86 <0.0001
Aspirin co prescription 3094 (37.8) 22810 (36.8) 0.0695
Comorbidity

HTN 6357 (77.7) 46388(74.8) <0.0001

DM 4041 (49.4) 32432(52.3) <0.0001

Dyslipdemia 5499 (67.3) 38245(61.7) <0.0001
Smoking Hx

Never smoker 2610 (31.9) 16837 (27.1)

Ex-smoker 728 (8.9) 4643 (7.5) <0.0001

Current smoker 1137 (13.9) 8531 (13.8)

BMI (kg/m?) 24.43 + 3.09 2439 + 3.05 0.4791
Total cholesterol level 20252 + 42.01 204.96 + 45.07 0.0003

(95% 2123k 1.222-1.364 FRAAO T 3= U HFEE UFe AR
HuEQo Gaog Fokeles Afde vudds =9or, aXdFos Foks
= ASoe vudgds FHh <& 32>



<E 3-2> UBE2HS 0I88 AR | (2T Teh

0,
Variables Risk Ratio . 95@ P-value
Confidence interval

PPI

non-prescription group 1

co-prescription group 0.748 0.687-0.815 <.0001
Sex

Men 0.952 0.888-1.022 0.1725
Age 1.017 1.015-1.020 <.0001
Aspirin co prescription 1.291 1.222-1.364 <.0001
Comorbidity

DM 1196 1.132-1.264 <.0001

HTN 1.017 0.953-1.086 0.6084

dyslipidemia 0.867 0.819-0.917 <.0001
Smoking Hx

Never smoker(ref) 1

Ex-smoker 0.941 0.861-1.029 0.680
Current smoker 1.076 0.997-1.162 0.424
BMI (kg/m?) 0.986 0.977-0.995 0.0023
Total cholesterol level 1 0.999-1.001 0.9704
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<E 3-3> ZROTIUL FYX BI ANK My

Total GERD Peptic ulcer Others

n=1,448 n=1,343 n=528 n=59
Clopidogrel (IQR) 11.7(0.7) 11.7(0.6) 11.7(0.7) 11.6(0.4)
PPI (IQR) 12.7(2.4) 12.4(2.3) 10.5(1.8) 12.3(2.2)

lLl

FRTo 2 3= Yol WAk 1,448 S|4 6531 2] 3Rl oFAdR) B
& Fstal Jd AHelA Alde] TS, 79572 ks FRYE
2 U A4 Aflo] WALt

FA BZ JAAE H-E Tt 9 VIt Fo A FEAgo s QE HES
S FAGOR = 4 A =T 2,091 (95 % A1F]7F 1.831-2.388) o] Uth,
Fal7] Alkek 2 5= o] o] AldellA] il EE 1.763
(95 % A1=77F 1.831-2.388), 2 FollA] 4 = Ao]o] Al SIAEE 2.022 (95 % A=7%t
1.684-2.429), 4 FollX 6 F= Ato]o] 1% 3.017 (95 % 21|73 2.362-3.855),
6 FollA 8F Alole] Ath YE =& 2.813 (95 % A ZF7F 2.021-3.915), 8 F o4
ForA| ol A o] =T 5.567 (95 % AlFFZE 4.059-7.636) ©| ATt

FAL HE AAAE Foko] FEE AHA o] F 4 Fo] kA AT FFVIE et
201712] Apzdo] %A@z‘s}aﬁﬂ, o] 7|7+ WEFF VRt R Eé‘azﬂ < uf, HeFoFe R
gk f3e] & 71k T ofAl dEFg o2 Qs AR A =T 2,465 (95 %
AZ|F3E 2.163-2.808) 2 UERSITE <(E 3-4>

M

Pt B daAE gl

O

<E 3-4> YNR W ANF| WREF J|zt Fo| ALY 9

oo

Number of events Relative risk(95% Cl)

Total events 1448

RR of PPIs exposed periods (PPls co-prescribed periods only)
PPIs unexposed 795 1 (reference)
Overall 653 2.091 (1.831-2.388)
0~2wks 254 1.763 (1.500-2.072)
2~4wks 187 2.022 (1.684-2.429)
4~6wks 90 3.017 (2.362-3.855)
6~8wks 47 2.813 (2.021-3.915)
>8wks 75 5567 (4.059-7.636)

RR of risk periods (included PPIs washout periods)

non-risk periods
risk periods

594
854

1
2.465(2.163-2.808)
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FA HE JAAE B85 = 4 e F eyl wjel A
sttt <E 35> 127097 29 eade §A8PAA 45 o] X
TRt 8201789 3} FolA] o FAAH VIR SE ARAste]
Hold fah= 7,783% oo o]5F 1,343719] HEFS F Adow d= o]

