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. Executive Summary

1. Background and objectives

Diabetes mellitus (DM) is a chronic disease with high prevalence
rate, mortality rate and socioeconomic burden. Management of DM is
becoming an important issue in the society. According to the
guidelines, prescription of Aspirin is recommended to reduce the risk
of cardiovascular diseases (CVDs) in DM patients. However, the
risk-benefit assessment (risk of bleeding and prevention of CVDs) has
been raised in debate recently and in 2010, updated guidelines
narrow down the limit of the aspirin recommendation for primary

prevention of CVDs. However, there is not enough relevant data in

Korea. This study was performed to evaluate the effectiveness of low
dose aspirin use in preventing CVDs in newly diagnosed diabetic

patients.

2. Methods

Using the Korean Health Insurance Review and Assessment Service
database, a retrospective cohort of patients 2 40 years of age, newly
diagnosed with diabetes (ICD-10, E10-14) between January 2006 and
December 2007, were included. We excluded patients with diabetes
during the year before index year or with CVDs before the index
date. Patients were received low dose aspirin (£200mg) prescriptions
in index year 2006, 2007 as an exposure group compared with
non-users. The outcome was defined as hospitalization with CVDs
including angina (I20.x), acute myocardial infarction (AMI; I21.x,
[22.x, 123.x), ischemic stroke (IS; 163.x, G45.x) and coronary

revascularization followed until experienced a CVDs, death or the end

_iv_



of the study (December 31st, 2009), whichever came first. To reduce
the effect of confounding by indication, we matched each low-dose
aspirin user to one non-user on the basis of the propensity score,
which was quantified likelihood of receiving low dose aspirin within
one year before index date. Cox proportional hazards model was used
to evaluate effects of exposure to aspirin and incidence of all CVDs,
cardiovascular thrombotic disease after adjusting for possible
confounding factors. Also, we examined the influence of low dose
aspirin use oh the bleeding events. Statistical analysis was performed

using SAS version 9.1.

3. Main results

This study shows no significant benefit of aspirin therapy for the

primary prevention of cardiovascular disease in the propensity score

matched cohort consisting of incident diabetic patients (HR=1.40;
95% CI, 1.29-1.52). The risk of coronary arterial disease and
ischemics stroke, aspirin versus no aspirin were 1.74 (95% CI,
1.54-1.96) and 1.14 (95% CI, 1.02-1.28), respectively. The
attributable risk of aspirin use for CVDs was 17.5%. The risk of
cardiovascular thrombotic events including myocardial infarction,
ischemic stroke, and transient ischemic accident also increased by
34% (95% CI, 1.18-1.52). Besides, the hazard ratio for
gastrointestinal bleeding which is well-known adverse reaction of
aspirin significantly increased (HR=1.14; 95% CI, 1.09-1.19).

4. Conclusions and policy proposals

In this study of diabetic patients, low aspirin use was not decreased
the risk of CVD events although controlled for potential confounding.
The possible interaction between DM and mechanism of aspirin,

resulting in reduced anti-thrombotic effect and increased CVD risk for



DM patients. In addition, low dose aspirin use was associated with
increased risk of bleeding events. Further studies are needed to
confirm these findings to assess long term follow-up data and to
collect unmeasured confounding factors. It may provide evidence for
revising clinical guidelines that recommend cautious usage of low

dose aspirin to prevent CVDs in incident diabetic patients.
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SELE:

1.1.1. T='J EEEE

Tat2 I T WYHH F StHo|H ¥ E(prevalence)2 M MAHIXCoz FIt
o5t A= FAIo|Y(International Diabetes Federation, 2006).1) WHOY &4

off oot WX o 2012HMTUY O|4o| PO B UEAOH, 2005900 % 1,100
FRHOR olef AYeIHI, 203040l AIYR 47 £ w2 FIY ol
o4fotn UTHWHO, 2009).2)

s
X3 g of 201090l 3512t%oM 20204W= 400
of 7102 O|ZECH(Chan, 2009;3) ZWALHHEBL, 2009;4) MY
Y, 2007).5) AR LHO| TEWH TkYo| AP SYUE XXt JTH(FAHN,
2009).6) FE9F, Tty AXO| AYPEE AUUQIO 2.2~ 7.3 Toj UCH(HEFH,
2007),7) OECD =7ief Hlu A FF 35% G AfYste o= mpoten UCH(FA
%, 2009).8)

1) International Diabetes Federation. Diabetes Atlas. 3rd ed. Brussels, Belgium: International
Diabetes Federation; 2006

2) WHO. Fact sheet. Diabetes. N°312 November 2009.

3) Chan JC, Malik V, Jia W, Kadowaki T, Yajnik CS, Yoon KH et al, Diabetes in Asia:
epidemiology, risk factors, and pathophysiology. JAMA. 2009;301:2129-40.

4) ZUAZEYHZE, AZATIQ HIE-FUEA -H2d Y HZAT SN2~ 2006.

5) st ets| AZEHSMAMEIIY S 7|ZSAHT Task Force Team HEIIA Diabetes in
Korea 2007. 2007

6) S71H. 2008 AFLREAEAH. 2009

7) eS| ZAZESAMAIHEIIY, Yk J7|ZEAHT Task Force Team EIA Diabetes in
Korea 2007. 2007

8) E71H. 2008 AFHRQIE 7. 2009
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1,950 — 26000
100 L >so.o0
1,850

- 240.00
1,800

B 230,00
1,750
B — LG5 - 220.00
1,600 = 200 O

2006 2007 20084
a3 1. Y= Q2 2K 2 ZIZH| F0| (HZEEST, 2009).

QaLte] Ty Wy et XTo MUON QWES XU 300 W IO
O, Yg wQIQIIf FI[U Wt of2et AMTF GHZF OO|Y UOB HMYBIACHUM
2, 2008).9)

H 1. o SH70IM EnE st=20Me] EixH FYE (AAE, 2008)

Hud b bl ZlchH FHE(%) gy
X|S(Kim KS,1972) 1971 »30 UG+50g OGTT 15 HESIX| 42

X (Park Y, 1995) 1993 »30 75g OGTT 6.3 HH
Ex xlof 1992 28-59 FBG 3.03 Hx
(Kwon JW, 2008) 2,000 28-59 FBG 6.29 I=PS]
X|(Song KH, 2007) 1997 >30 75g OGTT 6.9 HH
2003 >30 75g OGTT 11.7 kS|

P BIALA T FBG/PP2hr BG -I

— 1 S
(AR 2007) 2003 20-79  diabetes code Hx 7.7 =
of DM med
1998 >30 FBG 111 Hx
20174ZIOER A} 2001 >30 FBG 8.9 23
(Rgael=R, 2009) 2005 >30 FBG 9.1 [FS
2007 =>30 FBG 9.7 HH

9) Kim SG, Choi DS. Epidemiology and current status of diabetes in Korea. Hanyang Medical

Reviews 2009;29:122-9.
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T WAl AWIIUY SOl e ENS AFE 19794 WEHE
Framingham RTE A7QIH, 0] ATOME Fhyo| T|go| HEIHUY WL
238 FOHIACD BDOIECL. BANS BYFUTY, 2 5
202 FIIGOW, T2 NS DIBIAS U, SBY NHH

EF0 UK PP YU P opy, WHIM HIAOIRD, MERHTY| o

ArgoIY HEHAME Aol F¥Cl R (Kannel, 1979).11)

T3t Miettinen®] ¢ QJot MIFM gXiolA 1W T AIYE, A AYE, o
ALK 28U SO AMHE S2 G, o Tkt SXIN Fhyo] g xjof |
of QOIS FIIOIYUCL, K MIFM o|% Ty KO AYFO| £1 AFOUME <Y
MYEO| 7| RO st oyrQwo| o|ZojXof siCin FXBPI YUK Miettinen,
1998).12)

dgeol, 2008d HuE ¢ A
13%, SHELAHRHZ 7.6%2 f¥ES Hole A22 UHHIH(E2F, 2008).13)

1.1.3. orAmAO[TE?

OIANUL MEUD ANl ¢QE MMMOM MY HOZ BC 15004%F 1t
O ECIN ZYE THTA AFEC] YCHD YAX U, EY BC 4004 ol ‘et
o ofX|'Z g OEIAHAIL AGUCHE T|=Z0| Yot UL,

xy WS XFO[0 MAE 207D, FO| HS F
9 FE QL 0| 18974 S ZCY| Ho|Y Ao AP WAX TIOK| A3
Al
=

Of WSS AlF OPANUS gHYOO] A2Airel
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e
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Jhu
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i
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11) Kannel WB, McGee DL. Diabetes and cardiovascular disease: the Framingham Study.
JAMA 1979;241:2035-8.

12) Miettinen H, Lehto S, Salomaa V, MOhOnen M, Niemell M, Haffner SM, PyOr0i0 K,
Tuomilento J, for the FINMONICA Myocardial Infarction Register Study group. Impact of
diabetes on mortality after the first myocardial infarction. Diabetes Care 1998;21:69-75.

13) 22&, 22, YEiZl, 4G, M&|, 2zl S, M2y YHetxte] Add E3 2 MFHRHIE X

i,

Al Korean Diabetes J 2008 32:358~65.
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o oI SOOI LEILR| 900, Q0|2 oA
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=¥ ZI=X|IE 2007.
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Antithrombotic Trialists'
prevention of vascular disease: collaborative meta-analysis of individual participant data

from randomised trials. Lancet. 2009;373:1849-60.
15) American Diabetes Association. Standards of medical care in diabetes: 2007. Diabetes

Care 2007;30:54-S41

16) thete=atsl.
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Shod BROIN ABEALE oSS Y5 OLATIZ ABYL BN

0

FIRICHE PRFMIL WEEIUCH17) O ADA/AHAE MU UL IHH
DYUP Gty TAOIAT OLAL AG S UHOIHOD, OLAN g A HHE A
o Aot 18) MY (European Society of Cardiology, ESC) % #d
Sty (European Association for the Study of Diabetes)oiMe MIZ2%A
Ol HUUAULUOZ QITH Argol UXfogo| UM OofAMAUZS AFIX| ¢ UCH,
HEF Y2 AsHMU ofAmE HDStY QUCE19) EJ Ol ooz SE Y
(US Preventive Service Task Force, USPSTF)AM e Tkt {7 Ml
S ot o2 QIoF LA ALgo| Uief WHE WIMOLO| gl AEIOICHIY 2).20)
British Male TPT, HOT POPADAD,
Doctors cohort EIDRS trial PPP trial JPAD trial
Physicians’ Women’s Health
Health Study Cohort
| | | | | | |
| | | | | | | >
1988 1989 1992 1998 2003 2005 2008
ADA recommendation (1997) of ADA recommendation (2010) of aspirin
aspirin use in DM patients, over 40 use in DM patients, over 50 (for men) or
years of age or who have 60 (for women) years of age or who have
additional risk factors additional risk factors

a8 2. =Y XM HEA R dxteld S| ofALZ A0l e FEHHIE
USRI D= =E5tE] 710|=atel HIAR SE.

OYS MT Fhty UXOIN MUIHUYS UXo|Y SHOT Agots ofAmBUC)

17) Belch J, MacCuish A, Campbell |, Cobbe S, Taylor R, 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.

18) American Diabetes Association American Heart Association American College of
Cardiology Foundation. Aspirin for Primary Prevention of Cardiovascular Events in People
With Diabetes. J Am Coll Cardiol 2010;55:2878-86.

19) RydOn L, Standl E, Bartnik M, Van den Berghe G, Betteridge J, , et al. Guidelines on
Diabetes, Pre-diabetes, and Cardiovascular disease: executive summary: the Task Force on
Diabetes and Cardiovascular Diseases of the European Society of Cardiology (ESC) and of
the European Association for the Study of Diabetes (EASD). Eur Heart J 2007;28:8-136.

20) Wolff T, Miller T, Ko S. Aspirin for the Primary Prevention of Cardiovascular Events: An
Update of the Evidence for the U.S. Preventive Services Task Force. Ann Intern Med.
2009;150:405-10.
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2.1. Tty XN OfAMA XY Y

FUIQ Tt TAOA OPANR AuAZO| TOF AT LYEQUOT, OLALY Ky
of gt Kolo| Xfo|ot YO 11~72% 2 CHFSHH HRED Yo,

The Third National Health and Nutrition Examination Survey
(1988-1994) °f SIH, Tty X} II2H 27%7F HETAEHHO| AU, T &AX};
3 37%77t otANEZ 5801 UZ. HYUAHEHO| UEs UXYM ofAMYU £ M

A HERUOl U= UXIETt 4,34 FAS. 1988~1994F A0l 20%2 X}
U FIIHoR ofAMAZ AU (Deborah, 2001).21)

ot WA OIANO| NYEL FQL 0O FQ Uy wxfe] Myt njgrojo,
QoM E Pty IIAFH AT XA OOt OF 720600X OLAMO| X
WEIQICH( ST ere], 2007).22) 2001UEE 200397X] MEH HUE Yoy
UXE UYOR of% o2 75-499mgQl OFANULS Y O NWH F orAm
AL IR HOISILe W, OfANY AEX[I} 20014 6.9%, 20024 8.9%, 20034
11.6%2 W Q6P 37tk HOE UENFOD, o= R A7 A} H|DOIHS

o We FEZ B (Antithrombotic Trialists' Collaboration, 2002).23)

21) Deborah B. Rolka, MS, Anne Fagot-Campagna, MD, PHD and KM. Venkat Narayan, MD,
MSC, MBA Aspirin Use Among Adults With Diabetes Estimates from the Third National
Health and Nutrition Examination Survey. Diabetes Care. 2001;24:197-201.

22) CHSIEESHe| ZAZESAMAILIIY, S J|=EAHT Task Force Team EIA Diabetes in
Korea 2007. 2007

23) 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;324:71-86.
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2.1.1. SXud gAY

Tty XM OfANO] MEBAEY oY nHE HAUSH= H 2 E + Us
FEAUE deAEoAE 32 orF JHXPPE UH(E 4).
OlS UMAIHE F M| JX|U0| Ykt UKE UHOZ o AFHOD, YUXE T
' YRS YR TS Uuk QIFNCHS GYOR o AL
B 4 AEEAEe x| 59| ofAmE ARZof Chet 97EX| FAM{HNE LNAR
Stud ETDR
( u;“:h BMD25  PHS?0) s TPT28) HOT29) PPP3)  WHS3)  POPADA  JPAD®)
P (1988) (1989) (1998) (1998) (2003) (2005) D32) (2008) (2008)
year) (1992)
Stud 1980-8 1992-200
u. Y 1978-84 1981-87 1989-92 1992-97 1994-98 1997-2001 2002-08
period 9 5
Diabetes-s
i
pea' ' No No Yes No No Yes No Yes Yes
main
hypothesis
Proportion
of diabetes 2% 2% 100% 1.3% 8% 33% 6% 100% 100%
patients
Result in Nc;ir;sri]?ni Signifigant Signific.ant Signific.ant Signifigant Signifigant
tire reduction reduction reduction reduction reduction reduction B B
e.n‘ the risk the risk the risk the risk the risk the risk
participants ' of M of CVD of CVD of CVD of stroke
of CVD
BMD=British Male Doctors cohort; PHS=Physicians’ Health Study; ETDRS=Early Treatment Diabetic Retinopathy Study;
TPT=Thrombosis Prevention Trial, HOT=Hypertension Optimal Treatment; PPP=Primary Prevention Project;

WHS=Women’ Health Study; POPADAD=the Prevention of Arterial Disease and Diabetes;

JPAD=Japanese Primary Prevention of Atherosclerosis with Aspirin for Diabetes

Progression of

25) Peto R, Gray R, Collins R, et al. Randomised trial of prophylactic daily aspirin in British
male doctors BMJ 1988;296:313-16.

26) 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;321:129-35.

27) ETDRS Investigators Aspirin effects on mortality and morbidity in patients with diabetes

mellitus. Early treatment diabetic retinopathy study report 14. JAMA 1992;268:1292-1300
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Tkt UXE ETYUTH UUQIATYTS UYOE OfAMAUS HEBAIHYH UKoY Tt
g 2 SXuyd UMM YO=  Thrombosis Prevention Trial (TPT),
Physicians’ Health Study (PHS), British Male Doctors cohort (BMD),
Women’ Health Study (WHS), Hypertension Optimal Treatment (HOT),
Primary Prevention Project (PPP)?f YiEXo|c},

ol WSS Yh UXE TPT, BMD, WHSOIME 22t 1,
PPPOIME 229%7tX| E¢ford lom], 218 242 $ Fut
g HAOIC.

3%, 2%, 2.6%,
gtxpofM el &M At

BMD2 TPT & U@ M2 49 Tkt XS Feotl Uof, Fhty XY M
AR QOO UAS HOPo| HHEHO| FHOIX| O

PHSE 404 O49l 2P YRt QALE UIYOR XIS YMAYUOCR, O] F Fh'y
W 5332 GO 9o XD H|IO] Y OfANUS 325mg =ut oK
AP, HXFY I WMo HUYHEI 41% RHORlE AL welerrt

(RR=0.59; 95% CI, 0.33-1.06).

28) Thrombosis prevention trial randomised trial of low-intensity oral anticoagulation with
warfarin and low-dose aspirin in the primary prevention of ischaemic heart disease in men
at increased risk. The Medical Research Council's General Practice Research Framework.
Lancet 1998;351:233-41.

29) Hansson L, Zanchetti A, Carruthers SG, et al. 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;351:1755-62.

30) Sacco M, Pellegrini F, Roncaglioni MC, et al. Primary prevention of cardiovascular events
with low-dose aspirin and vitamin E in type 2 diabetic patients: results of the Primary
Prevention Project (PPP) trial Diabetes Care 2003;26:3264-72.

31) Ridker PM, Cook NR, Lee IM, et al. A randomized trial of low-dose aspirin in the primary
prevention of cardiovascular disease in women N Engl J Med 2005;352:1293-1304.