S
4% AFAB o] Fold Aol P4 I RIS BE Fokstn

FAt HE AAAE HEFoFeE] ARREE 2 F o] Aol AieldEs 1.715
(95 % A1Z|FRE 1.450-2.029), 2 FollX 4 F Atolo] ) A= 2.034 (95 % Al=]7%E
1.683-2.460), 4 FollA 6 F Atole] AT EE 3.119 (95 % ANFHFZ 2.424-4.013),
6 FollA 85 Alele] At YFE=E 3.002 (95 % AN TFIE 2.146-4.199), 8 F o4
ForA oA o] N FE=E 5.756 (95 % Al=T7F 4.147-7.987) ©] AT,

FA HE AAE Fokol FuHE AHNA o]F 4 Fof AR IFTIE Etel
5171¢] Apxdo] WhAsEQlaL, o] 73S WRFoF 7IRto R el S uf, WeFeke
gk Y3o] e 71 o] ofAl Ao R Qg AR A HfEE 2.475 (95
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FA BE AAAE WHEFFE] AR 2 F ol o] AlellA] A E =S 0.636
(95 % AI=F7F 0.427-0,948), 2 FollA] 4 F= Alo]o] Al $RE= 0.528 (95 % 2l=73F
0.248-1.125), 4 oA 6 = Alole] A= 0.819 (95 % A1=77F 0.302-2.227),
6 FollA 85 Atole] At =& 0.950 (95 % A Z|F7F 0.297-3.045), 8 F o]
ForA oA o] U FE=E 1.994 (95 % Al=]F7F 0.773-5.148) ©] AT

FEAL HE AAAE Foko] FRE A-A o]F 4 Fo] kA AT JFFVIE 1t
4771] Ablo] WAL, o] 7IRHS WEFF Vite R EFtellS W, WEFore R
1gk f3o] e 7IRE Fo ofAl FE AR o2 Qg AR A Y AEE 0.919 (95 %

A ZT7F 0.710-1.188) = YERsiT)

Sof 72t FO| ARILY ¢

ook

GERD Peptic ulcer
Number of RR (95% CI) Number of RR (95% CI)
events events
Total 1343 528
RR of PPl exposed periods (PPIs co-prescribed periods only)

PPl unexposed 741 1 (reference) 500 1 (reference)
Overall 602 2.087 (1.820-2.392) 28 0.636 (0.427-0.948)
0~2wks 230 1.715 (1.450-2.029) 8 0.442 (0.219-0.893)
2~4wks 172 2.034 (1.683-2.460) 7 0.528 (0.248-1.125)
4~6wks 85 3.119 (2.424-4.013) 4 0.819 (0.302-2.227)
6~8wks 46 3.002 (2.146-4.199) 3 0.950 (0.297-3.045)
>8wks 69 5.756 (4.147-7.987) 6 1.994 (0.773-5.148)

RR of risk periods (included PPIs washout periods)
non-risk periods 551 ref 453 ref
risk periods 792 2.475 (2.164-2.829) 75 0.919(0.710-1.188)
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2,56478 2] tiigAFoll A 3737 (14.6%) o] HEF& FAGCR sh= o] ARzlo] st
At
4 F ol AEZetE Aol WAZE 2,0059 9] thdAtellA 3647 (18.2%) 0] HEFE
FRGOR k= o] Abde] AT 4 F o |l ZetE Ado] WAYEE 2,644
‘5‘94 thdAboll A 49278(18.6%) ©] HETS FAGLE sh= o] Akde] skt
ZF o) "l AagkAzZElE X]ulo] vhAEk 8257 ] th Al 1709 (20.6%) 0] HEZS
FAHOE 3= o] Apzle] Aslon, 4 F o dagtazelE: Aol AT
14574 2] thdatell A 127 (8.3%)¢] HEFTS FITLE sk o] ARxdo] A st
ATt

oWz} Fokshs Sl HESS T T2 & sh= 4 AR 137 21 FollA
54 o] Sl A BZ JAAE HE Fokslal AR AR ARzle] HAYERSIL
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A
g Tt He Foksta 9 73 F9] ofA| dazkgo g Qe AR v ¥
1.880 (95 % 212|737t 1.496-2.303) 0]t} 2| Ze}E FoFo] g ¥ A|HoA] o|F

4 o) ORAEI} AFIRE Fo| 63709] AlFo] WA, o] KM WEEO} FRke.
3

2 Z33I9S o, HEFFoZ s Aol U&= IR Fof oA s goz Qlel
AR R S EE 2,024 (95 % AETIE 1.622-2.527) & UFERgT)

daZEtEg FoRdhe atel] HESTE F Ao R e oY AR 1707 FellA
AL A AP ellA] Abzde] AgEkelet.
ozt He Tt d 7 9] oAl dEAgo g Qs AR A 9=
3 2 0.875-2.008) 0] out, FAIHH o7 fFojn|siA Azl
AHEE ST sttt daxels Foko] FuE ARA o] 4 Fof ofAlE
I ZF7IZE FQell 2273 9] ARzdo] SR, o] 7IREE W8Fek VIRkew 23813l
717E o] ofAl s AL o R Qe ARl A

AHFEE 1.638 (95 % AZTFE 1.126-2.383) & et} kAas 277172 ¥
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IS A EEE F7H7
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39S o, A= 7IZE T ofA AEzgow 2lgk Ak
1A = 3655 (95 % AlETF7E 0.711-18,780) & Wbt} ok a3 A57)7HS
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S7HAITIARE Sk,

oot

<E 3-6> YMA HI ANK| FRY WSS JIT o Ay 9|

Number of o
Types of PPI events RR (95% ClI)

RR of PPl exposed periods (PPls co-prescribed periods only)

PPl unexposed 83 1.000 (reference)
omeprazole Overall 54 1.840 (1.183-2.862)
N=137 RR of risk periods (included PPIs washout periods)
non-risk periods 64 1.000 (reference)
risk periods 73 2.036 (1.343-3.087)
RR of PPl exposed periods (PPls co-prescribed periods only)
PPl unexposed 181 1.000 (reference)
esomeprazole Overall 192 2754 (2.122-3573)
N=373 RR of risk periods (included PPIs washout periods)
non-risk periods 128 1.000 (reference)
risk periods 245 3.182 (2.459-4.119)
RR of PPl exposed periods (PPls co-prescribed periods only)
PPl unexposed 213 1.000 (reference)
pantoprazole Overall 151 1612 (1.217-2.137)
N=364 RR of risk periods (included PPIs washout periods)
non-risk periods 175 1.000 (reference)
risk periods 189 1.800 (1.377-2.352)
RR of PPl exposed periods (PPls co-prescribed periods only)
PPl unexposed 295 1.000 (reference)
rabeprazole Overall 197 1.880 (1.496-2.363)
N=492 RR of risk periods (included PPIs washout periods)
non-risk periods 232 1.000 (reference)
risk periods 260 2.024 (1.622-2.527)
RR of PPl exposed periods (PPls co-prescribed periods only)
PPl unexposed 9 1.000 (reference)
dexlansoprazole Overall 3 1.087 (0.1826-6.496)
N=12 RR of risk periods (included PPIs washout periods)
non-risk periods 6 1.000 (reference)
risk periods 6 3.655 (0.711-18.780)
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A4 WLEO Z 913 AT 29 gy} - $xlza B4

Al 1o A gk Aol wel HEHLR 70,356 B tdAE 1274
o1 o]& F 2,834(4.02%) 2] FAIA B3R = HojH A

Cerebral infarction(ICD-10163)
2009.1.1 - 2014.12.31, N=699,616

—_—

Prescription of clopidogrel > 90% , 12 months of observation periods N=111,961

Diagnosed From the time of enrollment
until 12 months before(N=41795)

Acute MI(ICD-10121)

Cerebralinfarction (ICD-10163)
L Atrial fibrillation (1CD-10148)

[ Study subject N= 70,356

‘ Event of Gl bleeding ‘ ‘ Extract matched control ‘
n= 2,834 (4.02%) Sex, Age, PPI prescription n=28,340
Event of Upper Gl bleeding ‘ Extract matched control ‘
n= 875 (1.24%) n= 8,750
[12) 3-2] 917 CHAMRH METFE 2ME (YEE 58)

A7 70,3567¢] AFThdRrel 8759 (1. 240) 9] Bolrks FRsgR FU= Pel
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J &
o] Al FAdA HE JAAE HE Tkt A= IF 2(Co—prescription to
co-prescription group)i R, A o] MY T 8758F 651
(7.2%) 01 g Zo] wAstA] e WA E = A= 87508 473
(5.4%) o1 2At. L5 1% Hlﬁé}‘%ﬂa w25 204 FFEE 28] L= 1.03
(95% A =FT7E 0.91-1.16) 0] o v] FAGgH oz Fofnjei] 28] 9Fu|E FFEAY

ol ebgict

r
rloy

WA 2R 3~070 Atole} 0~370€ o] Al At HZ AAAE HE
okl ekl thAAl= 15 3 (non-prescription to non-prescription group) 2 &

AL, ST E¥o] WA A= 875WF (901 (78.8%) oI T FTol
YA o vl E iz #8750 % 7,708 (88.1%) o1t LF 13 M|aLs)

2

A Wl I 3ellA], AR Edo] AT e=u]= 1.03 (95% AlETRE 0.93-1.13)
ojlglem FAH R fou|stAl 289 HAFHE FFAY =olA itk
WA 0 ZHE] 3671 Abolol] A} HE AAA| o] Fekstl ot 0~3709 o]
o] Aol At BE AAAE WL Tkt U IS 15 4(co- prescription
to non-prescription group)Z FF{3}RL, YFAH o] w3 4} 875 T 891
(10.0%) o] AL A o] WAHA] b2 vy e iz 4 87508 % 3539
(4.0%) oAt TE13} et S wf LF4olA], BT Sdo] BT e=n=
1.01 (95% Al=|7%F 0.88-1.17)0]ler FABH 2 fofn|stA &3] f3n|& ¥