32) Belch J, MacCuish A, Campbell |, Cobbe S, Taylor R, 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

33) Ogawa H, Nakayama M, Morimoto T, et al. Japanese Primary Prevention of Atherosclerosis
With Aspirin  for Diabetes (JPAD) Trial Investigators. Low-dose aspirin for primary
prevention of atherosclerotic events in patients with type 2 diabetes: a randomized
controlled trial. JAMA 2008;300:2134-41.
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HOT= 504X 80MI7kX|2] 18,000%2 ¥XIE U=
% 1,501%9 Tty AXSOIM Y 75mg ofAMEZ S8 Faf Ho4FS Hu
Ot¥S W HIFMY N EE MYY BHHHEE 0.77 (95% CI, 0.44-1.36)Y
o= YERH.

b

WHSE 454 o9 oxf HAgMEI 39,876%2 U/o=z 3t AH4=E, 9f
Tt ¥UXE 1,037%YOIAH. Ol 3 H 100mgS =89 9 YUZZ H| W}
= 0 ofAmE HMIFM2 JoSHH RFFEX| RPYOL(RR=1.34; 95% CI,
0.85-2.12), HEFZ Yol RF= BUAE HA{Y(RR=0.45; 95% CI,
0.25-0.82).

w Fht BAE QIR O FAAUY AUGAH

Tkt UAUZ UPYOZE orAMRUO TIHE ZAITH S A s Early
Treatment Diabetic Retinopathy Study (ETDRS) H|uX %|20j| WHE AR
Q1 Prevention of Progression of Arterial Disease and Diabetes
(POPADAD), Japanese Primary Prevention of Atherosclerosis with
Aspirin for Diabetes (JPAD)?I UH(E 5).

ETDRSOIME 18-70419] FUFE SUrdt Gt ©XF 3,711H2 YO e of
AL 650mge FOIRt 2 Y%L HITOIUTL. O ATOME 50%9 LRI M
% i

AT FEAXL FEIREM, Abget wXte HEBAHRES

—

HOZ EREUCN, W HIFMOIY 212 I
AL, 9%l UR= TIPS FHIOID UYUCH OFAML FoRet Fojk MIZM Wi
° 85; 95% CI, 0.73-1.00), H&35& ofAL

J 8
orZol 982 TPt FYL HHUCHRR=1.18; 95% CI, 0.88-1.58).
POPADAD 97& ARSUE 169 HUOIM Py D549 LxEUTRS I1Y

=2 =2
40M| OOl WX} 1,276 UALOR OPATIUAZ YASH ARGO| MBIATY WAy
OXE FS YR HIMOIUCL M| ARUAXLE OFF OLAN 100mgt At
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%3 1
oA wAsto] SHMOT Qojst WMol gl

ClI, 0.76-1.26).

JPAD @& 2o 1637 J|TOM FUFoHY Vg WOl U= Ty U

o
2,530%¢ UAHOR X§F OLAML FUFoHY T UXYHUS MororRRt op%
O ATUAXIS ofRo| OfANUL 81 EE 100mg H§vts 2, HEgZOE U
ol O[O, FRAMWARE XHM E& HXTH ojEy 4V, HFF, VX

PURUS LAUSIRY, A7 HEF2 SEdq

Zit orAmME HEFoM 68U, otAmY HIE
Aot FAMLE Rofor wHPol Y= AeE YHFH(HR=0.80; 95% (I,
0.58-1.10). 2£3& MM 654 o = &AXM otAm =30 FUHFY
g S |l A2APle AHeR YHEH(HR=0.68; 95% (I,

0.46-0.99). ¥4 HEFOIY 8 =8y T2 ofAmS GFZoHHZl UM

H 5 i EXjoM HEAZE dxjold SHo| ofAmE ARZ0] it =2 UMM

Zat
ETDRS34) HOT35 PPP36) POPADAD3) JPAD38)
(1992) (1998) (2003) (2008) (2008)
Aspirin dail
pirin daty 650mg 75ma 100mg 100mg 81-100mg
dose
Follow-up
5.0 38 3.7 6.7 44
years (mean)
No. of
tients with 711 2
patients wi 5 1,501 1,031 1276 939
diabetes (1856 vs. (NA) (519 vs. 512) (638 vs. 638) (1,262 vs.
(aspirin vs. 1855) ’ ’ 1,277)
no aspirin)
Fatal or Composite of Death from Composite of
Main Mortality from non-fatal M, cardiovascula CHD or sudden
outcomes all causes fatal or r death, stroke, death, or
non-fatal stroke, or Ml Non-fatal MI non-fatal
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or stroke or MI/angina,
stroke, and
above ankle stroke/TIA or
all other . .
. amputation; peripheral
cardiovascula )
death from arterial
r death .
CHD or stroke disease
E t rat
(a\;e?rinrav: 12.1% vs. 5% vs. 3% vs. 43%  O2P VS oo vs. 6.7%
pIrin vS. 14.9% 7% * VS, A5 18.3% 4 VS D1
no aspirin)
RR f i
Outco‘:nre”gg; 0.91 0.85 0.90 0.98 0.80
o) ? (0.75-1.11) (0.73-0.99) * (0.50-1.62) (0.76-1.26) (0.58-1.10)
RR for MI 0.83 0.64 0.49 0.98 1.34
(95% CI) (0.66-1.04) (0.49-0.85) * (0.17-1.40) (0.68-1.43) (0.57-3.19)
RR for stroke 1.18 0.98 0.89 0.71 0.93
(95% CI) (0.88-1.58) (0.78-1.24) * (0.36-2.17) (0.44-1.14) (0.52-1.66)

The results from the entire participants, about the same in groups with diabetic patients
ETDRS=Early Treatment Diabetic Retinopathy Study; HOT=Hypertension Optimal Treatment;
PPP=Primary Prevention Project; POPADAD=the Prevention of Progression of Arterial Disease
and Diabetes; JPAD=Japanese Primary Prevention of Atherosclerosis with Aspirin for Diabetes

34) ETDRS Investigators Aspirin effects on mortality and morbidity in patients with diabetes
mellitus. Early treatment diabetic retinopathy study report 14. JAMA 1992;268:1292-1300

35) Hansson L, Zanchetti A, Carruthers SG, et al. 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;351:1755-62.

36) Sacco M, Pellegrini F, Roncaglioni MC, et al. Primary prevention of cardiovascular events
with low-dose aspirin and vitamin E in type 2 diabetic patients: results of the Primary
Prevention Project (PPP) trial Diabetes Care 2003;26:3264-72.

37) Belch J, MacCuish A, Campbell |, Cobbe S, Taylor R, 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

38) Ogawa H, Nakayama M, Morimoto T, et al. Japanese Primary Prevention of Atherosclerosis
With Aspirin  for Diabetes (JPAD) Trial Investigators. Low-dose aspirin for primary
prevention of atherosclerotic events in patients with type 2 diabetes: a randomized
controlled trial. JAMA 2008;300:2134-2141.
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39) 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;324:71-86

40) De Berardis G, Sacco M, Strippoli GF, Pellegrini F, Graziano G, Tognoni G, Nicolucci A.
Aspirin  for primary prevention of cardiovascular events in people with diabetes:
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43) Welin L, Wilhelmsen L, Bjlrnberg A, OdOn A. Aspirin increases mortality in diabetic
patients  without cardiovascular disease: a Swedish record linkage  study.
Pharmacoepidemiology and Drug Safety 2009;18:1143-49
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3.5.1. W37 % HA’l=
* MRINE 1 PR TP W N2 Ag
20064 1% 1ULE 200749 12% 31YIK 2d F* B o@I|@| Yo

Tk%(ICD-10, E10, E11, E12, E13, E14)22 [HLY (Appendix 1), %

ot BAIMOIM PG UTPOH Ee A&V HMYL2 U 404 o) XE HiHe=

Z74 UYPHE SX% YuFEF 396 TxHEHOl &% 971X HEZ(CIE
EIFOH, HfofLolE, BZ AN, HHEH, YMFRIAGIO[Z XX, A&, H
OFE L, AIYHE {AH) S EYSIRCH, U YN 39X (LELLH|+H|FO}
Lolt, LEZ QAN +EOrESHY2 H[FOIHYOIE+EOFETHHZ)t UM,

Dipeptidyl peptidase-4 XN TUXN| (DPP4XN|X|)eF H|SLO[LO|E4DPP4 XA
DPEUH = L2420 20099 olF S07F AEEC] 2 A UigS FAY oo
HA=ALH, AN ZEUor FFE§ EGDOH E= USV2 B2 HASIRY
(Appendix 2).

9l J|ZL MEOIH WYAONS HYWLAOL, BHMO| FhY UTHO| Gt FoE
ERGX YU MFEE 5 BHOZ (FTS WYYOH Fuye Ag HESUY
F9 MEm U gueser AL MF, OYXTESF, BY 5o UXE FYSH
N2 gmol et HNJF UAL) ASOIRS TPsAOl YUTH E, FHMO Fut
GOl Yoy, FF§ HWYUOHIE MYWX oL FL, ot YAY, YEXE

*W¥2N1E 2: A9 21F
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HRYAOR MYELS AHoIM A0l 404 oMY 1004 DTl FLE tiyoz
ORUCE, MO SEQIUIYUNAIY ATOM HZCUY AYO| 404 O4OIHD, AFE
AIEots 20009 A OI3FREOUN 40K O Hi Gkt TN ¢Helo|
L P9 OIANY ALgE WIOHD YO U AHE Yot 2ol Feorc,

* HePIE 1: Ty wAer #@xp &4l

SRy WS YIS Yot 20064 1Y 1ULE 200749 128 31UINK Yk
OF MX UUY WXS JheH| 20054 1Y 1URE 129 31UNX YYo=
o HPIL Gl FQE NUIHCE Tkt XN NPT YURACE UK
QO 46) 47) 48) 49)0|YX 2O OLAMY Aol HSFO| EI| WRY50) Yo

A
2 oYt 90| 70| HA 1Ho|M AT 2 THX| gl WXRE o EYorgch,

Tk WS AP Yot WA o4F W Y =271 i LHEIRELA

2 2
= ToIReY, 2 AoMe 20073 1¥ 1€RH 20079 128 317X 1'd F¢
SePoE UTHN, FF§ UIFOHH Es A& HYol U= UXE Y22 919
O 1|2, O 2ZF HAHHZ AU T WHAUXE FooIAS W, W A=
ol xto[7t | &Qlorirt.

* HOYIIE 2 MEY oA Arg A W =

T

46) Yun KE, Park MJ, Park HS. Lack of management of cardiovascular risk factors in type 2
diabetic patients. Int J Clin Pract 2007;61:39-44,

47) Jang Y, Lee JH, Cho EY, Chung NS, Topham D, Balderston B. Differences in body fat
distribution and antioxidant status in Korean men with cardiovascular disease with or
without diabetes. Am J Clin Nutr 2001;73: 68-74

48) Girach A, Manner D, Porta M. Diabetic microvascular complications: can patients at risk
be identified? A review. Int J Clin Pract 2006;60:1471-83.

49) Spijkerman AM, Dekker JM, Nijpels G, Jager A, Kostense PJ, van Hinsbergh VW, Bouter
LM, Heine RJ, Stehouwer CD. Impact of diabetes duration and cardiovascular risk factors
on mortality in type 2 diabetes: the Hoorn Study. Eur J Clin Invest 2002;32:924-30.

50) Product information: Aspirind [acetylsalicylic acid]. Bayer Korea, 2011.
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2 (B 10),

E

E5t MASrut(Appendix 11).
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n R0 Km S5 E J 2B e El 20 |
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51) Product information: Aspirind [acetylsalicylic acid]. Bayer Korea, 2011.




Auaby BUIIBIOGD]|0) IDIYFDIH PAsPG-IIUIPIAT [DUCIION

B BLOOD AND BLOOD FORMING ORGANS
BO1 ANTITHROMBOTIC AGENTS
BO1A ANTITHROMBOTIC AGENTS

BO1AA Vitamin K antagonists
BO1AB Heparin group
BO1AC Platelet aggregation inhibitors excl. heparin
BO1AD Enzymes
BO1AE Direct thrombin inhibitors
BO1AX Other antithrombotic agents

—

20104 FHNIFM NYY Y| AIJY YU 2= Ity £ ARXFYN

IS Xyorge ohg EeF 2T (E 11).

;O

2 11, 2 g7ol ZetE S MY JIE

gH =Xl 20108 Sl B
CHIE XEetE LY dekE

Warfarin 1 1

Heparin 1 1

Dalteparin - 1

Enoxaparin - 1

Nadroparin - 1

Sulodexide 1 -

Clopidogrel 1 1

Ticlopidine 1 -

Aspirin 1 -

Indobufen 1 -

Triflusal 1 1

Cilostazol 1 1

Argatroban - 1

Mesoglycan sodium 1 -

Sarpogrelate HCI 1 -

Others included antithrombin |l parnaparin, bemiparin, dipyridamole, iloprost,
abciximab, tirofiban, beraprost, Limaprost alfadex, treprostinil, Ozagrel,
streptokinase, urokinase, tenecteplase, lepirudin, fondaparinux, rivaroxaban,
RH-tissue type plasminogen activator, sulfomucopolysaccharide, anti-inhibitor
coagulant complex

HEF OIANY (UUNYEF 200mg) ALRS £ AT 1x AR=EHo[n, of
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JECED

Il I ZHO ArgE

ol
M

e

=
=
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EREL L

QYo Z2MEIW, ofAMY o

=
o

X HASFAT. Uil MT FU PEHA =

M R R HEEY (Appendix 12).

* HePIE 4: JIFEMEZRY 1 oY A L

INFEAHOERE 1W o At

a
82
5
of
=
=
=
<0
o
M
gJ
5
5
w
r

JlJ

<+

BAM BEAM UEZD

=
—

R96, RO8, R99) E
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3 A EorE OfANUY FHEAC P Y FHE 22O HAGIHTG (Appendix
: 14). UHHRIL X2YE Fol Fu WY ol¥ NEWY S BAY| ot

z WSl NY, AR, AEny
(prescribed daily dose, PDD)2 &Mo1Qitt. ofAmae FYRIALEC| T2t &F
YRIBIR O], FUSH XYHo| ZerE OfAITOl UUFUTF AUY| HE

o| PDDE Ataoto] XS HQIstgr,

ADA JIo|E8RIo|M ML= PDDE 75-162mgeld, A21Zt A JUoM Al
TeE orALY §F2 100mg TP HiFECIBE(81mg, 75mg HIHl= 20084
OlF ASEUS) UYHH S4¥ PDD EEE #QIoiY, PDD 200mg DIl X §3F
OFAI Atg X2 H|$HOIO| OLANRU ALGZ2OZ oo, %g LFS FIIOIAUC

AHFENAMOYA OLATZ AL PDD 200mg DI X§F OfAM Arg-2 ojujstey,
3.6.2. ofANT F X&F YOI

OLAM X XYY ofy o}

SORR|AII2S WO Yol QWYY FE4UL HH

g WG|, OH Xy FRUM OOfX|E Mol AKY A0|Q Ao £EL Mo

sfo] XuAto|e] 710l B{8IL5Y Wel(permissible gap)E XSt 4£F o[stolw
:

Jpote HHH S XM 2BIIC} 52)

= 10

| EHYUSHE OOjX|E XNYAS WXQIHR wolopy| QJofo] 24 WXMB HYAS
HUOIED, 2 LAY HYAOIM MPAIUL LISIHD, BE HYA AKYo| F

52) Sikka R, Xia F, Aubert RE. Estimating medication persistency using administrative claims
data. Am J Manag Care. 2005;11:449-57.
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(HYFSUY OofX|E HYAIX

E A

T |

U)o XM FEFALL 50% O[S0 YO FL |§IM5U WSIR WHoro] o|of|
—

HYoZ HOOpI, MU0 O M| 50%E AUoHs FL Aol
XSEX| s HORB AFOIUCL oE SO, FFAULT} 30%0\L, MM HYFIUY
CHS MYAEIYO] 159 ool FQ AHYo| KAEE HOE EMOFO, XFoHAo|
Hge chg 1Y 2T (1Y 13)

4 : NE :

e Study period
== Aspirin prescription duration

03 13, OLALE MYZHH TIlol OIBsH KIS0l JHa,

3.6.3. g4l 2IE MEY B

OIANY ASRS Wkt WA WX JHQH| OfAUS KGO AYHe UME I|F
AHOE OB, OFAN HIALGROIM T|E AME ARUA MFII (20064 1
o

o
o 1YSE 20074 129 31%) U AR WAY TH0 DY Meotgct.53)
3.6.4. ofAmB AL Y4
OfATIE AW o|2I|F FY

, XI9E Tk #Xt 1009T orAmE MYAH 22X

53) Seeger JD, Walker AM, Williams PL, Saperia GM, Sacks FM. A propensity score-matched

cohort study of the effect of statins, mainly fluvastatin, on the occurrence of acute
myocardial infarction. Am J Cardiol. 2003;92:1447-51.
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S

H S0 HEBAREUY oS flet otALR AZSUYY EM

0

r

g WOISYCH (HYA/100%). ARIITUS ARSI (AY), OXQRINY (HY

AAIETIM (HBFUBY, FUYY)OE FEoIUD

/

0

x|oje o=\ Ax

o ' ° ! =
M2 A=ghe] BTl T3 Mg, fA iR, AN, FF, 0H, i, 371, BY,
5, 34, MY, 35, ¥4, WFE FREY