ZAY olA ehgh,

<E 3-7> St H= AdA(A Fof HEfo M2 S 2 A&
3 to 6 months 0to3 months  Number of Number of OR 95% C|
ago ago case control
non prescription Co-prescription 31(4.0) 216 (2.5) 1.00 (reference)

Co-prescription Co-prescription 65 (7.2) 473 (5.4) 1.03 0.91-1.16 0.64

non prescription  non prescription 690 (78.8) 7708 (88.1)  1.03 0.93-1.13 0.60

Co-prescription non prescription 89 (10.0) 353 (4.0) 1.01 0.88-1.17 0.84
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A52 WHEEko 2 9%t vESF WAy} AT & ot ayt
- CDM &4
2elo] TEE CDME o] gate] B aATe] B 7kl 2000 W 1 9 1 < 5 2014

12 9 31 9 7P 9ol 46340 MEFS A2 AV §A Fol A FHBY
A2k Fk ARAEE 5k v A 5288 ASA. 2R olF 1d 7

I
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u
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Z5to] A 7|17ke] 90 % o)A | Fsh= A= 3,422
Z FA HE JAAE 4501 B8 dPdAl= 9100l e HEF
S FHdgoz ste] Y3t A= 107H(1.08%) ATk

Mateh Rate Matehes Tatal vty ) Switch bo ntarcet v
. . N Rttition Visualization
Summary Statistics 022% 10 4634
Incusion Rule N wkemin w0t E—
S T
2 Cope MK 14 W B W e
3 PP greatar than dwks 910 —

4 Admisgion and diagnesis CVA 10

[32 3-3] CDMESKIE 1

0%
o,
Y
%,
&l
12

AAE 45 vvtez B-83 didal= 3,028% olglon HEFS
FrIAHoz o] sk A= 73H(2.41%) At

Match Rate Matches Total Events Y i Switch to intersect view
Summary Statistics 158% ;] 464 S
Inclusion Rule N % Remain % Diff ]
brillatign exg 106 88.613 11.39%

4. Admission and disgnasis CVA 73 L58% 63.77% |

ATLASAIA AlEshs SATH S ol8sta] Ztzte] Wieso] HETs FAGe= 3}
= Yol HAE GFE BAsIT ZSEATE T WEFwd vNE Foke
L2 o] HuetglEs W HEFFTo] HESE FATCE = AT fdEE
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— — Attrition Visualization
Summary Statistics: 00z 1 4634
Indlusion Rule N Sheman %0
L. Atrial fibrilltion exclusion 4106 8861% 1130% _
2. Clopidogrel 8030/ 422 3 T385% 1476% —
3. Upper Gl bleeding's44 1 002% T382%
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CAOD with stent insertion & Acute MI(ICD-10 121)
2009.1.1 - 2014.12.31, N=47,808

[ Prescription of clopidogrel> 90% , 12 months of observation periods N=12,888 }

Diagnosed From the time of enrollment
until 12 months before(N=6921)

'L Cerebral infarction (1CD-10163)

Acute MI(ICD-10 121)
Atrial fibrillation (1CD-10148)

Prescribe PPI > 4weeks

PPl co-prescription group ‘
N=1,216

PPl non-prescription group
M=4,751

‘ Experience of Acute Ml ‘ ‘ Experience of Acute Ml ‘
N=208(17.6%) N= 804(16.9%)

(A8 4-1] A7 et MY =ME (HE2 28D

AT QurAQl B4 thehdch, FHA B ofAlA] WOk 1,216 Ho]
Ror], A B AlAl WFokEe 475179 oItk A BT Al w-gwok
F 4 5469 (44.9%) 0.2 PR B AR vlEorzel vlste] o] vl o] w3k
ov] PRAGL 69,6442 MIFEFTA v]ste] Lholr} Wekh, WERRE R v FRE
ol of3 e 37l B4R BA 217k 9827 (80.8%) T 3,6087 (75.9%) O.%
M EROFTA ol aul Rl Bl B85 QW Bl $go] wgih FurEHn
ol Al W RorTold DALY FopFel Haje Hgol e

W uAEFe] WHe Blgells zol7t glSieh Fdel ddste] ekl HE

“

i

¢(never smoker) z}¢] E-go] Eghty T+ 2% Hi AEHAFBMD)E 24.4 =
zpole= BEEA gkon E FHAHE F£XE 206 IU/LAEPL <FE 4-1>
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<E 4-1> ARChYRIS Astsiol S (BYSY T

o

)

PPI PPl non-prescription P-value
co-prescribtion groups Group
N=1216 N=4751
Sex

Mens 546 (44.9) 1,708 (36.0)