3.6.5. OfAIY Argo| Yy Ux= Q9

Pt W WX J|F AIF OM 19 SO OLAN ALg QRO LE guW, A
24((1); 40-64, 65-74, 75+ (2);40-49, 50-64, 65+), AAEY IIAQH (A
FEY, ARHY, AYEUL YRHT OF), FuHAN HMYRH(ALY MY 99),
AMEE| Wgto] Ul DHY, OMXILES, WHMYHT (proxy for heavy

smoker; ]40-44) 4 9, I2MEIA, ARG, FUHEYN, HAH=ROEY 2E
SN, Z2EHIAYXY|, H2blocker MY F T 229 &HY FMZ o0 =X
A YUEMS MAORS. RA+ES p-value<0.052 UL,

0
LA Hyo| P UKL 2012 HYUHMOR TSI AEU YU

r

g olgot

[ a =2
Of OfATIA AL§RI HALSZS WAIIOTO] MEBATY WA AUSES BAOIUCE

ocaE 1A
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3.7 2Xu4o| B

163
01641, OAB41, 01642, OAB42, 01647, OABAT,

122, 123, 1250, 1251
G45

M6551, M6552
M6561, M6563, M6562, M6564
M6571, M6572

121,

- 44 -
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go

24 HBAMARE Jla"d J(146.1), HAME

EHPM(163),

(G45),

(I46.9)°1 ZHE

"UOE HolBtLt,

5
R

ot

3.7.2. O|x}

$ Jted|, ¥ A

H

2t

Iof

2071 ]

22034l

o2 Mojsteirt,
x|2ot|o| X

o WABE A£(Q7620) and Z2EHILAXH Xt

3) ASHYAUY AU WAIFH A&(E7611) and L33

s and (H2blocker M% or Z2EHIAKY *4f)

W2622,

(W2621,

L

Al&(E7611) and
M5091, M5902) and (H2blocker X% or Z2EHIAXXY| X{4h)

ACHYUY B UAH

4)

(M2540,

Herle

298

and
Q7660) and (H2blocker X% or ZEEHI XX X{)

o
JEE

(]
il

k

o
[

My (Appendix

k

o)
[

X2E o8
9),54) AmY XtZet 20| ICD-10 IEO| ofef g HoIsh YFRHMKZ

¢t 29 A7 (Appendix 10)S LR of%] ARPIOIN U X

o Xp2YlofoM X

ot (B 13).

g o8

7HET A, 2011,

=
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I 13, A3MHY S8 & MZo| U =Rl o[8E F=
Heh EE A SMo =gt F=
Perforated gastric ulcer K251, K252, K255, K256
Perforated duodenal ulcer K261, K262, K265, K266
Other perforated ulcer K271, K272, K275, K276, K281, K282, K285, K286
Bleeding gastric ulcer K250, K252, K254, K256;
Bleeding duodenal ulcer K260, K262, K264, K266,
Other bleeding ulcer K270, K272, K274, K276, K280, K282, K284, K286
Acute haemorrhagic gastritis K29.x
Gastrointestinal hemorrhage
K92.2
unspecified
Hematemesis K92.0
Melena K92.1
A5 HIA 2E: LIAEA Al Q7620, E7611
A5Hd HY A MA W2621, W2622, M5091, M5902
ASHEUY HIAE M2540, Q7660
7ERE A= Q2510, Q2550, Q2551 Q2552 Q2571 Q2572

XHEC =2 £¥Y HEF (ICD-10; 160-62)C= QI3t Y=Z QI
w Euy Y

d HEFT r20l MY AE Y HUCR oYt
d

1) 160: X|F9t&Ed (Subarachnoid hemorrhage)

2) I61: HYE¥ (Intracerebral hemorrhage)
3) 162: I8 HYE FHW &Y (Other nontraumatic intracranial

hemorrhage)
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S mo

3.8 A0y 1=

o]
[

2 J|ENY O™ 19 FUY WY 920|§ J|ZL Foro o

HaE t-test, WFY ¥E= chi-square testg °|§

X
- —
©

T
)
H_o
X
ohu
or
3
Lo

ofo] 2oLt

He(Ld), AP2((1); 40-64, 65-74, 75+; 404 OAHS OfAA Xy UM

Age S orAmL B}

Olkof
AP (2); 40-49, 50-64, 65+2 FEOIO| LGRS 2007\ Tfo|SfeIofA

o
QA2

AOI'

i AFZoln, 654 °f

5041 O1eE FE=x

=
—

404 o)gol Mugigolney, 20109 JHEE ZrolE2UofXM

il

g3, WHAdyEY

I|, |

%I'

(proxy for heavy smoker)

SUrRete] Hoof B HDMOPYUCE.

Alstct(Appendix 15).

<l
K
JIJ

b2 BYOP| Qe MY WA Arg S

o
ofd

CCIe ¢

Ar8otaLt.

xfo] R\ EUZ oto] 16 § AW YULEL oIA0P| ot

FUIREX| B (Charlson's Comorbidity Index, CCI)

AP

=]

JOI'

FARE 089t %MO|(2008)2 UM Quan(2005)°] ICD-1002 X

H3otq CCIE

2006;30:363-71.
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OUt;R/0) HETHOIYHL THatt HAIMA|SL Y AYY 52 Moory| Yt Ao
X, 2M$(2006)57) UHH] (2011)9 ARSHOIM HFS Tefer| 9oy ALGUH X

N Yolg Mot N

|-_r,|_

°|lo
rs
P
2
Py
>
o
o
10)
S
=
X
[N
()}
3

x
0
UL AYEO| O ASHOZ XgotD YLK OCE60)61)

2 Ao FI EMZAYoIY DY FY LT OLANUS Xy WO AYHQ
YL ORI UG WISt YNUANE 1171% FuIFOR FHOIYON, Gnur

X Abg Off, XYL wolsto] B TeOIATH Appendix 17).

87 XAZUHIQYU HMG CoA HUTA AXN Argog, XMYULE &
ottt (Appendix 18).

56) ZMO| 9|, TEOIK HIIKEINY, ALREAANEII AABIIATA, 2008,

57) ZdME 2|, felutat i HEX 2[2H0|& X|&H0| HZZALet o=H[0| OjXls FE, AZEEXE 2
MAnr 2 2006;30:377-87.

58) HiztO| 2|, X=X|&Hd WE o=H|E 2 HZLZL
B AT A, 2011,

59) Moon HJ, Kang JK, Jo MH, Lee BW, Park CY, Lee SJ, Hong EK, Yu JM, Kim DM, Inm SH,
Kim HK, Phim CY, Choi MG, Yoo HJ, Park SW. Effects of type 2 diabetes mellitus on risk
factors of acute coronary syndrome. J Kor Diabete Assoc 2006;30:435-41.

60) Gress TW, Nieto FJ, Shahar E, Wofford MR, Brancati FL: Hypertension and antihypertensive
therapy as risk factors for type 2 diabetes mellitus. N Engl J Med 2000;342:905-12.

61) National High Blood Pressure Education Program Working Group: National High Blood
Pressure Education Program Working Group report on hypertension in diabetes.
Hypertension 1994;23:145-60.
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AF8OT R

o

ot 4P E A4 (/1,000person-year)

A Z=JHZ SAS 9.1

E

o

3.9.1. HIoJEHo|A L=

3.9 k'Y WXO|N OfAM At

1]

of o

o

dlo

OFAI Af

X 1,000
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Cox’s Proportional Hazard Model2| & 2|

t) = ANO(t) - exp [Bi - xi ]

At): ZE o FAXLE JHE cHAke| t AlZHo UM L AptEd
AO(1): 2E O ZFQIAE JHX|X| 22 ofate| 7|2 Afot
xi © 0| FQAX=2| &EA (=regressor variables)

Bi: ol =elAtet o =Anteto] ZAE MYSI= 4

(=unknown regression coefficients)

re
eh
=
o%
o
12
4 mo
fllo
R
of
[-
A
52
rlo
r
|o o
N
A
~~
=
o)
@
)
=
o)
S
Ia)
)
«Qa
=
(o)
c
o
p—
o
Hu
o
2
A
ofo

2 OUTH YUY WHHULELL 95% M

O O YEUQAXSY JUHHUHTIL A2t WO mEr UYSICH=  H[FHY I
(proportionality of the hazard)Z WUESH=EX] QIS XEU49| |og-log

survivor AIZte| wejo| T2t QyOHK| HEOHRCL,

HIZd I8 &g {3liM= SAS proc lifetest step2 Tl HQIsiA.

proc lifetest data=uis plot=(s, Ils) noprint;
time time*censor(0);

strata treat;
run;

&
re
oly
ehi
1z

S ofo AR NHIN VY W UG FOISX| UAGHOH, WX
2 2

a
UM oot Ha

agelo= RE Toolo AN M (stepwise selection)
ol oEp pét©l 0.058 ZIZEL2E U] Us WHSZ MEHsto] TAZ AXBIAUL.
WHHSE BSOS HUUAZEUOZ QIot YU UMAYULY 950% MZAZtE L&

o
3"
0
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A>uaby BUIIBIOGD]|0) ADIYF DI Pasp-dUIPINT [PUCIIDN

HoHs ArE| O|2X iFe Tgl 2ok XNBH(T=1)T HRH(T=2)Y 2%
HIYE BAOP| Sil, K22 HDZ0| AW OIS BHKIO|E Wk uf t2
39| o] FYS WX GEE ofof UITh OLAY A MUBAUYOCR A
UY QWS MStIA W U, HY, MW, FUuY S JPe U & YN, @9
YL WFEIO0] Tt DRQUFHDANAHOIME HEO 2HY DEQUFS
Sof Moig & on, 1 9o 39 @9 TUE oFA FHOILU| T XE4W

SOl WRIIL SO, SMTOOM ChEFEM S SHDYOR BN, 22 HDY

U WNERFESH ZYEC(Y 14).

Age
(xender' ® (5 Hospitalization
Hypertension Aspirin use
oy | e— of
Hyperlipidemia Pr(Tx=1) o
Do (VD
(o-medication... Pr(Tx=0)

Jay, WRI| W Fofel FQ IMAHOIOOF & K| 39| WA ALt Ktelo] S rioy
O[T WMANOR 9| EIP5OIL, CHAFEAL TYol REMY U HYHL I HFF
Mol SHPE U 4 UM, 2 ULl W TOIH M3 WAIF U B MU
olAre| SX|7} g 4 QITHs SHHo| Yck.

EALANM A2 Hlu/g2 QAU THO| WHQQUOIT},62)63) AAIMES F X=Q9
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studies for causal effects. Biometrika 1983;70:41-55.

63) Rosenbaum, PR, Rubin DB, Reducing bias in observational studies using subclassification

X223 u@2 Atole| 2
on the propensity score. JASA 1984;79:516-24.
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62) Resenbaum PR, Rubin DB. The central role of the propensity score in observational
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ﬁ0+ﬂ]Xl +162X2 +--

exp(fy + X, + o X, +--
l+exp(ﬁ0+,Ble + S X, +

PS

1-PS
oA He WO Giet I YL L=

8 (44), 9Y2Y (40-64, 65+), 1
olf, OFANIY Atg X|47|2H (24 UG, 21 ojxf)of map A7
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HEQQUO| MNZ QARAYTY AFFZE OXs FFE FFote Wi T AT
¢ =l 2&(Prevalence of Expousre, Pe)dl &L

£ HTOM LHEQ H|(HEEY H)E Add ©

AATY TN EAYOE AP oL HEIt ST QRACEHE IQUet AQUIE

= o 2 d%MeE MEF oraAmd LE9 FX(Prevalence

of Exposure, Pe)t AHitE AEEQ H|(RR)E ©l831 ZI9UBUEE AU

I9Y¥ = (Attributable Risk, AR) M&EALS 443t 2L},
AR=Ie— Iu

AR: Attributable risk
le: Incidence in the exposed
lu: Incidece in the unexposed

%— i
ARY = efe Y 100

AR
Ie

AR% = =100

CI1RI|YBE(PAR, Population Attributable Risk)E A&t on, Al2 C}2
o} 2y,

PAR= Ip— Iu

PAR: Population Attributable risk

lp: Incidence in total population (exposed+unexposed)
lu: Incidece in the unexposed

2 oMol LEQIS MY OLAN ALgO| 92 FHY, Yy WA WY
gemy mg wyso

| ZTAEHE RBEE TS| Y519  PAF(Population
Attributable Fraction, %)& 29 A2 o|g05fo MESIHUL,
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Y XN ofAWT AR HHUSE

OIXZMHQl HHUEE W YL AgUEol UAHY, ZIEME o ¥UEY
LAHO| Ut YRS AL UAOIM HAMOIHC YUIUY YU FOIS HIAHZ
ojlEy AHTSH(Appendix 19), AHZOIEX| (Appendix 20), YUY WY
op7r ol AHE AGHY XZH|(Appendix 21) AgEZ HQUSHY HY ¥
LrEOTRL. EOt, ¥ (84), HYILE (40-64, 65+), URY FHo

=
=
o Ep ATFOE Lo| WARINEC] YRYO| YR LeIorLt,
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4.1 Ty LN AU U I

20059 1¥ 1¥¢ 188 20079 12¥ 31UNX] IYRI|IY Y% Tk
(ICD-10: E10-14)2=2 TTE 40M o/ Tx¥ &UXt= 4,537,647 BoIULH,
101M| o R AF Ol oPgXIQA 146,582%F2 Mo, 20064 1¥ 1Y 17§
200789 12 31¥MX| L BMMOA T TUTY, BTHOH Xgol U= &Xf
3,721,134 B2 H2ot¥1l, 2006-7'd £Zx YUY o 14z
Tk 422 HMYL2 AX 98,117 T2 HIYorAH.

20064 1¥ 1% 18F 20079 12% 31U0X| ==l |# Y2019 TxHo=
T, HGPOHME MELZ 40M o 1004 °I%h Tt L #xXp= 571,814

UCH Y 15).

-~

FuyOR HchD

rA

o]

o
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Auaby BUIIBIOGD]|0) IDIYFDIH PAsPG-IIUIPIAT [DUCIION

20055 1€ 1 182E 20074 12€ 31U7iX| M=Zo|g2 7|2t vt
i H(CD-10: E10-14)22 FIch=l 40M| oA St SR}
4537647 &

101M| Ol H S 2F
146,582 3§

2005 1& 1Y 1826 20073 128 31U7EX| ©=el=7 |2 WESHo
oz TITHE 40M| O 100M| OIS S=H &Kt
4,391,065 &

2006 1€ 1 12E 20073 12€ 317X
Y MM SE TIEHE, okE XY U= 2At
3,721,134 ¥

2006 1€ 12 126 2007 128 31L7IX| H=2=7 |2 YWESHo
St BMMof| SxHez FITRT, I =S XYY2 40M Old 100M oI5t
S=E At
669,931 &

2006-74 z[x= UEHY O 182t SxHoz TIHT, Sl A==

2006 18 1 1825 20073 128 317X M=o=7 (g Y=o
oz TR S FES XLL2 40M Ol 100A| Ol SHi='H 2ol Xt
571814 H

a8 15, Sk Y BXt ol npE.
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4.2 Fuy wio Y AYZ 2X

4.2.1, 9EY Yy LY Y= GX ¥E AY

M

=X

£

200598 200797X] Gkt HULHFS 71X "= om0 YA UXE &
AUBIRCt. Ty MUHFS I #Xp= 20054 3,030,595%, 2006 2,991,673
¥, 20079 3,125,210%°I%H. ° T AX= & 49%E XX|oIQH. AJFEE B
™ 40M O 65M DA AXIL A2 56% HEER Y T E2&E XX}
6541 oI 100M| O AXI} OF 34%=2 1 HZOAUH(E 14).
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Muaby BupIogD]|0) 24DIYIPIH Pasp-dUIPINT [PUOCIIDN

E 14, 95 Yoty NOES T BAje] M, SET 2(2005-74)

Year
Characteristics 2005 2006 2007
N % N % N %
Gender Male 1,479,275 488 1,476,983 494 1,653,290 49.7
Female 1,551,320 51.2 1,514,690 50.6 1,571,920 50.3
Age
1 1,188 0.0 914 0.0 914 0.0
group
1< 10 12,256 0.4 7429 0.2 6,640 0.2
10< €20 28,763 09 23915 08 23,661 0.8
20< (30 70,806 2.3 60,644 2.0 57,796 1.8
30< <40 211591 70 187,579 6.3 187,936 6.0
40< (65 1,714,923 56.6 1,674,494 56.0 1,748,899 56.0
65< (100 990,936 32.7 1,036,563 34.6 1,099,214 35.2
>100 132 0.0 135 0.0 150 0.0
Total 3,030,595 100.0 2,991,673 100.0 3,125,210 100.0

_61_



4.2.2, UEY WGPOIK| Nywe uxto] MW AHZ LI

20058E 2007E7X =5 =I|IHY HASI YITHIHME MEY2 &Xo
48, UP¥FE 2EE  LUSIRY. UTHIME HMYL2 AX= 200549
1,480,049%, 2006'd 1,645,627%, 20074 1,823,201%°I%H. ° F A9’
O] % 48% =8 XX|SIR2Y, APYFE2E 40M O 654 0j2Ql 2XpIF 2005
' 58.6%, 20069 57.7%, 2008'd 58.5% = g T, 65M o 1004
o[kl #Xt= 20059 35.4%, 2006 36.6%, 20079 38.0%+ZL=% 1 H3

O|AH(E 15).