Women 670 (55.1) 3043 (64.0) <0.0001
Age 69.64 + 10.26 68.06 + 11.51 <0.0001
Aspirin co prescription 982 (80.8) 3608 (75.9) 0.0004
Comorbidity

HTN 1080 (58.1) 4103 (86.4) 0.0237

DM 707 (58.1) 2662 (56.0) 0.1852

Dyslipdemia 917 (75.4) 3534 (74.4) 0.463
Smoking Hx

Never smoker 341(28.0) 1146(24.7)

Ex-smoker 106(8.7) 389 (8.2) 0.0208

Current smoker 159(13.1) 625 (13.2)

BMI (kg/m?) 2411 + 3.1 24.41 3.08 0.0321
Total cholesterol level 205.94 +44.95 207.52+ 53.37 0.4608

053] ARE ol 8ste] ZHzhe] MEEo] g4 ASANE TSR = Yol
2= S B IS EATFE T HEF Y vy E Fokro g o
H W3S u] HEFokto] HESS FAUoRE = UY9E AL+ 0.94 (95%
227 0.732-1.2060) 2 FA4 A4S FAGo R s A9 Aol 5A8H2 ¢l

ol Ag FAl E83hs A9 54 ASAAE IO R Fh YT HEEe
1.446 (95% 21=2]77F 1,103-1.897)2 54 A4S TR R 3= Y9 ¥E=
E W5 e o2 Bt Gyl Fokels Ao Hudds vk (&
4-2>



<E 4-2> TIBEFRNS 018 Al | (MEE Tah

Variables Risk Ratio Confidegig’interval P-value

PPI

non-prescription group 1

co-prescription group 0.94 0.732-1.206 0.895
Sex

Men 0.751 0.569-0.992 0.1725
Age 0.998 0.987-1.010 0.0434
Aspirin co prescription 1.446 1.103-1.897 0.0076
Comorbidity

DM 1.232 0.998-1.521 0.0525

HTN 0.921 0.679-1.249 0.5965

dyslipidemia 0.892 0.699-1.138 0.357
Smoking Hx

Never smoker(ref) 1

Non smoker 1.453 1.058-1.994 0.0563

Current smoker 1.234 0.921-1.652 0.8587
BMI (kg/m2) 1.000 0.966-1.035 0.994
Total cholesterol level 1.001 0.999-1.002 0.5346

216 o] WEFoFro| A 2081 e] At FAAME BAE FITHOR = dHol
WAL, A7)l gz AT E o] 208 FALE Ul o R she] Ak,
slgats 208 0] 127 €] & 717t Fet FRy=ad
M Fo] SFH2 1L78dollon F8A B AAAE AgwS Aukake] ¢
F o T2 17.3 F Stk
ol& F 18570] QoA YA E AFAS ke Ho| glomn 859o] 9, 4]
AGAFE e FHo| glon 39 9JAw ARHso 9 Ao A FH G

==
A= glo] FA A= AAAS At <& 4-3>
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<E 4-3> ZRMSIUN YYX BT ARH XYY

Total GERD Peptic ulcer Others

n=208 n=185 n=85 n=39
Clopidogrel (IQR) 11.9(0.5) 11.7(0.5) 11.7(0.4) 11.6(0.4)
PPI (IQR) 17.3(4.1) 17.2(3.2) 17.0(3.8) 16.0(1.2)

FHNZANG FAROR = Yelo] AT 208 W FolA 95 Wel B P

HE JAAE B8 FoFstaL S| AlRollA Able] AskGlaL, 113 8] Sk 229
2

O89S 9EoR opsha oldl AHelA Alle] Mbysiel
PR HZ JAAE WS kT AW JRE B opAl HEAEOR AT HEF

S FRGe s = Y A FPEE 1.468 (95 % A1FTZE 1.020-2,112) o] e,
FEAL HE AAAE HEFF] AR 2 F oluo] AlHelA e EE 1.297
(95 % A1ZF3F 0.826-2.037), 2 FollA 4 F Ale]e] A A== 0.951 (95 %
A ZTFZE 0.535-1.691), 4 FollA 6 F Atolo] A= 2.333 (95 % A =F3F
1.318-4.130), 6 FollA] 85 Atele] ] P =w 1.987 (95 % A1=FZE 0.979-4.034),
8 F ol TR oM 2] Al FEE 3.803 (95 % AlZTZF 1.934-7.475) o] ALt
FAL BZ AAAE ko] FuE AIHA oF 4 Fo kA Ed} Z-F7I7E Fetell
< o, ¥EFee s

gt AFol & 7IRF Fo ofAl dTAtgo g Qg Azl A ¥ = 1.866 (95 %

A ETFZE 1.312-2.654) 2 YERITE <(E 44>

28719 Abdo] ¥kl o] 7|13k WEFoF VIke® E9ES]

<E 4-4> YYR BT ANK WBEY JI2H Fo| ALY oI
Number of events Relative risk(95% CI)
Total events 208
RR of PPIs exposed periods (PPIs co-prescribed periods only)
PPIs unexposed 13 1 (reference)
Overall 95 1.468(1.020-2.112)
0~2wks 32 1.297(0.826-2.037)
2~4wks 16 0.951(0.535-1.691)
4~6wks 19 2.333(1.318-4.130)
6~8wks 1 1.987(0.978-4.034)
>8wks 17 3.803(1.934-7.457)
RR of risk periods (included PPIs washout periods)
non-risk periods 85 1
risk periods 123 1.866(1.312-2.654)