_62_




Auaby BUIIBIOGD]|0) IDIYFDIH PAsPG-IIUIPIAT [DUCIION

E 15, =Y HUUSHE AULe HKl0 ¥, YR LE(2005-74)

Year
Characteristics 2005 2006 2007
N % N % N %
Gender Male 759,636 51.3 851,009 51.7 948,906 52.0
Female 720,413 48.7 794,618 48.3 874,295 48.0
A
9e 1 48 0.0 85 0.0 96 0.0
group
1<10 495 0.0 577 0.0 536 0.0
10<<20 4207 0.3 4629 0.3 5,046 0.3
20<430 12,306 0.8 13,518 0.8 14,423 0.8
300 71,074 48 75,432 4.6 79,505 44
405465 867,344 58.6 949639 57.7 1,030,076 56.5
65<<100 524538 35.4 601,705 36.6 693,467 38.0
=100 37 0.0 42 0.0 52 0.0
Total 1,480,049 100.0 1,645,627 100.0 1,823,201 100.0
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4.2.3. 9

ACH $Y FHMOl FhY UCHY P WIFOH A
yol QI §Ate| HE AYZ £E

Tk ULTEY EHFTEE «HII| orq W= AmI|UZ Yo% FL BTAM
Skt TUTFY HFFOH MES FAO XA U= HXE ARG, A=EE &
of¥2 W 200599e=  1,474,499%, 20069 1,622,544%, 20074
1,798,671%Q AOE YEHY. HTHOH HMEEL2 AFSU X0 2 Xo1PF o
ETHOHE HEY2 A2 HEE Th'E ULFS @M 71X Us RS Y £
ARG, O F A0l XX[ot= F&2 o 48%UCH, AYIAEZE= 404 O 654
ojarel &xXtIr 58% H[EE P WAL, 65M °FF 100AM OjFto] 36% ez 1
TEOIRNT (R 16).
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Muaby BupIogD]|0) 24DIYIPIH Pasp-dUIPINT [PUOCIIDN

E 16, =Y SY MM Yoty Hoy o

£I(2005-7'4)

13
on
0_\'1_
oh
=
A
0
o

T

Year
Characteristics 2005 2006 2007
N % N % N %
Gender Male 756,752 51.4 837,854 516 935,007 52.0
Female 717,747 488 784,690 484 863,664 48.0
A
° 46 00 74 00 81 00
group
1<<10 486 0.0 550 0.0 523 0.0
10<<20 4,188 0.3 4550 0.3 4939 0.3
20<<30 12,189 0.8 13,056 0.8 13,973 08
30<0 70,713 48 73824 45 78,074 4.3
40<465 864,278 58.7 938,302 578 1,018,736 56.6
65<¢100 522,562 35.5 592,147 36.5 682,294 37.9
=100 37 00 41 0.0 51 00
Total 1,474,499 100.0 1,622,544 100.0 1,798,671 100.0
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ol 9I%t OF ol It xfojo] e

'
N
I
oll
H
off
s
M ox

B KNP HEIAEY WA A0 GEY OoHEH TRHS X1

£8
32 o
[
i

A2 HQOID GOl MI WY WXGLS ATUUOR EOIACL 2007
WOl Gty NCHED WGP MW W XD Us WRM O FuY 7=
YOIBHCE, Yy JRID UYOU YBI|UE XAHOD YROIX| ¥ WAt Y2
UOOZ, Gt WS WD QoM ATUYHZ U HOF FALY T2t Yol P
O QI9t UiYI0| QAUOT Wy WX{Z Holw MUK HWOPI| Yote o 14 FO
PuHOR QO YO YOH Y FQOt O 21 F FuFOI AU UYo|
2 e = uy

S
POrdl M2 A I1X|D Us SXOM O 19 4 YeYOE TN
XY J150| Us XE HASIHS W T HXi= 350,362%FCIUH. ° F HXIL
56.1%, %X7F 43.9%%A2H, APFE=ZE 40M °F 654 UIUO] 57.6%= 71
WA, 65M O 1004 Oj2QA &AXPIt 33.7%= 1 H3°INYH.

2007'9% Tt MUTHPY HGFOH MY2 =M XL Us @XM o 24 2t
P2 T, UIHPOH HE ZI1E0 Us UXE Hoord2s W MY HXi=
302,222%°I¥ . ° T X7l 55.9%, %XIPt 44.1%%ULH, AFIFEZE= 404
Od 654l OIUOl 57.7%= g WA, 65M ©%F 100M| 0T &X[If 33.3%=
1 43o|uH.

591X Bl i #XF RR2IF 3A XKoPPF Y U7 WEOl FAH HPH2S
YEOI| ot o 119 Tkt T LA X2 SFRTH(R 17).
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. SE RY X 7120l *AH el 71zt Xjojof mE dYE, d¥F FX(2007H)

DM prevalent case in 2007
no record of previous 1

DM prevalent case in 2007
no record of previous 2

Auaby BUIIBIOGD]|0) IDIYFDIH PAsPG-IIUIPIAT [DUCIION

Characteristics

year years
N % N %
Gender Male 196,447 56.1 168,887 55.9
Female 153,915 43.9 133,335 44.1
’:f’oeup a 27 00 27 00
1<10 157 0.0 149 0.0
10=<<20 1,499 04 1,367 0.5
20=<<30 4,705 1.3 4138 14
30=<<40 24,130 6.9 21,444 71
40=<(65 201,649 57.6 174,411 577
65=<(100 118,178 33.7 100,669 33.3
=100 17 0.0 17 0.0
Total 350,362 100.0 302,222 100.0
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4.3 Tk WA BAOIN OfALY XY oy

4.3.1. Y'Y WY UXoIN X$F OtANY My XL
=X

HRTAIXI ety

GCH 27HY OJSt2 TYIZt ARSUH WXL P WAWL, 2 Oy 44 ofere It Fot
ALget WXTE 1 CHGOE UERL X§F OLANI Xwe XAl ojM A £
ISO2 UL A2 2OIY 4 UNUTH 0|2 Sl MEF otAL| X|2H e

0 2 ol MYY2 UXE ofAN XLFOE HSIRTU(A™ 16).

WA GXO|N X §YF OLANRY My X|AJ|2te| SEE wolot

ox
fllo
Jg
O
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prescription duration of low—dose aspirin

(]
1]

15 -45 =15 15 45 75 M5 135 165 196 225 &5 25 .5 A5 315 45 435 465 435 526 E55 545 HI5 B4S

am @ durmon

OF 16. S LY EXolN M otAmE MY XI&7(Ztel EX (He: ).
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4.3.2. Tk T AXONM X IF oA XMYAUY o=I|H

o
!

Pty W UX FOIM MY OIALUS NN ABI|U FE EEE Toory
o OHA| 22,7079 Wk WAL F 107,59629 OtALUS Hyuwero
2 J|ZOZ SIUS W 67.9%7t UKQRI|W, 21.8%7 MBI, 10.3%7%
O[XIRI|UOIN OFAMTO| HREIUCE Z ORI|O| WRI Tk WX 100% T
HYAS HH UKQTI|HO| 479.6QF TPY UM, MAYRI|O| 405.8%
o|xto|27|O| 395.0U9| £02 UEYTHE 18).
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Muaby BupIogD]|0) 24DIYIPIH Pasp-dUIPINT [PUOCIIDN

H 18 Y M 2XlofA MEZF otAm|El XHAHe| omr [ ZBH 22X

Medical Prescriptions Patients* Rx/100
institution N % N % patients
o

rimary 73047 67.9 15230 67.1 4796
care

Second

econdary 11,081 103 2805 124 395.0
care

Terti

eriary 23468 218 5783 255 4058
care

Total 107596 100.0 22707 100.0 4738

* Patients included in each 3 medical institution were not mutually exclusive.
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4.3.3. Pkt U UXoIN XS fAN HyYAL XY
C¥ 4

Doty Uy UX FoIM MEF OLANY MYAO X|HW RIS mooigct M|
22,707%9 Ykt AT} £ 107,596A0] OfANUL KYWwron HAAHL I|EO
2 OYS W MOl 22.2%, H7IEIt 19.2%, M| 10.2% £OF UEpGT, 2t
X% o|F7|WUO| WRSH Pkt UK 100F F HYH £5 2UL 9
02 JpY W9, K| 526,17, MAEEI 520,802 UEICE I WL X|
2 M2Z WX 100 T 424.1201900, $HEEI 437.92, BTt 443.4
o] $0F UEITHE 19).

o
rx
)
NN
)
N
1|

~
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duUdpIng [PUOIION

-9

Ausby HuipIOgD]|0) d1PIYF|PIH paspq

¥ 19, g 2 SAX0lIAM XMBH OtALE X9 X|9E 2=

Prescriptions Patients* Rx/100
Regional area N % N % oatients
Seoul 23933 222 5,643 249 4241
Busan 10,922 10.2 2,076 9.1 526.1
Incheon 5986 5.6 1,277 56 468.8
Daegu 3,526 3.3 735 3.2 479.7
Gwangju 3399 32 639 2.8 531.9
Daejeon 3,777 35 768 34 491.8
Ulsan 1,467 14 267 1.2 549.4
Gyeonggi-do 20,706 19.2 4670 20.6 4434
Gangwon-do 2938 2.7 627 2.8 468.6
Chungcheongbuk-do 3,06 29 707 3.1 437.9
Chungcheongnam-do 6,437 6.0 1,331 59 483.6
Jeollabuk-do 4604 43 884 39 520.8
Jeollanam-do 4519 42 931 41 4854
Gyeongsangbuk-do 3,730 35 762 34 489.5
Gyeongsangnam-do 8044 75 1,538 6.8 523.0
Jeju-do 512 05 106 0.5 483.0
Total 107’52 100.0 22,707 100.0 4738

* Patients included in each 15 region were not mutually exclusive.
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4.4 FhY GXO|M HEF OLALY A HY
TR WY oI TBE LS| Y Hx

— =
IdTE 1=

d|

4.4.1. $YH AJE 1& Y

NEAHEY IOl Yt FhY WXOM X§F OfALA Arge MEmATY
9§ BBE WIS Yo AXHOB MY XY JIEL MOt

20069 19 1URE 200749 129 31T I 27|W| YRoto| Fryo
AGHD, WYPOIHE AL 404 o4 1004 Ofot Yk X F oM 19 For

2 OIBHO] PO MZ WY HOR YUQIE UK 571,814%0|%CT.
OlF FOIM Fht WA OMHE X8Y OLANUG NWWUH WX 69,892%
APIZ SO NEF OIALUL MWWYH WX 154,958FL MYBIHIL, 2006-7
1 Ykt S ol AHo|M OFANZ MYWX| 9TIF 2008-94 AMmA I
o

XYY AEeE 33,126 MOt At

B2 313,838% T ZIE AE OIHo HEAEULE QAT YAHo| ANH
S MYLUAY 23,107F2 HAYLIRY, T=E L ol 14
O|Yf Arget HXr 9,201F & XI5,

ol M M PSS HM Ax ITE FPAU2 268,489F°AUL 01§ F Tk
¥ L OlF 20079 12¥ 31UNX] NG OfANZS MYHL UXtE 22,7079
(8.5%), HYLX| 2 UX= 245,782%(91.5%)°IAH.

EOH HUUATY L FHS OE = Us XY J|EEY U J1HM2Y FO| °of2
O MY 9= 0/ 2 2 "Huwidol BFEHK ¥2 = Uc YEH A9 oS
HAGP| A orAm XY o 1\ AY, ¥, HYAIAL o
AFg o1 3O TE FU-SE MUEO 1:12 RIS AW 2y XX IADE

ol 42,530%0| EUEUCHIY 17).
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Auaby BUIIBIOGD]|0) IDIYFDIH PAsPG-IIUIPIAT [DUCIION

20062 128 1 185 20073 128 31UVIK| M=e=7 |2 WEsto

oz TIEHT, il otES XYY 40M| O 100M| Olst =8 2l &k}

571814 H

g 2 o RE MET otAmzl X

rlo
o
Ral

69,892 &

2005-9 A7 [ZH St nET OLALIE! ALE &} M|

2006-7 SeE LY =0l AFHolA OtALIZ! HIALEZO|UCEZ}

2008-91 St otAmZ ARZFO| & A
33,126 H

313,838 H OtALI[ZI AT 28,999H (9.2%), OLALIZ!I HIARE T 284,839 & (90.8%)

712 AIE O HEEAZE L 2Rt M2l 13,041 &

300,797 H OtAL|E AT 25259 F (8.4%), OtAL|Z! HIAME=: 275,538 H (91.6%)

71 AIE O ST ARE At A2l 23,107 &F

277,690 E OLAIIZ ARSat 22,319F (8.0%), OrALIE HIARETE 2553718 (92.0%)

JIEAE2Z RE 1E O|U AHY EXt M2l 9,201 &

ISE 268489 F OfALIZ! ALEa: 22,707 (8.5%), OFALIZ! HIALSZ: 245,782 & (91.5%)

M8 otAmE XY =F Xfolof it 2| 225,959

Aspirin user: 1,442 &, Aspirin non-user: 224517 &

FetEsol et ®X2 FSE 42,530 ¥
OtAT|El AEa 21,265F (50.0%), OtAL|Z HIARES=: 21,265F (50.0%)

33 17, St A ERIM RS OIAWE AMSuH MEBIATE WAl B

9ft ASE 7= T
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4.4.2. Yk UXO|N OfALZ AE QT G2 XS
=X (Fx ITE J1/dY: 268,489 %)

IATE MHY N9 7|&2 BF UESIE X IVE 268,489%2 HCo= ofAma

O
=2 =
xupoisio] W2 J| XS4 BES HIBILL,

OfAMY HIXMYZ 245,782F FoAM HXt= 58.2%, %Xe 41.8%%RH. 404
Ol 65M| IRl &AX[It 71.4%%1, 65M| )% 75M| DJTto] &tX[It 20.0%, 754
Ol &XIt 8.5%°0 dHPoIAUT. HUFHZ = AFEEIIUXIL 91.3%, YeBY
X7t 7.0%R2H 19 oo HPE EXpIF 1.7%AH. TP F B+

PO Z83 FLI 89.9%%1, HHE EIFOHLL QUsUS UH 58

28.8%9 #XOIM DAL FHIStD UUN, 15.6%2 XL
2 FUotd JYUCH HEFUHAXEE B 1.05(+1.17)°IUH. H§
%S MY F¢ S=2OEIH™ 2.3%, AHHE 13.5%, HEXITEH 11.2%, EOMAA|
OlxX| 13.7%, Z&MEXITXH 20.4%, AX|QELSGHXHAY 11.8% S22 YE
vl

OfANR XY 22,707% FAME EXPI 55.5%, XL 44.5%[H. 404
O 65M D2 AXIF 66.9% A, 65M Ol 75M1 OO 23.6%, 75M1 o
X7t 9.5%° HGOUH. HUFEEE UFTHUIUXIN 91.5%, A=BIO Xt
6.4%¥CH FUo| HFE XL 2.1%AH. EIFOHY FL TS YITHOHT
S48 BRI 87.4%A1, B UTTOHLA A&sUS YN =8 UXE 12.6%
[, 55.4%29] XA NHAYZ FUSI UUL, 28.1%<9 HXIF OPSXHEFTS
SO OfAIR HIXRYFO| HSH NEQ, OPSXIEEFY FHEEC =UH(P<.0001).
HEFURUXEE: Fd 1.41(+1.03)°1%H. B¥8AS XYY F¢ S2MEI1
3.8%, AEY 27.9%, HEFXIHUX| 18.9%, E[OIXAH OlX| 28.7%, Z&EMEXY
X 40.9%, AX|QEULFGHXITH| 28.2%, AX|QUUHATLANKH 14.6% TL=2
OfAIR HIXYZ HIS] T2 Ne=E YEHYY(P<.0001) (B 20).
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Aspirin non-user Aspirin user
p-value
N % N %
Gender Male 142,957 58.2 12,503 55.5 <.0001
Female 102,825 418 10114 445
A
9e group 40-64 175587 714 15193 669 <0001
at index date
65-74 49230 200 5357 236
75+ 20965 85 2157 95
Type of health Health
ype ot hea rea 24422 913 20771 915 {0001
Insurance insurance
Medicaid 17.109 7.0 1462 6.4
Switching 4251 17 474 2.1
Antidiabeti
nhdiabetic OHA 220990 899 19848 874 (0001
therapy
OHA and insulin 24,792 10.1 2859 126
Hypertensi
ypertension No 174926 712 10135 446 <0001
(110-13,115)
Yes 70856 288 12572 554
Dyslipidemi
yelpiaemia No 207557 844 16335 719 {0001
(E78.0)
Yes 38225 156 6372 281
Charlson
bidity ind
comorbidity Index (1.05+1.17) (141+103) (001
(a prioriyear)
(Mean+SD)
Clopidogrel No 240,126 97.7 21,845 06.2 <.0001
Yes 5656 2.3 862 38
Statin No 212523 865 16381 721 (0001
Yes 33259 135 6326 27.9
Beta blockers No 218,377 88.8 18,420 81.1 <.0001
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Alpha-adrenergic
blockers

Diuretics_others

Diuretics_potassiu
m-sparing

Diuretics_loop

Diuretics_thiazide

Calcium channel
blockers

Angiotensin
receptor blockers

Angiotensin
converting
enzyme inhibitors

Centrally acting
agents

Vasodilator

Total

Yes

No

Yes

No

Yes

No

Yes

No

Yes

No

Yes

No

Yes

No

Yes

No

Yes

No

Yes

No

Yes

27,405
240,771
5,011
242,724
3,058
238,376
7,406
232,839
12,943
212,069
33,713
195,603
50,179

216,854

28,928

232,143

13,639

245,768

14
244,810

972
245,782

1.2

98.0

2.0

98.8

1.2

97.0

3.0

94.7

5.3

86.3

13.7

79.6

204

88.2

11.8

94.5

5.5

100.0

0.0
99.6

04
100.0

4,287
22,141
566
22,190
517
22,000
707
21,375
1,332
16,189
6,518
13,429
9,278

16,300

6,407

19,387

3,320

22,706

1
22,601

106
22,7107

18.9

97.5

2.5

97.7

2.3

96.9

3.1

941

5.9

71.3

28.7

50.1

40.9

71.8

28.2

85.4

14.6

100.0

0.0
99.5

0.5
100.0

A7 2t

<.0001

<.0001

0.3981

0.0001

<.0001

<.0001

<.0001

<.0001

0.8032

OHA: oral hypoglycemic agents
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(B IBE AHY: 268,489 F)