Hag dgz g 55



A

og
oL

2} BE AAAE Basid B A v 2 Aoy wel Aislete] BAs
6> 12709 7 2Razads
219 Mo g} FoA] 9

=
2= 1,1297 o]lem o5 F 185719 §AAE BAE F T

ol
32
+
A
fH

g:o
Du qx
=
¥
Fﬁ
Y
N
=
ol
2
o
1>
il
12
T

]_

% e

»

—m
o 1o
— ol
-z
£
i

.ﬂ

fru
ol
of,
rlr
jines
o
o
o

o
ol
o,

ol
o,
>
rld
o,
>
X
2
AU

o s qlelo] AF 185 1 FollA] 85 o] FARs AR
AR Abzle] WHYshea, 100 ) B 2]

T e AR A AL vRAEFT)

g
K
12
2L
>
e
of 4

o ®
2
d
_?17
&
i
rﬂ

(o
i
12
ol

i)
o
{o
™
AV
2, oF
o
4z
2
e,
o
X
=2
>
(o]
2,
o,
>
il
(&l
19
x
X
il
ok
oo
i
12
P‘L
=

FAL HE AAAE HEFe] ARk 2 F olulof AelA A REE 1.415
(95 % A= 73 0.885-2.263), 2 FolX 4 F Atolo] ) A@= 1.032 (95 % Al=]73E
0.566-1.882), 4 FollA] 6 F Ato]e] I ES 2.500 (95 % AlZ]77F 1.376- 4.542),
6 oAl 85 Atele] Al HF== 2,233 (95 % AIETFIF 1.068-4.667), 8 = o] F2FA]
HolAe] A HE=E 3.596 (95 % ﬂﬂ?ﬁ 1.707-7.576) ©]3itt.
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FAL HE AAAE HEFe ] ARk 2 F olule] AelA A REE 1.179
(95 % A1ZFRE 0.553-2.513), 2 oA 4 5= Alo]o] Al A% 2.223 (95 % Al=7%t
1.031-4.792 ), 4 Fo|A] 6 F Afe]e] FfPEE 4.225 (95 % A1=77F 1.683-10.600),
6 FollA 85 Alolo] Ath YA 3.402 (95 % A1ZT7F 1.067-10.853), 8 5= o]
FoRAIA ol A o] AT EE 6.651 (95 % A1ZFIF 2.219-19.928) ©] itk

FEAL HE AAAE Foko] FRE A-A o]F 4 Fo] kA AT JFFVIE 1t
9 7o) Apde] WS, o] 7|IXFE WEFCF VIRt EFElS wl, WEFore R
1gk $13o] U= 7IRE o ofA| Ao R Qg AR A AEF1.938 (95 %
A1 #73E 1.137-3.305) 2 YEsiTh

<E 4-5> FITHE WES T2t Fo| Ay Iy
GERD Peptic ulcer
O’;‘“ercsﬁtrs RR (95% Cl) OT”e”JsstrS RR (95% Cl)
Total 185 85

RR of PPI exposed periods (PPls co-prescribed periods only)

PPl unexposed 100 1 (reference) 46 1 (reference)
Overall 85 1.587 (1.089-2.313) 39 2.036 (1.178-3.520)
0~2wks 30 1.415 (0.885-2.263) n 1.179 (0.553-2.513)
2~4wks 15 1.032 (0.566-1.882) 10 2.223 (1.031-4.792)
4~6wks 17 2.500 (1.376-4.542) 7 4.225 (1.683-10.606)
6~8wks 10 2.233 (1.068-4.667) 4 3.402 (1.067-10.853)
>8wks 13 3.596 (1.707-7.576) 7 6.651 (2.219-19.928)

RR of risk periods (included PPIs washout periods)

non-risk periods 75 ref 37 ref

risk periods 10 1.952 (1.352-2.818) 48 1.938 (1.137-3.305)

M

WEATE PR B oAAle SRl weh ARsste] AL Sl CE 46>
12097 FEAEIDE FAFEA 457 o) A WL AAAE FSHAH 1,219
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AN S0 (17.9%) o] T A2ANS FAGOZ s g elo] Aol W
.
F obg BEZetE Aol WA 469730] th Aol 821(17.5%)0] FA A2

e FRROR s gelo] ARle] MBI 4 F o)y ehizehE
3607] thgAel A 8 (16, 1%) ] FA A2AAS FAROE s Yol Aol
et gict,