Pty WA UXION OLANY Xyt WOl Y= QUSL YIS WYLt
341(95% CI, 0.90-0.96)
W OB UEHYTE HHIWILE 40-64ME 7|20 e U 65-74MQ UK
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B 21, Y BIXMol|A ofALE AKZ0| HEE O|X|= 292
95% CI adjus 95% ClI
Characteristic OR low upp ted low upp
: er er OR er er
Male 1.00 1.00
Gender
Female 1.12 [ 109 - 115 0.93 090 - 096
40-64 1.00 1.00
Age group at index
65-74 1.26 [ 122 - 130 1.1 107 - 115
date
75+ 1.19 [ 113 - 125 1.06 1.01 - 1.10
Health 1.00 1.00
Type of health Insurance
insurance Medicaid 0.92 [ 087 - 098 0.82 0.78 - 087
Switching  1.21 [ 11 - 1.33 1.1 1.01 - 123
OHA 1.00 1.00
Antidiabetic
HA
therapy OHAand o [ 123 - 124 130 124 - 136
insulin
Hypertension No 1.00 1.00
(110-13, 115) Yes 306 [ 298 - 3.15 149 143 - 156
Dyslipidemia No 1.00 1.00
(E78.0) Yes 212 [ 205 - 219 107 102 - 112
No 1.00 1.00
Clopidogrel
Yes 1.68 [ 156 - 180 0.84 0.78 - 0.91
No 1.00 1.00
Statin
Yes 2.47 [ 239 - 255 1.83 174 - 191
No 1.00 1.00
Beta blockers
Yes 1.86 [ 179 - 192 1.06 102 - 112
Alpha-adrenergic ~ NO 1.00 1.00
blockers Yes 123 [ 113 - 134 1.05 096 - 1.15
No 1.00 1.00
Diuretics_others
Yes 1.85 [ 168 - 203 0.98 089 - 108
Diuretics_potassium NO 1.00 1.00
-sparing Yes 104 [ 096 - 112 0.90 082 - 098
] ) No 1.00 1.00
Diuretics_loop
Yes 1.12 [ 1.06 - 1.19 0.84 0.78 - 0.89
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No 1.00
Diuretics_thiazide

Yes 2.53 [ 246
Calcium channel No 1.00
blockers Yes 269 [ 262
Angiotensin No 1.00
receptor blockers

Yes 2.95 [ 2.86
Angiotensin No 1.00
converting enzyme
inhibitors Yes 290 [ 280
Centrally acting No 1.00
agents Yes 079 [ 0.11

No 1.00
Vasodilator

Yes 1.18 [ 097

SIS
1.00

- 261 ] 1.19
1.00

- 277 1 153
1.00

-304 ] 170
1.00

- 304 ] 188
1.00

- 59 ] 038
1.00

144 ] 064

[

1.14

1.48

1.64

1.80

0.05

0.52

- 124

- 159

- 177

1.97

3.03

- 078

OHA: oral hypoglycemic agents, OR: ddds ratio CI:
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B3| ofF HYuLY BE

Histogram of propensity scores by use of low dose aspirin
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(0: aspirin non-user, 1: aspirin user)
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4.4.5. Y& UXON OFAL Arg STo| T2 MY U
Gy Y THIF EMAL (X ITE YU
268,489 %)

HZx ITEON HEUAEY U FFEZ X A= W

o, O 2912 13OIX| U O OofAMTO Argo] MEHHEY LA OjX|=
S| st HEH[E 1.98(95% CI, 1.87-2.09)%1, H/dof I3l oA i&b|
1.22(95% CI, 1.17-1.27)2 £%T. 40-644 HFZY HWOIHE W 65-744|
AP Ze YuHE 2.67(95% CI, 2.55-2.79), 75M O APZQ HuHl:=
5.02(95% CI, 4.78-5.28)& AF°| =2+5 AUl HRYY. HYFH=EE= AZE
EIruXtet vlwol Qg HI OISR E H™HIIL 2.13(95% CI, 2.01-2.26), 14
O|Lf WA ZFoJMe 2.20(95% CI, 1.98-2.45)2 YEIHTE, FH7§ EIFHOH
e o HIS| Qe FPF EIFOHE UM MYLZ Fo YHHIE
1.52(95% CI, 1.44-1.61)°|ict. n@ete MemAZLE 1.63(95% CI,
1.57-1.69)81 ol 3HUCE UEEo 0.85(95% (I,
0.80-0.89)H R=& A2 YUELHL, SE2MEIA2 ARZOIX| 942 o HWdH Arg
3t o] QHH|It 4,59(95% CI, 4.30-4.91), AEfEIo] 9#H| 0.91(95% CI,
0.86-0.96), H[EfXIHX[e] ¥H] 1.74(95% CI, 1.66-1.83), LLXHX[] N
H 1.80(95% CI, 1.63-2.00), ZI& ©ol=X9 ¢y 1.75(95% CI,
1.53-1.99), RLO|LX|o ¢IHH| 2.69(95% CI, 2.53-2.86), E[OIXH O©|%XQ]
AHY 1.42(95% CI, 1.36-1.49), ZaMeExXtUde Y] 1.68(95% CI,
1.61-1.75), ZEHEZ/do|uN9 HHY| 2.66(95% CI, 2.47-2.88), AX|QHIL
SHIXTHANQ] A®H] 1.40(95% CI, 1.33-1.47), AX|QHAHET AAKK|Q] |EH|
1.48(95% CI, 1.38-1.58), &M% ZXgXEo| ¢@Hl 1.40(95% CI,
1.33-1.47), BHLXYH|7F ¥H|] 2,55(95% CI, 2.08-3.12)2 2zt QoJst
82 YEIHATH(E 22).
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S XM M EAZSLY oS et orAmE A

Z—

SOFAL
S oo

1z

HI

H 22, ZZ TSEOAM B RQIH DE ML Za WME I UM BEx ME
Aspirin non-user Aspirin user
Follow up crude Follow up crude
N duration incide N duration incide
(years) nce (years) nce low upp
er er
Characteristics rate rate H [ - ]
(/1,0 (/1,00 95% 95%
00 0 Cl Cl
Event Total Mean Sum perso Event Total Mean Sum perso
n-ye n-yea
ar) r)
Use of aspirin No 8,609 245782 272 667,349 13.0 1.00
Yes 1573 22,707 2.67 60,651 259 1.98 [ 187 - 209 ]
Gender Male 4558 142957 2.71 386,921 118 881 12593 2.66 33,556 26.3 1.00

Female 4141 102,825 273 280428 148 692 10,114 268 27,095 265 122 [117 -127 ]

Age group

) 40-64 3,767 175587 277 485872 78 737 15,193 2.72 41370 178 1.00
at index date
65-74 2,765 49230 2.65 130,363 21.2 543 5,357 2.61 13,992 388 2.67 [ 255 - 279 ]
75+ 2,167 20,965 244 51114 424 293 2,157 245 5288 554 5.02 [ 478 - 528 ]
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A At

Health
f health
Type of hea insuranc 7265 224422 273 612633 119 1341 20771 269 55776 240  1.00
nsurance
e
Medicaid 1145 17100 258 44082 260 179 1462 250 3653 490 2143 [ 201 - 226 ]
Switchin
g 280 4251 250 10634 272 53 474 258 1221 434 220 [ 198 - 245 ]
Antidiabetic OHA 7565 220090 274 606014 125 1276 19848 269 53420 240  1.00
therapy
OHA
and 1134 24792 247 61335 185 297 2859 253 7230 414 152 [ 144 - 161 ]
insulin
o
ﬂfgjr;:;'on No 5350 174926 274 478615 112 618 10135 269 27280 227 100
Yes 3349 70856 266 188734 177 955 12572 265 33370 286 163 [ 157 - 169 1
Dyslipidemia (E780) No 7506 207557 272 565048 134 1200 16335 267 43611 275 100
Yes 1103 38225 268 102301 108 373 6372 267 17039 219 08 [ 080 - 089 ]
Clopidogrel No 7018 240126 272 653418 121 1379 21845 269 58778 235  1.00
Yes 781 5656 246 13931 564 194 862 247 1872 1036 459 [ 430 - 491 ]
Statin No 7737 212523 272 578336 134 1143 16381 267 43742 261 100
Yes 962 33259 268 89013 108 430 6326 267 16909 254 091 [ 086 - 096 ]
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]

S XM HEBAZSLY oYS 2ot otALIE AHEUY 24
Beta blockers No 7207 218377 272 594534 122 1138 18420 268 49453 230 100
Yes 1472 27405 266 72815 202 435 4287 261 11198 388 174 [ 166 - 1.83
Alpha-adrenergic
No 8306 240771 272 654248 128 1510 22141 267 59223 255 100
blockers
Yes 303 5011 261 13101 231 63 566 252 1428 441 180 [ 163 - 200 |
Diuretics_others  No 8527 242724 272 659168 129 1512 22190 267 59313 255 100
Yes 172 3068 268 8181 210 61 517 250 1338 456 175 [ 153 - 199 |
Diureti tassi
_S”:);eri:;’—po 25 No 8136 238376 273 650460 125 1449 22000 268 58956 246 100
Yes 563 7406 228 16880 334 124 707 240 1694 732 266 [247 - 288 |
Diuretics_loop No 7752 232830 274 638172 121 1347 21375 269 57516 246 100
Yes o7 12943 225 29177 325 226 1332 235 3134 732 269 [253 - 28 |
Diuretics_thiazide ~ No 7158 212060 272 577224 124 1075 16189 268 43414 248 100
Yes 1541 33713 267 90125 171 498 6518 264 17236 289 142 [ 136 - 149 |
No 6186 195603 273 534410 116 813 13420 269 36181 225 100

Calcium channel
blockers



Yes
Angiotensin

No
receptor blockers

Yes
Angiotensin
converting enzyme  No
inhibitors

Yes
Centrally acting

No
agents

Yes
Vasodilator No

Yes

2,513

7,399

1,300

8,056

643

8,697

8,614
85

50,179

216,354

28,928

232,143

13,639

245,768

14

244,810
972

2.65

2.72

2.64

2.72

2.66

2.72

2.27

2.72
2.39

132,939

590,861

76,488

631,130

36,219

667,317

32

665,022
2,327

18.9

12.5

17.0

12.8

17.8

13.0

62.8

13.0
36.5

760

1,106

467

1,298

275

1,564
9

9,278

16,300

6,407

19,387

3,320

22,706

22,601
106

2.64

2.68

2.64

2.67

2.65

2.67

3.61

2.67
2.53

24,470

43714

16,937

51,855

8,795

60,647

60,382
268

311

25.3

27.6

25.0

313

25.9
33.6

1.68

1.00

1.40

1.00

1.48

1.00

1.40

1.00
2.55

[ 161

[ 1.33

[ 1.38

[ 1.33

[ 208

A At

1.75 ]
147 ]
158 ]
147 ]
312 ]

OHA: oral hypoglycemic agents, HR: hazard ratio, Cl: confidence interval
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National Evidence-based Healthcare Collaborating Agency
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National Evidence-based Healthcare Collaborating Agency
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BE Hum uw

= HYORE W TkE LW AXOM orAmTOl [N HUAATY LY
% = 1.76(95% CI, 1.67-1.87)22 Y&,

Tk UXNE L2TECR UFo] HETAIZY WY fHS EUAS U HXCIME HHE
H[7} 2.03(95% CI, 1.88-2.19)%1, 9XiME= 9¥HIPF 1.52(95% CI,
1.40-1.65)8 YHY XM {¥ol § =2 He=2 UEFH. YIS UFNU
e 40-644120M e HEHZE 2.17(95% CI, 2.00-2.35)%1, 654 o L2l
oM e YEYIPF 1.53(95% CI, 1.42-1.66)22 wQI®X[RoM © R LfEpE
Y32 FUSHX] 2 LXOM= YH-HIIF 1.72(95% CI, 1.62-1.84),
= ¢ AXIME HYHIE 1.91(95% CI, 1.69-2.15)%°H, 0¥

fllo

rig

e

US FUOH| 2 XM= HHHII 1.97(95% CI, 1.80-2.14), 1HAS T4
o XM E HHHE 1.64(95% CI, 1.52-1.76)= YEEH, oAmAZ 24
o X&HOE HEOHK %2 oAM= HEYIPI 1.81(95% CI, 1.68-1.95)%14,
29 o) X[&Xog £83 AoMe 1.73(95% CI, 1.61-1.87)°IRT(E 23).
IATE O)dXt 268,489% 20l HYAAHAO| YT AUXp= 10,272FOINY.

r

=
o0 Ao GIREZ TTHYPOoR eQIE HUUARUCE, HEHHEFTOl 42.3%
[, HHFOl 35.1%, HIBM 13.1%, LI/GSYLUE0] 9.4%R[Y. FWE Ui
FULFEY Z2 Ma2 T LAUE HYAAEALZ 0.1%AH(Appendix 22).
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B 23 2= FASEOM XNSE ofALIR AR RF0 ME ZE AR HYE (1,0002-3) H 2 s ME

Aspirin non-user Aspirin user
Follow-up Follow-up
N duration ) c.rude N duration ) c_rude
Al cardiovascular (years) incidence (years) incidence Iovxier upr?)er
disease rate rate SHR* [ 9% - 95% ]
(/1,000 (/1,000 Cl Cl
Event Total Mean Sum person- Event Total Mean  Sum person-
year) year)
Whole cohort 8,699 245782 272 667,349 13.0 1,573 22,707 267 60,651 259 1.76 [ 167 - 187 ]
Subgroup
Male 4558 142957 2.71 386,921 118 881 12593 266 33,556 26.3 2.03 [ 188 - 219 ]
Female 4,141 102,825 2.73 280,428 14.8 692 10,114 268 27,095 255 1.52 [ 140 - 165 ]
Age 40 to 64 3,767 175587 277 485,872 78 737 15193 272 41370 17.8 217 [ 200 - 235 ]
Elderly (age
65+4) 4,932 70,195 259 181,477 27.2 836 7514 257 19,280 434 1.53 [ 142 - 166 ]
DM without
winou 7506 207557 272 565048 134 1200 16335 267 43611 275 172 [ 162 - 184 ]
dyslipidemia
DM with
o . 1,103 38,225 2.68 102,301 10.8 373 6,372 2.67 17,039 219 1.91 [ 169 - 215 ]
dyslipidemia
DM without 5350 174926 274 478,615 11.2 618 10,135 269 27,280 22.7 1.97 [ 180 - 214 ]
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hypertension

DM with

. 3,349 70,856 2.66 188,734 17.7 955 12572 265 33,370 28.6 1.64 [ 152 - 1.76 ]
hypertension

Non-persistent
aspirin use 8,699 245,782 272 667,349 13.0 808 10,390 2.56 26,632 30.3 1.81 [ 168 - 195 ]

({ 2 years)

Persistent

aspirin use 8,699 245782 272 667,349 13.0 765 12,317 276 34,018 22.5 1.73 [ 1.61 - 187 ]
(= 2 years)
DM: diabetes mellitus, HR: hazard ratio, Cl: confidence interval
*Adjusted for gender, age group, type of health insurance, antidiabetic therapy, hypertension (110-13,115), dyslipidemia (E78.0), use of
clopidogrel, statin, beta blockers, alpha-adrenergic blockers, diuretics_others, diuretics_potassium-sparing, diuretics_loop, diuretics_thiazid,
calcium channel blockers, angiotensin receptor blockers, angiotensin converting enzyme inhibitors, and vasodilators, dyslipidemia*statin,
hypertension*beta blockers, hypertension*alpha-adrenergic blockers, hypertension*diuretics_others, hypertension*diuretics_potassium-sparing,
hypertension*diuretics_loop, hypertension*diuretics_thiazid, hypertension*calcium channel blockers, hypertension*angiotensin receptor blockers,
hypertension*angiotensin converting enzyme inhibitors, and hypertension*vasodilators, age group*hypertension, age group*dyslipidemia.
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ol

ZWUAULE BAFULROZ ofo] HAURAUSS HHOIRS U Pt Wy BXoIX
A 21(95% CI, 2.05-2.39)%Ct. Wkt
g PXHE ATE0R Lo MUY WA NS HYS W HXOIME HHuIt
2.58(95% CI, 2.32-2.86)%1, OIXoIMs ¢IHPE 1.85(95% CI,
1.64-2.09)2 UEHL WXoIM I¢o| O &2 HOR LB AP Ut o
£ 40-64MZ0ME HHHITL 2.75(95% CI, 2.47-3.07)%1, 65K oA} &I}
ZoIME YUHITE 1.82(95% CI, 1.62-2.04)2 =AURIZON O WY Lpepyct,

OMXILBFS FUCIX| oS WML YIUH|T} 2.13(95% CI, 1.95-2.33), oAt
NUEFS FUH XML YHHEIL 2.47(95% CI, 2.10-2.90)0I%00], T
SUSHX| 9re XNE U 2.13(95% CI, 1.89-2.40), DHLL Furst

SXfol M YHH|IE 2.28(95% CI, 2.05-2.53)2 UENSCH, OLALEE 2 Of4
X4MO2 =BRoX| Qe ZoME YHH|IL 1.94(95% CI, 1.73-2.17)%1, 24
oAb XAHMOE HR FOME 2.52(95% CI, 2.29-2.78)ACH(E 24).
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B 24, 2= ISENM XNEE OfALIE ARE RF0 ME zZtatao 23 Zlet ME (1,00021-49) 3 M 2Ex A=
Aspirin non-user Aspirin user
duration (years) incidence duration (years) incidence lower upper
Coronary artery N
) rate rate aHR [ 95% 95%
related disease
(/1,000 (/1,000 Cl Cl
Event Total Mean Sum Event Total Mean Sum
person- person-
year) year)
Whole cohort 3913 245782 272 667,349 59 842 22,707 2.67 60,651 13.9 2.21 [ 205 2.39
Subgroup
Male 2,149 142957  2.71 386,921 56 492 12593 2.66 33,556 14.7 2.58 [ 2.32 2.86
Female 1,764 102825 2.73 280,428 6.3 350 10,114  2.68 27,095 12.9 1.85 [ 164 2.09
Age 40 to 64 1,957 175587 277 485,872 40 459 15193 272 41,370 11.1 2.75 [ 247 3.07
Elderly
1,956 70,195 259 181,477 10.8 383 7514 257 19,280 19.9 1.82 [ 1.62 2.04
(age 65+)
DM without
" . 3,408 207557 272 565,048 6.0 619 16335 2.67 43,611 14.2 2.13 [ 1.95 2.33
dyslipidemia
DM with
" . 505 38,225 2.68 102,301 49 223 6,372 2.67 17,039 13.1 247 [ 210 2.90
dyslipidemia
DM without
Withou 2508 174926 274 478615 54 321 10135 269 27280 118 213 [ 189 240
hypertension
DM with
1,315 70,856  2.66 188,734 7.0 521 12572  2.65 33,370 15.6 2.28 [ 2.05 253

hypertension
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Non-persistent

aspirin use 3913 245782 272 667,349 5.9 358 10,390 2.56 26,632 134 1.94 [ 1.73 - 217 ]
(€ 2 years)
Persistent
aspirin use 3913 245782 272 667,349 5.9 484 12317 276 34,018 14.2 2.52 [ 229 - 278 ]
(= 2 years)

DM: diabetes mellitus, HR: hazard ratio, Cl: confidence interval

*Adjusted for gender, age group, type of health insurance, antidiabetic therapy, hypertension (110-13,115), dyslipidemia (E78.0), use of clopidogrel,
statin, beta blockers, alpha-adrenergic blockers, diuretics_others, diuretics_potassium-sparing, diuretics_loop, diuretics_thiazid, calcium channel
blockers, angiotensin receptor blockers, angiotensin converting enzyme inhibitors, and vasodilators, dyslipidemia*statin, hypertension*beta
blockers, hypertension*alpha-adrenergic blockers, hypertension*diuretics_others, hypertension*diuretics_potassium-sparing,
hypertension*diuretics_loop, hypertension*diuretics_thiazid, hypertension*calcium channel blockers, hypertension*angiotensin receptor blockers,
hypertension*angiotensin converting enzyme inhibitors, and hypertension*vasodilators, age group*hypertension, age group*dyslipidemia.