4 F o} bl aghazels Ao] WA 1779t 32118, 1%)0] F4
AEANE FATOR s gelo] ARle] MARGOY, 4 F ol Ui

L

Arpol whgR 189e] YAl 12911 1%)0] F4 A2AAE FAHoR Ft
!

ek, iuﬂ_ﬁﬂé %‘% FoFalal Joag o= Ik ARl WA
AFEE 0.334 (95 % AZTZF 0,476-2.342) 0] e}, em|ZelE: Fofo] FaH AJH
Al o]F 4 Frof oRAlEF ZHFIIRE S]tel] 2 719 Afxlo] WHAYEESaL, o] ZIRES W8Tk
7I7re 2 Tl e w), WeFeko R gk 9ol e IRE Fo oA dsAgow
o1&k Al WA 9= 2.036 (95 % A1E|TZE 1.343-3.087) & UrERTE

OPH

SF3AE ﬂl*uﬂﬂﬂi -8 Fokskar e 717J
AFEE 0.898 (95 % A1F]|F7F 0.369-2.185) 0]tk ol w|ZetE: Fofo] FRE AlH
oA o] 4 Fo] FAEH FHFVIE Fetell 6 219 ARxlo] WALl o] 7k
T 7Rt 2 2o ls wl, WEFoke R Qg f1do] e VIR T oAl HE
ZRgo g Ik AR A 913 1,184 (95 % AlE]RE 0.528-2.653) ©.& UHERSITE
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4 o] SFA & JR7IIE FFell 7739 Apdo] MAYsEGaL, o] 7I7HS WEFeF V]
L3S W, HEFeFo R sk HFo] = VIRE T oAl s Ag o= Qlgh
=]

AFA v 9= 2535 (95 % AlZ7F 1.474-4.361) = UERGCH
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H~l

ehilZebe e Fopsh Sxjol] F4 A2

< = ol AbA 4927
oA 197789 SA= FA HE JAAE B i

3 & okl | AFelA Abziol
WAl e ZaE We Foksla Y 7|7k o) okl EAgos Qs AR

Y Q) F = 1,042 (95 % A1F]FZE 0.546-1.989) ot} i ZetE Foko] Fr 4
AoNA o] F 4 o] oRxlE T ZHRTIZE Bkl 5719 ARzie] WAL, ©] VIRFS
HEESF 7Rk E EFEIS W, WEFFo R ek fFo] ' VIRE T oA s
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LA ST 0.871 (95 % A1=73E 0.338-2.244) = Uelyit), oAl Es IR7I3Ee
BeFeRte 2 xgehe Afolx SAH R fonlshAl AR A AREE 5



<E 4-6> MR BT NN STY YL |2t Fo| AHLY oI
Types of PPI N”ercgstrso‘c RR (95% CI)
RR of PPl exposed periods (PPIs co-prescribed periods only)
PPl unexposed 7 1.000 (reference)
omeprazole Overall 2 0.334 (0.476-2.342)
N=9 RR of risk periods (included PPIs washout periods)
non-risk periods 5 1.000 (reference)
risk periods 4 1.047(0.130-8.406)
RR of PPl exposed periods (PPIs co-prescribed periods only)
PPl unexposed 29 1.000 (reference)
esomeprazole Overall 21 0.898 (0.369-2.185)
N=50 RR of risk periods (included PPIs washout periods)
non-risk periods 23 1.000 (reference)
risk periods 27 1.184 (0.528-2.653)
RR of PPl exposed periods (PPIs co-prescribed periods only)
PPl unexposed 42 1.000 (reference)
pantoprazole Overall 40 2.568 (1.465-4.500)
N=82 RR of risk periods (included PPIs washout periods)
non-risk periods 35 1.000 (reference)
risk periods 47 2.535 (1.474-4.361)
RR of PPl exposed periods (PPIs co-prescribed periods only)
PPl unexposed 39 1.000 (reference)
rabeprazole Overall 19 1.108 (0.548 -2.242)
N=58 RR of risk periods (included PPIs washout periods)
non-risk periods 32 1.000 (reference)
risk periods 24 1.142 (0.546-1.989)
RR of PPl exposed periods (PPIs co-prescribed periods only)
PPl unexposed 21 1.000 (reference)
lansoprazole Overall N 0.582 (0.222-1.527)

N=32 RR of risk periods (included PPIs washout periods)
non-risk periods 16 1.000 (reference)
risk periods 16 0.871 (0.338-2.244)
RR of PPl exposed periods (PPIs co-prescribed periods only)
PPl unexposed 0 1.000 (reference)
dexlansoprazole Overall 2 NA