**Coronary artery related disease included angina, myocardial infarction, PTCA and CABG.
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ZUHSE SEGHEFTCE o0 HAUQQAUSS HHOIUS U Tty WA wXofM
A u g0l 9 1.43(95% CI, 1.32-1.55)°IC}. Yt
W UXE ADECE URo HELAEY W ES HUS U XM E Y|t
1.59(95% CI, 1.42-1.77)¥1, CXoiMe  @u%t  1.29(95% CI,
1.15-1.45)2 YEY XM Eol § 2 AC=E YUEHL, HAYRAS YUSUS ¢
L 40-64MZ9ME YEHITE 1.60(95% CI, 1.40-1.82)0IU1, 654 o4 LQIg
2o e APl 1.36(95% CI, 1.22-1.50)22 LQIgiXjZoM © 3| LiEryt

HESS SUOIX| 2 #XfoliMe= H®HIPt 1.43(95% CI, 1.30-1.56),
XY S TN EXME A™”HIIL 1.43(95% CI, 1.19-1.72)°1%2H,
DHUAZ FUGHK] 2 EXME H™”HIIL 1.82(95% CI, 1.61-2.06), 183
U XM= YHHPE 1.22(95% CI, 1.10-1.36)2 YEREHY, orAmadg 24
o XI&HOE FJOHX| 2 M= HEYIPH 1.72(95% CI, 1.56-1.90)%1,
XN&HoZ £8% 2Me 1.13(95% CI, 1.10-1.27)22 YEIRT(E 25).
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B 25. Z[x FSEM XEH OlAIIE AR FF0 ME slgy HES UEE (1,00021-H) H Y A: A=
Aspirin non-user Aspirin user
Follow-up Follow-up
. crude . crude
N duration o N duration L
incidence incidence lower upper
_ (years) (years)
Ischemic stroke rate rate aHR* [ 95% - 95% ]
(/1,000 (/1,000 Cl Cl
Event Total Mean  Sum person- Event Total Mean Sum  person-
year) year)
Whole cohort 4786 245,782 272 667,349 7.2 731 2277 267 60,651 12.1 1.43 [ 132 - 155 ]
Subgroup
Male 2,409 142957 2.71 386,921 6.2 389 12593 266 33,556 11.6 1.59 [ 142 - 177 1]
Female 2,377 102825 273 280,428 85 342 10,114 268 27,095 12.6 1.29 [ 1.15 - 145 ]
Age 40 to 64 1,810 175587 2.77 485,872 3.7 278 15,193 272 41370 6.7 1.60 [ 1.40 - 182 1]
Elderl
derly 2076 70195 259 181477 164 453 7514 257 19280 235 136 [ 122 - 150 ]
(age 65+)
DM without
withou 4188 207557 272 565048 74 581 16335 267 43611 133 143 [ 130 - 156 ]
dyslipidemia
DM with
" . 598 38,225 2.68 102,301 58 150 6,372 267 17,039 8.8 1.43 [ 119 - 172 ]
dyslipidemia
DM without
] 2,752 174926 274 478615 5.7 297 10,135 269 27,280 10.9 1.82 [ 161 - 206 1
hypertension
DM with
. 2,034 708556 2.66 188,734 10.8 434 12,572 265 33,370 13.0 1.22 [ 1.10 - 136 ]
hypertension
Non-persistent 4786 275,782 272 667,349 7.2 450 10,390 256 26,632 16.9 1.72 [ 156 - 190 1
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aspirin use

(€ 2 years)
Persistent

aspirin use 4,786 245782 272 667,349 7.2 281 12,317 276 34,018 8.3 1.13 [ 1.10 - 127 1]
(= 2 years)
DM: diabetes mellitus, HR: hazard ratio, Cl: confidence interval
*Adjusted for gender, age group, type of health insurance, antidiabetic therapy, hypertension (I110-13,15), dyslipidemia (E78.0), use of
clopidogrel, statin, beta blockers, alpha-adrenergic blockers, diuretics_others, diuretics_potassium-sparing, diuretics_loop, diuretics_thiazid,
calcium channel blockers, angiotensin receptor blockers, angiotensin converting enzyme inhibitors, and vasodilators, dyslipidemia*statin,
hypertension*beta blockers, hypertension*alpha-adrenergic blockers, hypertension*diuretics_others,
hypertension*diuretics_potassium-sparing, hypertension*diuretics_loop, hypertension*diuretics_thiazid, hypertension*calcium channel blockers,
hypertension*angiotensin receptor blockers, hypertension*angiotensin converting enzyme inhibitors, and hypertension*vasodilators, age

group*hypertension, age group*dyslipidemia.
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ZMEAE MU WY RO UIPM, HEYLEF, Yy Eutos FuY
EL BNCHS WO FOE SPYOIe] MAURAUSL HHOIAL U Pk W UXOlM
OATIIO| ol UjxE Byl YUHIE 1.49(95% CI, 1.39-1.60)°IUct. Tty

W EXE AOECR U] YA XY TY W AHZS HUZ W HXOlME

HEHPPr 1.67(95% CI, 1.51-1.84)%1, AXIMs H®HPI 1.34(95% CI,

1.21-1.49)2 UEI} YXolM 9IY0| © £ HOR UERITh AYRL UL
U 40-64M20ME SIRHIPE 1.69(95% CI, 1.51-1.89)%1, 654 04 oigt
XpZ2oMs $IYHIPE 1.40(95% CI, 1.28-1.54)Q2 OfANO| AEmH| HHA
Y W] DXE YL =AURTOIM O WH UENTH OYXTEFS FUrotx]
ore UXIOIME YUH|TF 1.48(95% CI, 1.37-1.61), OIYKLESS FUrst axjoj

oL YR

ME QHHIE 1.51(95% CI, 1.29-1.77)01200], DAL SHIotx]
L oMHIE 1.81(95% CI, 1.63-2.02), DAL SHOE UXINE oY
1.31(95% CI, 1.19-1.43)2 YEfGTt, OfANE 2| Oy X|4M02 =go}x|
%2 oM e HHHIIt 1.74(95% CI, 1.59-1.91)%¥1, X|&HOR2 223t AN &=
1.24(95% CI, 1.11-1.38)2 YUEILTH(E 26).
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E 26, 5% TSE0IN M OLALE AR S50/ ME MSEA S5 s LME (1,0002-4) U 2 9Bz M5

Aspirin  non-user Aspirin user
Follow-up crude Follow-up crude
N ) o N . - upp
duration incidenc duration incidenc lower
Cardiovascular er
thrombotic event e rate ¢ rate HR L% - 95% ]
M (o]
Event  Total Mean Sum (1,000 Event  Total e Sum (1,000 cl cl
person- n person-
year) year)
Whole cohort 6,013 245782 272 667,349 9.0 932 22,707 2.67 60,651 154 1.49 [ 139 - 160 1]
Subgroup
Male 3,081 142,957  2.71 386,921 8.0 501 12,593 2.66 33,556 14.9 1.67 [ 151 - 184 1]
Female 2932 102825 273 280,428 10.5 431 10,114 2.68 27,095 15.9 1.34 [ 121 - 149 ]
Age 40-64 2,383 175587 277 485,872 49 371 15193 272 41370 9.0 1.69 [ 151 - 189 ]
Elderly (age 65+) 3,630 70,195 259 181,477 20.0 561 7514 257 19,280 29.1 1.40 [ 128 - 154 ]
DM without
o nen 5265 207557 272 565048 93 735 16335 267 43611 169 148 [ 137 - 161 |
dyslipidemia
DM with
o . 748 38,225 2.68 102,301 7.3 197 6,372 2.67 17,039 11.6 1.51 [ 129 - 177 1]
dyslipidemia
DM without
withou 3605 174926 274 478615 75 382 10135 269 27280 140 181 [ 163 - 202 ]
hypertension
DM with
. 2,408 70,856  2.66 188,734 12.8 550 12572 2.65 33,370 16.5 1.31 [ 119 - 143 ]
hypertension
Non-persistent
aspirin user ({ 2 6,013 245782 272 667,349 9.0 554 10,390 2.56 26,632 208 1.74 [ 159 - 191 ]
years)
Persistent aspiri
CUOSE AT 6013 245782 272 667349 90 378 12317 276 34018 114 124 [ 111 - 138 ]

user *(= 2 years)

DM: diabetes mellitus, HR: hazard ratio, Cl: confidence interval

*Adjusted for gender, age group, type of health insurance, antidiabetic therapy, hypertension (110-13)115), dyslipidemia (E780), use of clopidogrel, statin, beta
blockers, alpha-adrenergic blockers, diuretics_others, diuretics_potassium-sparing, diuretics_loop, diuretics_thiazid, calcium channel blockers, angiotensin receptor
blockers, angiotensin converting enzyme inhibitors, and vasodilators, dyslipidemia*statin, hypertension*beta blockers, hypertension*alpha-adrenergic blockers,
hypertension*diuretics_others, hypertension*diuretics_potassium-sparing, hypertension*diuretics_loop, hypertension*diuretics_thiazid, hypertension*calcium channel
blockers, hypertension*angiotensin  receptor blockers, hypertension*angiotensin  converting enzyme inhibitors, and hypertension*vasodilators, age
group™hypertension, age group*dyslipidemia. - 103 -
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4.6.1. Fh'y WXON OfAMY Arg STO| W2 I xEY
U (WX|ojX ATE: 42,530%)
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oM dFE+E =01 1:1 HAIIE Y ATES FHIUL 97|
2

DO Yk WXS AN NWR 21,265%, AN HXYR

S2 U22 ofAME XY R TE I[EEH RIS HASIAY. ofAm
HXMYR 21,265% FOM GXt= 58.5%, %9Xe 41.5%%ACt. 40M1 °F¢ 65X
X2F 68.4%%0, 65M OF 75M OI%o] #XIt 23.7%, 75M oPgY
UXIE 7.9%° GO, HUFEEE UFTHUIIUXIL 90.3%, A=REIO Xt
6.6%%oH 1 o|Yf HAFE AXIF 3.1%AY. T=Y Xz2QHo FHe FH71{ €Y

a
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ro
ri¢

FoEt 283 F9I 88.0%L, FTE WIWOI AL W BEU W
12.0%%Ch 54.7%9] WXOIM DPS FUOHD YU, 28.2%9 WXIL O]
XIEH=

Ul QIIOD MASUNMXES B3 1.38(£1.28)0I%Ch. HEUES
SRMTIY 0.4%, AEHE 26.1%, HIEKITH] 18.7%, EOPA| Ol
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¥ 27. ofALIR X0 FEES O|Xl= KPS IHst HIFs-2 ®X|HE ZFSE F21H#
of 7|z £y
Aspirin .
Aspirin user
Characteristics non-user p-value
N % N %
Male 12,450 585 11,873 55.8 <.001
Gender
Female 8,815 415 9,392 44.2
40-65 14,555 684 14,527 68.3 <.001
Age group 65-75 5033 237 4857 228
at index date
75+ 1,677 79 1,881 88
Health
) 19,208 90.3 19,505 917 <.001
Type of health insurance
insurance Medicaid 1,394 6.6 1,326 6.2
Switching 663 3.1 434 2.0
OHA 18,713 88.0 18,682 87.9 0.65
Antidiabetic
OHA and
therapy onA an 2552 12,0 2583 12.1
insulin
Hypertension No 9,631 453 9,905 46.6 0.01
(110-13, 115) Yes 11,634 547 11,360 53.4
No 15,264 71.8 15,383 72.3 0.20
Dyslipidemia (E78.0)
Yes 6,001 282 5882 27.7
Charl bidity ind
arison comorbidify index (138+128) (1.43+1.05)
(a prior 1 year) (Mean+SD)
No 21,173 996 21,070 99.1 <.001
Clopidogrel
Yes 92 04 195 0.9
No 15,716 739 15,546 73.1 0.06
Statin
Yes 5,549 26.1 5,719 26.9
No 17,298 81.3 17515 824 0.01
Beta blockers
Yes 3,967 187 3,750 17.6
Alpha-adrenergic No 20,507 96.4 20,772 977 <.001
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blockers Yes

No
Diuretics_others

Yes
Diuretics_potassiu ~ NO
m-sparing Yes

No
Diuretics_loop

Yes

No
Diuretics_thiazide

Yes
Calcium channel No
blockers Yes
Angiotensin No

receptor blockers Yes

Angiotensin No
converting enzyme
inhibitors Yes
Centrally acting No
agentS Yes

No
Vasodilator

Yes
Total

758 3.6 493 2.3
20,666 97.2 20,840 98.0
599 28 425 20
20,243 95.2 20,670 97.2
1,022 48 595 28
19,763 92.9 20,149 948
1,602 7.1 1,116 5.2
15,893 74.7 15,363 72.2
5372 253 5902 278
13,617 63.6 12,841 604
7,748 36.4 8,424 39.6
15,872 746 15,629 73.0
5393 254 5,736 27.0
18,256 85.8 18,397 86.5
3,009 14.2 2,868 13.5
21,263 100.0 21,264 100.0
2 00 1 0.0
21,107 99.3 21,179 99.6
158 0.7 86 04
21,265 100.0 21,265 100.0

<.001

<.001

<.001

.001

.001

<.001

0.05

0.56

<.001

OHA: oral hypoglycemic agents
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Histogram of propensity scores by use of low dose aspirin

T T T T T T T T T T T T T T T
-003 00f 005 008 013 017 B21 0% 029 033 037 041 045 049 05 057 O6F 0OB5 063 073 077 08! 0B85 089

Estimatad Probability

O3 21. ofAmA Xof|l &S OlRl= K218 12dh HEFE,Z AX|0Z ZSEOM OtA
L2 ASZE HAMSE 2 MEEs B
(0: aspirin non-user, 1: aspirin user)
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4.6.3. Tk HXOY OIANY AfE Q2| UIE MEBHH
WA QI CHAY BMZW (WX|O}X ATE: 42,530%)

rigt

g
FEMZ AGYOIGC, CHE Q012 1FOLX| QUL I OfANUO| ALGO| AHUHTIgH W
Moj| Ojx|s gtk TSt 9JEH|E 1.42(95% CI, 1.31-1.55)%1, Yol H|s) of
MojlM Y| 1.07(95% CI, 0.98-1.16)2 QI8 Xfo|2 HO|X| OFQfCt, 40-64
M AHID H@OPS W 65-74M AR YBHE  2.17(95% CI,
1.98-2.38), 75Ml o4 AYRQl Y= 3.78(95% CI, 3.39-4.22)2 HHO|
£2 42 QUHIL HEC HUFURE APEUIIUKIG Hm O H U AXIo|M
Yt 2.25(95% CI, 1.98-2.54), FZ°| HE oM 1.73(95% CI,
1.40-2.14)02 UERHTE, F78 HGAOIH|OH Auure Joj| Hjsy Q& Fng ¥
OIS S| Ayure Fo| 9EH= 1.60(95% CI, 1.43-1.78)0IiCt. D@L
MEBAH RS 1.20(95% CI, 1.10-1.30) E0ls ZO=E UEFOon, Ol4fx|xyd
52 0.72(95% CI, 0.65-0.79)t] S*E ZHOF UEICH ZRMEIAS AL OX|
o 23 H|@of ArgSt 2o MU} 5.11(95% CI, 4.01-6.52), AEfEIQ| 9
o 0.82(95% CI, 0.74-0.90), WIELXfTHHQ] QI¥H|  1.52(95% CI,
1.38-1.67), UMXITHX|O] 9J¥H| 1.69(95% CI, 1.40-2.05), LEEZEA0|LX|o]
o®H|  2.43(95% CI, 2.09-2.82), RIO|xX|o| 9§l 2.38(95% CI,
2.10-2.69), EOIRIA oo Y¥H| 1.15(95% CI, 1.06-1.23), 7IEt O|kK|o|
oleH] 1.28(95% CI, 1.01-1.62), ZAMIXITH| 9I¥H| 1.37(95% CI,
1.27-1.49), QIX|QEIALSHXITIY O 9¢H] 1.09(95% CI, 1.00-1.19), ¢AX|Q
HAMSTACKIN HY| 1.09(95% CI, 0.97-1.22), HHLHHI} |
1.95(95% CI, 1.30-2.94)Q HOZ UEci(E 28).

&2 ¢
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Muaby BuIIDIOGD][0) IDIYFDIH PIsPG-IUIPINT [PUOCIION
H SIXIO A MEEA RIS o322 /St OLALIZI AFSUa EXA
E 28. M8 ofAnz xjdof HEE 0|X|l= 20212 12{st HHs-E BX|0T ZSENM 2E AEEA et YdsE I Y E ME
Aspirin non-user Aspirin user
Foll crude Foll crude
° OW, up incidence ° OW, up incidence .o lower upper
All cardiovascular disease N duration rate N duration rate « [ 95% - 95% ]
(years) (/1.000 (years) (/1.000 Cl Cl
person- person-
Event Total Mean Sum vear) Event Total Mean Sum year)
. non-user 957 2.68 57,037 16.8 1.00
Aspirin
user 1,367 2.69 57,136 23.9 142 [ 1.31 - 155
Gender Male 536 2.66 33,173 16.2 752 2.68 31,869 23.6 1.00
Female 421 2.71 23,864 17.6 615 2.69 25,267 24.3 107 [ 098 - 116 ]
40-65 430 2.74 39,898 10.8 663 2.73 39,708 16.7 1.00
Age group 65-75 324 2.65 13,331 24.3 459 2.64 12,799 35.9 217 [ 198 —- 238 1
75+ 203 2.27 3,808 53.3 245 2.46 4,629 52.9 378 [ 339 - 422 ]
Health
. 794 2.71 51,958 15.3 1,153 2.70 52,701 219 1.00
insurance
Type of health o
insurance Medicaid 121 2.46 3,436 35.2 166 2.51 3,323 499 225 [ 1.98 254 ]
Switching 42 2.48 1,642 25.6 48 2.56 1,112 432 173 [ 1.40 214 ]
OHA 821 2.71 50,728 16.2 1,106 2.71 50,728 218 1.00
Antidiabetic
OHA and
therapy sulin 136 2.47 6,309 216 261 2.55 6,591 39.6 160 [ 143 - 178 1]
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Aspirin non-user Aspirin user
crude crude
FO”OW,_UD incidence FOHOW,_UD incidence lower upper
All cardiovascular disease N duration rate N duration rate aI;IR [ 95% - 95% ]
(vears) (/1,000 (vears) (/1,000 cl cl
person- person-
Event Total Mean Sum vear) Event Total Mean Sum year)
Hypertension No 381 2.71 26,144 14.6 589 2.70 26,707 221 1.00
(110-13, 115 Yes 576 2.66 30,893 18.6 778 2.68 30,429 25.6 120 [ 110 - 130 1
Dyslipidemia No 766 2.68 40,863 18.7 1,048 269 41,323 254 1.00
(E78.0) Yes 191 2.70 16,174 11.8 319 2.69 15,813 20.2 072 [ 065 - 079 1]
Clopidogrel No 944 2.68 56,811 16.6 1,313 2.69 56,724 23.1 1.00
Yes 13 2.45 226 57.6 54 212 413 130.9 511 [ 401 - 652 ]
_ No 779 2.68 42,095 18.5 1,013 269 41,759 24.3 1.00
Statin Yes 178 269 14942 119 354 260 15377 230 08 [ 074 - 090 |
No 724 2.69 46,486 15.6 1,022 270 47,263 21.6 1.00
Beta blockers
Yes 233 2.66 10,551 22.1 345 2.63 9,874 34.9 152 [ 138 - 167 1
Alpha-adrenergi  No 904 2.69 55,090 16.4 1,311 2.69 55,881 235 1.00
c blockers Yes 53 2.57 1,947 27.2 56 2.55 1,256 446 169 [ 140 - 205 1]
Diuretics others No 933 2.68 55,446 16.8 1,321 2.69 56,026 23.6 1.00
- Yes 24 2.66 1,591 15.1 46 2.61 1,110 414 128 [ 101 - 162 1]
Diuretics_potass No 868 2.70 54,607 15.9 1,271 2.69 55,704 228 1.00
ium-sparing Yes 89 2.38 2,430 36.6 96 2.4 1,432 67.0 243 [ 209 - 282 ]
o No 841 271 53614 15.7 1,202 270 54,455 221 1.00
Diuretics foop v 116 008 3422 339 165 240 2682 615 238 [ 210 - 269 ]
Diuretics_thiazid No 687 2.68 42,670 16.1 956 269 41,399 23.1 1.00
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Aspirin non-user

Aspirin user

Foll crude Foll crude
° OW, up incidence ° OW, up incidence .o lower upper
All cardiovascular disease duration rate duration rate . [ 95% - 95% ]
(years) (/1.000 (years) (/1.000 Cl Cl
person- person-
Event Total Mean Sum vear) Event Total Mean Sum year)

e Yes 270 267 14,367 18.8 411 2.67 15,738 26.1 1.15 1.06 123 ]
blockers Yes 400 264 20,489 19.5 654 2.66 22,397 29.2 1.37 1.27 149 ]
Angiotensin No 694 269 42,730 16.2 986 270 41855 236 1.00
receptor
blockers Yes 263 265 14317 18.4 381 2.66 15,282 249 1.09 1.00 1.19 ]
Angiotensin

. No 818 268 48,959 16.7 1,160 2.69 49,401 235 1.00
converting
enzyme Yes 139 268 8078 172 207 270 7735 268  1.09 097 122 ]
inhibitors
Centrally acting No 957 2.68 57,031 16.8 1,367 2.69 57,133 239 1.00
agents Yes 0 2.79 6 - - 3.61 4 0.0
Vasodilator No 941 2.69 56,676 16.6 1,360 2.69 56,925 239 1.00

Yes 16 2.28 361 443 7 2.45 211 33.2 1.95 1.30 294 ]

OHA: oral hypoglycemic agents, HR: hazard ratio, Cl: confidence interval
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Estimated survival function for aspirin users and non—users (survival)

Survival
8

Estimated survival function for aspirin users and non-users (log survival)

i

Log o
survival

,,,,,

Estimated survival function for aspirin users and non-users (log-log survival)

Log-log /w’/
survival el

a7 22. ofALZl Xt HEkE OlXl= K28 et 4EEsE ®X[HZ
o2l AM2E0t HAMSZ ALO] AEEA Ziat 2l & Efel
(0: aspirin non-user, 1: aspirin user)
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AT A
4.7.2. QX EYHS; BE HEWAES Y (HX0T AT E;

42,530%)

HYELE WX 2 ATEN UKAMELE MY UL Yo 2 oo HAQ
S2 HYOIYE U Tkt WY UXOA OATO| Uyl DjX|: Fekol HH|:
1.40(95% CI, 1.29-1.52)°|t}. Q&' UXHE ATFO02 Lpeof MY
ug QHS B U YXOINE YYHITL 1.47(95% CI, 1.31-1.64)°%1, 4%
oM HIIt 1.33(95% CI, 1.17-1.50)02 YEfL WA 8o o &2 2
02 UEIdT. AHFE UYSUS YE 40-64MIZ0ME AWHIT 1.55(95% CI,
1.37-1.75)%1, 654 o =9 UXIZoME  EHITL 1.28(95% CI,
1.14-1.44)2 UEET, OXEUFS UK e UXME  YHH|TL
1.31(95% CI, 1.19-1.44), OgXZEZFS FUE &AXoM= UL
1.77(95% CI, 1.48-2.12)°|%2H, 0EAYZ FUOIX| ¢ XM= YL
1.41(95% CI, 1.23-1.60), DY Fut

1.25-1.56)2 YEEC ofAMAUS 2W o) X4Xoz EZOIX| ¢2 ZFofMe HY
H7t 1.46(95% CI, 1.32-1.62)°|%1, X[&XMoz2 =229 oMt 1.35(95%
CI, 1.22-1.49)2 YEIYTH(E 29).
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S SIXoAM AEEA R ofdE RISt otALZ AIZUA 2A
H 29. ofAOEl xdof FES DIXl= R2I8 TEst HE4=E XTI ZSENAN NEF OlADE AE RF CiE ZE MNEEA
SPAIE (1,00020-1) B 2 QBT Ak
Aspirin non-user Aspirin user
N d r:'lclj?ww(_ ueZws) crude N d r:'lclj?ww(_ ueZws) crude
urat Y incidence urat Y incidence lower upper
All cardiovascular rate rate « [ 9% 95%
outcomes (/1,000 (/1,000 Cl Cl
Event  Total Mean Sum person- Event  Total Mean Sum  person-
year) year)
Whole cohort 957 21,265 2.68 57,037 16.8 1,367 21,265 2.69 57,136 23.9 140 [ 129 1.52
Subgroup
Male 536 12,450 2.66 33.173 16.2 752 11,873 2.68 31,869 23.6 147 [ 1.31 1.64
Female 421 8,815 2.71 23,864 17.6 615 9,392 2.69 25,267 24.3 133 [ 117 1.50
Age 40 to 64 430 14,555 2.74 39,898 10.8 663 14,527 2.73 39,708 16.7 155 [ 137 1.75
Elderly
527 6,710 2.55 17,139 30.7 704 6,738 2.59 17,428 404 128 [ 114 1.44
(age 65+)
DM without
.W l Ou_ 766 15,264 2.68 40,863 18.7 1,048 15,383 2.69 41,323 254 131 [ 119 1.44
dyslipidemia
DM with
W 191 6001 270 16174 118 319 5882 269 15813 202 177 [ 148 212
dyslipidemia
DM without 381 9,631 2.71 26,144 14.6 589 9,905 2.70 26,707 221 141 [ 123 1.60



Aspirin non-user Aspirin user

Follow-up Follow-up
N . crude N . crude
duration (years) . . duration (years) . .
incidence incidence lower upper
All cardiovascular rate rate HR* [ 95% - 95% ]
outcomes (/1,000 (/1,000 Cl Cl
Event Total Mean Sum person- Event Total Mean Sum person-
year) year)
hypertension
DM with
. 576 11,634 2.66 30,893 18.6 778 11,360 2.68 30,429 256 139 [ 125 - 156 ]
hypertension
Non-persistent
aspirin use 957 21,265 2.68 57,037 16.8 691 9,665 2.59 25,001 276 146 [ 132 - 162 ]
(( 2 years)
Persistent
aspirin use 957 21,265 2.68 57,037 16.8 676 11,600 2.77 32,135 210 135 [ 122 - 149 ]
(= 2 years)

DM: diabetes mellitus, HR: hazard ratio, Cl: confidence interval

*Adjusted for gender, age group, type of health insurance, antidiabetic therapy, hypertension (110-13,115), dyslipidemia (E78.0), use of clopidogrel,
statin, beta blockers, alpha-adrenergic blockers, diuretics_others, diuretics_potassium-sparing, diuretics_loop, diuretics_thiazid, calcium channel
blockers, angiotensin receptor blockers, angiotensin converting enzyme inhibitors, and vasodilators, dyslipidemia*statin, hypertension*beta
blockers, hypertension*alpha-adrenergic blockers, hypertension*diuretics_others, hypertension*diuretics_potassium-sparing,
hypertension*diuretics_loop, hypertension*diuretics_thiazid, hypertension*calcium channel blockers, hypertension*angiotensin receptor blockers,
hypertension*angiotensin converting enzyme inhibitors, and hypertension*vasodilators, age group*hypertension, age group*dyslipidemia.
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4.7.3. AWML, BHFUBH MY (XU JVE:

42,530%)

BYE+-E WX 2 ATEM ZYHSE YFUMEAT MY MO Z 510 UAQQ
HAROINS W Tty LA AXfoNM OfANO| WMo OjX|= FEY AHH|
54-1.96)°1UY. Tty LY UAXE LAOECE YHRo] HEEAE
A S BUEZ O HXOME "It 1.72(95% CI, 1.46-2.01)%1,
XM AEHP} 1.75(95% CI, 1.44-2.12)8 YUEL} MYo| T2 Xjojs Q=
Aoz YUEGHL, AYES YH5US Ye 40-64M20ME HEHIZE 2.04(95% CI,
1.73-2.42)°1%1, 654 o LoAAXZME  HE®HITL 1.45(95% CI,
1.21-1.73)8 UYEEL., OPXHES SUOIX] 2 UXME HYH|IF
1.63(95% CI, 1.42-1.88), OXEHEZT2 st wAXME YT}
2.05(95% CI, 1.60-2.62)°|%20, NEUZ FUOIX| o2 UXPJME Y HH|IL
1.66(95% CI, 1.37-2.01), D@yL Sl
1.52-2.09)2 YUERY, ofAMAZ 2W o X|&Xoz FE9X| 92 FoME Hﬁ
HI7l 1.51(95% CI, 1.30-1.76)°I%
CI, 1.69-2.23)02 YERITH(E 30).
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B 30. ofAmE Xof FeE 0OiXl= RUS st dEFEH+= HX|0E FSENAM A

EE LS (1,0002-H)

H Y = ME

2 OfALE A RFol mE

Aspirin non-user Aspirin user
Follow-up crude Follow-up crude
Coronary artery duration incidence duration incidence " : g\é\{;r ) UQDSFZ/GF
related outcomes (years) rate (years) rate o o
(/1,000 (/1,000 Cl Cl
Event Total Mean  Sum person- Event Total Mean Sum person-
year) year)
Whole cohort 414 21265 2.68 57,037 7.3 720 21265 269 57,136 12.6 1.74 [ 154 - 196
Subgroup
Male 251 12450 266 33,173 76 408 11,873 2.68 31,869 12.8 1.72 [ 1.46 - 201
Female 163 8815 2.71 23,864 6.8 312 9,392 2.69 25,267 12.3 1.75 [ 144 - 212
Age 40 to 64 205 14555 274 39,898 5.1 415 14527 273 39,708 10.5 2.04 [ 173 - 242
Elderl
ery 100 6710 255 17139 122 305 6738 259 17428 175 145 [ 121 - 173
(age 65+)
DM without
. ) 318 15264 2.68 40,863 78 528 15383  2.69 41,323 12.8 1.63 [ 142 - 188
dyslipidemia
DM with
" . 96 6,001 2.7 16,174 5.9 192 5882  2.69 15,813 12.1 2.05 [ 1.60 - 262
dyslipidemia
DM without
i 172 9631 2.71 26,144 6.6 307 9,905 2.7 26,707 115 1.66 [ 137 - 201
hypertension
DM with
) 242 11634 266 30,893 7.8 413 11,360 2.68 30,429 13.6 1.78 [ 152 - 209
hypertension
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Non-persistent

aspirin use 414 21265 268 57,037 7.3 295 9,665 259 25,001 11.8 1.51 [ 13 - 1.76 ]
(€ 2 years)
Persistent
aspirin use 414 21265 268 57,037 7.3 425 11600 277 32,135 13.2 1.94 [ 169 - 223 ]
(= 2 years)

DM: diabetes mellitus, HR: hazard ratio, Cl: confidence interval

*Adjusted for gender, age group, type of health insurance, antidiabetic therapy, hypertension (110-13,15), dyslipidemia (E78.0), use of
clopidogrel, statin, beta blockers, alpha-adrenergic blockers, diuretics_others, diuretics_potassium-sparing, diuretics_loop, diuretics_thiazid,
calcium channel blockers, angiotensin receptor blockers, angiotensin converting enzyme inhibitors, and vasodilators, dyslipidemia*statin,
hypertension*beta blockers, hypertension*alpha-adrenergic blockers, hypertension*diuretics_others,
hypertension*diuretics_potassium-sparing, hypertension*diuretics_loop, hypertension*diuretics_thiazid, hypertension*calcium channel blockers,
hypertension*angiotensin receptor blockers, hypertension*angiotensin converting enzyme inhibitors, and hypertension*vasodilators, age
group*hypertension, age group*dyslipidemia.