N=2

RR of risk periods (included
non-risk periods 0
risk periods 2

PPIs washout periods)
1.000 (reference)
NA
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CAOD with stent insertion & Acute MI{ICD-10 121)
2009.1.1 - 2014.12.31, N=47,808

[ Prescription of clopidogrel> 90% , 12 months of observation periods N=12,888

Diagnosed From the time of enrollment
until 12 months before(N=6921)

Acute MI(ICD-10121)

Cerebralinfarction (ICD-10163)
L Atrial fibrillation (1CD-10148)

[ Study subject N=5,967
|
I |
‘ Events of Gl bleeding ‘ ‘ Extract matched control ‘
n=370 Sex, Age, PPI prescription n=3,700
‘ Event of upper Gl bleeding ‘ Extract matched control
n=127 N=1,270
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oE 253 HwEkl
WA o= RE 3~671 Apolol] Fgx
of Aol A HE AAAE HE
9 Zdo] AYG gt 12795 178 (13.4%)
A gz 84 1,270%5 1159 (9.1%) 0191
ok 2E1 vaEkels W g 20 e Ede] L2 1.03 (95% A=t
0.91-1.16) eI e SATGH e w FofnjsA 89| S FolAY WA ik
Ao ZHE 3~670Y Atole} 0~370E o] o] Al P HE AAIAE BE
okl ekl thAAl= 15 3 (non-prescription to non-prescription group) 2 &
a3, AT Z8o] vl 3x) 12795 931 (73.2%) 0] AT o] uhls)
7 gke miRE vz 4k 1,2708% 1,0829 (88.8%) 0|t 1E17 HIwE S
o ZLE 3004, R8T Eo] M 9 =HlE 1.03 (95% AT 0.93-1.13)01
on FAGHcR Fore =2 AFHE EFAY FolA BT
WA =T 3~071Y Aleloll g2t FZ AA ] FoFetgiont, 0~3714 o]
o] Aol FEA HZ AAAE W& FekskAl &td didAE 2F 4 (Co
prescription to non-prescription group)Z EF3t9, 913 E3o] WAl A}
127%9% 139 (10.2%) 1L 17dd o] WAskA e midd iz &4 1,2709
< 60 (4.7%)o1ek. TE17 v wl ZLollA, e So] Hd o=
HI= 1.15 (95% A12]73E 0.88-1.17) 01 e SAISH o2 fojvetAl Sdo 913H|
£ 957U oA skt

co-prescription group)® 73311,

ORI $e o] WAISHA e wH
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<E 4-7> YR HE iNH S Hefol WE &

3 to 0 to Number  Number o
6 months ago 3 months ago  of case of control O 2 Pl

Co-prescription 4 (3.2) 43 (3.4) 1.00 (reference)

non prescription

Co-prescription  Co-prescription  17(13.4) 115(9.1) 1.03 0.91-1.16 0.64

non prescription non prescription 93(73.2) 1052(82.8) 1.03 0.93-1.13 0.61

13(10.2)  60(4.7) 1.15 0.88-1.17 0.84

Co-prescription non prescription
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A2A HEB QAN Bt 17

} 2 olaAleh Z2aeade) Waete] Sl ade] S4she A
o] s =53 o] Ao] o] 7|5 (aggregation or function)& Aalet= &=
A = HEFRY VI & LA ok AiZQdelA CYP2CLY A
Zyeads FAA P= A T I okAl Fekans AN "o ¥

olFe] wlEREA A 7] EE o]de] AAIAETF v CYP2C19 At
(alleles) & 7}A]E= poor metabolitzer ¢} Intermediate metabolizer oA S| =&
Heads E&Gs el e] w57t vrol Aoyt oA o] AstE o] FiF
T 118 (95 % AlEFZE 1.09-1.28) 2 AdHA o] PEE =olil 29 A=
5 W 2o 2 YeldEdl RR=0.84; 95 % 218177L 0.75 - 0.94), 22 AT o]
A AAQlE AT AT FHEe 25 S ARASHE olHd ade
3L, CYP2C19 ¥ o] Clopidogrel FeFa = 71d35te] A dHA|
Ao} 29| AN S =olAe F=rhal Busilnt (P>0.05).

ofrlofelo A CYP2C19 A E- kel H|le] poor metabolitzere] 3% &d o]

e, 2ARE dAE BAs ARt =lel A= poor metabolitzer®] FHE-E



12.6%2 = oprjojele]l Fate] -Ejuet Ao A % poor metabolitzer
o] B¥e] Wol R8s 5831 e i T &dsteatirplzEe] dghke]
oA QI Hlgo] B, Fade] 3T e 75 Adfshs &3E UEhA
Sl HogA AEAA A B HREE = 7Hdeld, o Yol A
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Hioln, WgFoko g ek glgle] WEFeko R gk o]5S A3|sh=rtel tek Fi
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