**Coronary artery related disease included angina, myocardial infarction, PTCA and CABG.
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4.7.4. AWHL; SEN HEF (WX X IVE: 42,530

HYHLR WX FVEO|M ZWUU4LE @Y HEF WYOR oo UARASS
HRCIGS W Pty WY ROl OfAOl ol OX: Fyel Y|
1.14(95% CI, 1.02-1.28)°I1UH. Tkt LY HUXGE LIELE UEO HEH

HEZ W AES BUEZ U FXiMeE H"HY]PE 1.25(95% CI, 1.06-1.46)%4,
XM e AEHPF 1.06(95% CI, 0.90-1.25)2 UEL} YX[olM &0l ¢ 2
Aoz YUEGHL, AYES YH5US Ye 40-64M20MeE HEHIZE 1.10(95% CI,
0.92-1.32)°1%1, 654 ©oFg EUuXFAYME  AEHPF 1.18(95% (I,
1.01-1.37)8 UYEEL., OPXHEF SUOIX] 2 UXME HYH|IF
1.08(95% CI, 0.95-1.23), OXHEZT2 st XM= YT}
1.46(95% CI, 1.12-1.92)0|0, NUAZ FHUIOIX] Q2 UXOME EH|F}
1.20(95% CI, 1.00-1.44), DEAL Sl

0.96-1.29)2 YEfGL, ofAmMAUZ 2 O X&XHoz EZOHX| 2 ZoM= HH
HI7F 1.43(95% CI, 1.25-1.63)°|%1, XMoo=z F89% FoA&= 0.89(95%
CI, 0.76-1.03)02 YERITH(E 31).
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H 31. ofAmEl XWo FHS2 Oixl= RS 1T MSEHLER HX|0Z ZSEOM XNEZ ofALRI AL |0 CiE FHEM HES 2
£ (1,000Q1-4) 3 2 ¥ ME
Aspirin non-user Aspirin user
N Follow-up crude N Follow-up crude
duration (years) incidence duration (years) incidence lower upper
Ischemic stroke rate rate aHR [ 95% 95% ]
(/1,000 (/1,000 Cl Cl
Event Total Mean Sum person- Event Total Mean Sum person-
year) year)
Whole cohort 543 21265 2.68 57,037 9.5 647 21,265 2.69 57,136 11.3 114 [ 102 128 ]
Subgroup
Male 285 12450 2.66 33,173 8.6 344 11,873 2.68 31,869 10.8 125 [ 1.06 146 ]
Female 258 88156 2.71 23,864 10.8 303 9,392 2.69 25,267 12.0 106 [ 0.90 125 ]
Age 40 to 64 225 14555 274 39,898 5.6 248 14,527 2.73 39,708 6.2 1.1 [ 092 132 ]
Elderly (age 65+) 318 6,710 255 17,139 18.6 399 6,738 2.59 17,428 22.9 118 [ 1.01 137 ]
DM without
. ) 448 15264 2.68 40,863 11.0 520 15,383 2.69 41,323 12.6 108 [ 095 123 ]
dyslipidemia
DM with
Wl ) 95 6,001 2.7 16,174 5.9 127 5,882 2.69 15,813 8.0 146 [ 1.12 192 ]
dyslipidemia
DM without
WIhoU 209 9631 271 26144 80 282 9905 27 26707 106 12 [ 100 144 ]

hypertension
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DM with

. 334 11634 2.66 30,893 10.8 365 11,360 2.68 30,429 12.0 111 [ 09 - 129 ]
hypertension

Non-persistent
aspirin use 543 21265 2.68 57,037 9.5 396 9,665 2.59 25,001 158 143 [ 125 - 163 1]
(¢ 2 years)

Persistent aspirin
use 543 21265 2.68 57,037 9.5 251 11,600 2.77 32,135 78 089 [ 076 - 103 1]
(= 2 years)
DM: diabetes mellitus, HR: hazard ratio, Cl: confidence interval
*Adjusted for gender, age group, type of health insurance, antidiabetic therapy, hypertension (I110-13,115), dyslipidemia (E78.0), use of
clopidogrel, statin, beta blockers, alpha-adrenergic blockers, diuretics_others, diuretics_potassium-sparing, diuretics_loop, diuretics_thiazid,
calcium channel blockers, angiotensin receptor blockers, angiotensin converting enzyme inhibitors, and vasodilators, dyslipidemia*statin,

hypertension*beta blockers, hypertension*alpha-adrenergic blockers, hypertension*diuretics_others, hypertension*diuretics_potassium-sparing,
hypertension*diuretics_loop, hypertension*diuretics_thiazid, hypertension*calcium channel blockers, hypertension*angiotensin receptor blockers,
hypertension*angiotensin converting enzyme inhibitors, and hypertension*vasodilators, age group*hypertension, age group*dyslipidemia.
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42,530%)

S U Pt W WM OfANUO| WAl DjXE Gyl UM
1.06-1.3

o2 1
0)oIoUCt, Tty YA SIXtE ATE0F UHof MM o

=l

WY HES HAZ W BXoIME H™HIPF 1.30(95% CI, 1.13-1.50)°1¢%1, Xt
fME AHHEPI 1.06(95% CI, 0.91-1.23)22 YEY YXjof|A| 80| & 2 A
02 YUHHEY., AFIZ UFEUS We 40-64MIZoMe= HEHIPH 1.15(95% CI,
0.98-1.35)%1, 65M o LAUXZoIME=  HBHIPT 1.20(95% (I,
1.04-1.37)22 UEHY. OoXRYTS FUOHK] &2 XOIME AUt

~

> o

1.12(95% CI, 1.00-1.26), COIXIE¥FS GFHigt AXOIME  HYHTL
1.44(95% CI, 1.13-1.82)%20, 1¥UZ FUOHX| %2 HXIME HEYITL

1.26(95% CI, 1.07-1.48), 0¥
0.98-1.29)02 YEpJCt, ofAma
WHII  1.41(95% CI, 1.25-1.59)0|%1, X|&M0z =2% 2oyt
0.96(95% CI, 0.84-1.09)02 YERITHE 32).

g S WXoME YUt 1,13(95% CI,
o

24 o XAMOR =GO e oML




= 32. ofAL|2l X0 FES D|Xl= QU2 12T HEESE HWX|HE ZSEM NEZF OtALZ AR |70 CHE AMEEA SHM Aeh 2
£ (1,000Q1-4) Y 2M ABE: ME
Aspirin non-user Aspirin user
crude crude
N FOHOW__UD incidenc N FOHOW__UD incidenc lower upper
duration e rate duration eratt  HR [ 9% - 95% ]
(1,000 (1,000 Cl Cl
person- person-
Event Total Mean Sum year) Event Total Mean Sum year)
Whole cohort 668 21,265 268 57,037 1.7 818 21,265 2.69 57,136 143 118 [ 1.06 - 130 ]
Subgroup
Male 350 12,450 266 33,173 10.6 441 11,873 2.68 31,869 138 130 [ 113 - 150 1]
Female 318 8,815 271 23864 13.3 377 9,392 2.69 25,267 149 106 [ 091 - 1.23 1]
Age 40-64 292 14,555 274 39,898 7.3 336 14,527 2.73 39,708 85 1.15 [ 098 - 135 1
Elderly (age 65+) 376 6,710 255 17,139 219 482 6,738 2.59 17,428 277 120 [ 1.04 - 137 1]
DM without
..WI _ou 544 15,264 2.68 40,863 13.3 653 15,383 2.69 41,323 158 112 [ 1.00 - 126 1]
dyslipidemia
DM with
o ) 124 6,001 270 16,174 7.7 165 5,882 2.69 15,813 104 144 [ 113 - 182 1
dyslipidemia
DM without
winou 261 9631 271 26144 100 366 9905 270 26707 137 126 [ 107 - 148 ]
hypertension
- 128 -
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DM with

_ 407 11634 266 30893 132 452 11360 268 30429 149 113 [ 098 - 129 ]
hypertension
Non-persistent
aspirin user (( 2 668 21265 268 57037 117 482 9665 259 25001 193 141 [ 125 - 159 ]
years)
Persistent aspirin 668 21265 268 57037 117 336 11600 277 32135 105 096 [ 084 - 109 ]

user (= 2 years)
DM: diabetes mellitus, HR: hazard ratio, Cl: confidence interval

*Adjusted for gender, age group, type of health insurance, antidiabetic therapy, hypertension (110-13,15), dyslipidemia (E78.0), use of
clopidogrel, statin, beta blockers, alpha-adrenergic blockers, diuretics_others, diuretics_potassium-sparing, diuretics_loop, diuretics_thiazid,
calcium channel blockers, angiotensin receptor blockers, angiotensin converting enzyme inhibitors, and vasodilators, dyslipidemia*statin,
hypertension*beta blockers, hypertension*alpha-adrenergic blockers, hypertension*diuretics_others, hypertension*diuretics_potassium-sparing,
hypertension*diuretics_loop, hypertension*diuretics_thiazid, hypertension*calcium channel blockers, hypertension*angiotensin receptor blockers,
hypertension*angiotensin converting enzyme inhibitors, and hypertension*vasodilators, age group*hypertension, age group*dyslipidemia.
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4.8 Ykt WXO|Y OLA Argo] MUmAHUY

of OjXlE FY - F|YABE ME

2 AN OfAM AR FoMQ HEHA Y UHEZ 1
OfAMYU HIAGFOMQ HEAH L LHEZ 1,00009 T 8

2 3I¥H IPE AFM Tk L X HEUUAIEY LHYSE2 1,000 T
20.4°14. oo HtE MgF orAmY LEo| TE I9YYULE (AF, Attributable
fraction)2 29.7%°I%1, QAR IIYEL(PAF, Population attributable
fraction)e 17.5%°I%t. 20§02 AMHYZ o, Y oA ofAma =9
PAFE 59.9%°|%1, 942 16.5%, 40-64M AFIEZ 21.3% 654 o L2l
Mz 13.8%, OP$XIZET FTUOIX] &2 Tk HXE 15.3%, OXIEFTS Fht
o Bk UXE 26.0%, L¥EYUYS FUOHX] ¥2 Tk &UX= 20.5%, L1¥UYS
o Tty ®Xf= 15.8%, orAmY 29 0|9 AEFRE 16.%, otAmY 2 o)
Argat2 8.3%°IUTt.

ofn

Tkt L AXOIM MG OrAMRCY L=EEX] S F¢ ALY T AHY
17.5% HMAHEYGe RS Uy, MG ofAMEY =z ¢S FL, HAYAMMe
HEUARY Y 59.9%, AEUME 16.5% EY = UH(E 33)
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H 33 . BX2 ZZEOM MEHAEE J|6HEE  AFI|HARE LS

le lu Ip AR AF(%) PAR PAF(%)
Whole cohort 239 16.8 204 71 29.7% 3.6 17.5%
Subgroup

Male 23.6 16.2 40.4 74 31.4% 24.2 59.9%

Female 24.3 176 211 6.7 27.6% 35 16.5%

Age 40 to 64 16.7 10.8 13.7 5.9 35.3% 29 21.3%

Elderly (age 65+) 404 30.7 35.6 9.7 24.0% 49 13.8%
DM without

wrihout 254 187 221 67  264% 34  153%

dyslipidemia

DM with dyslipidemia 20.2 11.8 15.9 84 41.6% 41 26.0%

DM without

) 22.1 14.6 184 75 33.9% 38 20.5%
hypertension

DM with hypertension 25.6 18.6 221 7 27.3% 35 15.8%

Non-persistent aspirin

276 16.8 20.1 10.8 39.1% 3.3 16.4%
use ( 2 years)

Persistent aspirin use

21 16.8 18.3 4.2 20.0% 15 8.3%
(= 2 years)

le: All cardiovascular disease incidence in aspirin user

lu: All cardiovascular disease incidence in aspirin non-user

Ip: All cardiovascular disease incidence in propensity score matched cohort
AR: Attributable risk

AF(%): Attributable fraction (%)

PAR: Population attributable risk

PAF: Polulation attributable fraction (%)

DM: diabetes mellitus
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Fhty UXON OFAN Atgo| U
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Y 2 X IVE 268,489% ZI2Hl AGUYER A Yiwlo] 3H o
EE ME IEIF ANE 47,088

g

YHQQASS HHOIUS W T L #XOM orAmBOol ¢ HEY 01X
ool YYHlE 1.14(95% CI, 1.09-1.19)%ch Ykt Wy @xtg Adgo=z

r
d|

Ol A £2Y LY AHES HUS W HAEAME H®YPH 1.10(95% CI,
1.04-1.16)°1%1, 9¥oAMe 1.19(95% CI, 1.12-1.26)2=2 oM 42U H
EUC. AdPEZ USRAEZ HEe 40-64M RoME H”HIIT 1.08(95% CI,
1.02-1.14)°1%1, 65M oI =QAUXFYME  AHBHIE 1.22(95% CI,
1.15-1.30)QY. 22u3 FUSHX] 2 AXAME HHHPH 1.16(95% CI,
1.11-1.21)°1%1, AEes  FUeh  AXIME HEHPT 1.01(95% CI,
0.89-1.14)0IUY (& 34).

(o]
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E 34 zxz 3ISE 7124 {YEHEE 27Ho| Sl= oM XNEF ofAmE AR |F0 WE EHUEE LUME (1,0000-4) 2
HEx: A=
Aspirin non-user Aspirin user
Follow-up
Follow-up .
N duration (years) crude N duration crude
Upper Y incidence (years) incidence lower upper
astrointestinal rate e R 9% - 9% ]
9astre (/1,000 (/1,000 cl cl
bleeding Event Total Mean Sum person- Event Total Mean Sum person-
year) year)
Whole cohort 30,936 202,661 2.87 580,908 53.3 26561 18740 284 53,160 499 114 [ 109 - 119 ]
Subgroup
Male 17,122 118,073 2.86 337,123 50.8 1,344 10,515 2.83 29,782 451 110 [ 1.04 - 116 ]
Female 13,814 84,588 288 243,785 56.7 1,307 8,225 284 23,378 55.9 119 [ 112 - 126 ]
Age 40-64 18,201 146,686 2.87 420,637 43.3 1,398 12817 284 36,378 384 1.08 [ 1.02 - 114 ]
Elderl
v 12,735 55975 286 160,271 79.5 1,253 5023 283 16,782 747 122 [ 115 - 130 1]
(age 65+)
DM without mild
WIROUTMIA 57080 183228 288 527013 518 2362 16671 285 47430 498 146 [ 111 - 121 ]
liver disease
DM with mild
. ) 3,647 19433  2.77 53,895 67.7 289 2,069 2.77 5,730 504 101 [ 089 - 114 ]
liver disease
DM: diabetes mellitus, HR: hazard ratio, Cl: confidence interval
*Adjusted for gender, age group, type of health insurance, antidiabetic therapy, liver disease (appendix), use of clopidogrel, NSAIDs, steroids, H2

blockers, proton pump inhibitors and other gastrointestinal protective agents.
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4.10 F=Y BXOIM HEF OtAMA Ag3
AEBA WY WY WY oY TS Y%

o17] 9ot ATE P

4.10.1. Pa' WAOIM MY WHY g U4 "ol
oYt $YX ATE 1& }F

M2, HUNLEF, YUYIRLRY B0 G Fuy YR MY ofx
= B WHY T Wy UXOIY WIS AAGI| o A%t

Mog MY Mol I|E
20069 18 1UEE 20074 129 31U I 27| $2oto] Yy

%DJI‘U"I‘"E -|I:| Fo Okll Olkr 1001‘" Olt'il- EI'_IIII:H Ej-Il' 265 O|I-| 14 =

[ — - O

fllo

I'-?HH

SroIBto] o] A2 WAt HOZ WOIE WX 571,814%F0|%
¥ OIALAL YW ©X 69,892F
e ¥X 154,958%2 HMOIHL, 2006-7

EM
W Gk W ool AHo|M OPANAS MYWX| 9TIF 2008-9W XA I
o

=
S OrAMTUS XNYYI| AT 33,126 H|ASIRH.
B2 313,838% F ZIE AE OlHY| HEHAH THG U] LYYUUE &xXp

9,436%F 1 YUUNE MYPUUH 24,225% 2 HYot¥L, T LY olF 14 oY
AP 24X 11,049% % MO,
o2{3t MA Hel P HM X IATE JFPYUL 269,128%0IU1 °|F F Tk

(8.3%), HYHX| 92 WX: 246 683'1'(91 7%

EOH MU WHY MY WOl FYS O £ Y= YR J|XSH P I
SO OFANA MYOIE FYS UM 2 2 UMYl BFEX oS & Y= WEH A7
o SIS HYUOEI| Qo OFAN Xt OfM 1WAt NY, 4E
SUHH| ALg ol SO M MYHAE MOl 1:12 WIS AW Ad WX

d ATEYE 44,0509 EHEHUA(A™ 24).
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20062 128 1 185 20073 128 31UVIK| M=e=7 |2 WEsto

oz TIEHT, il otES XYY 40M| O 100M| Olst =8 2l &k}

571814 H

g 2 o RE MET otAmzl X

rlo
o
Ral

69,892 &

2005-9 A7 [ZH St nET OLALIE! ALE &} M|

2006-7 SeE LY =0l AFHolA OtALIZ! HIALEZO|UCEZ}

2008-91 St otAmZ ARZFO| & A
33,126 H

313,838 &

OfATIZ AL 28,9999 (9.2%), OtAL|E! HIARZZ: 284,839 F (90.8%)

712 AIE O|F MEE 2Ty 2 2l Xt M2l 94369

—

304,402H OtAL|Z! At 26,237 F (8.6%), OFAL[ZI HIAKST: 278,165 H (91.6%)

71E A O SETM AME BtAL H|2124,225 F

280,177

H OfAME ARSa: 22,826F (8.1%), OtAMLIZ! HIARE: 257,352F (91.9%)

7|EAE2z RE 1E O|L AHY BX} M2l 11,049 &

ZE ASE 269,128 H OfALE ASa: 22,445F (8.3%), OFAT|ZI HIAKZ T 246,683 & (91.7%)

M8 otAmE XY =F X{olof it |2l 225,078

Aspirin user: 420 &, Aspirin non-user: 224,658%H

MorRIA0|| et &KX FSEA44,050 H

El

OfAL|E AFZt: 22,0259 (50.0%), OtAL[Z! HIAETE: 22,025% (50.0%)

L]

O 24, gy
=

g2 SXjolAM KEZF ofALZl AMRat SR XM ZE 2ol M
st ISE 1= 1pH,
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4.10.2. Yk UXOM MPIH WHY Y Wy "L
9Iot AVEON OfAN AL ST LE I|x
X (% ATE FHY: 269,128 F)

i

|

ol
H
of
=3
ox
ri¢

Kol HGF OPAN AT MWHA| WHY W wyo| mY
ARE YU FVE MY MY J|EE BE °

—
xyojyo] W2 J|ASNe| HES LIS

JM
o
rir
N
o
Lo
(=Y
N
0
o o
flo
=
ok
o
Hu
2
[>
H
r

OfANA HIMYZ 246,683% FOIME HXPI 58.0%, X7t 42.0%AH. 404
Ol 65M| ORI 2AXIt 72.5% AL, 65M O 75M| OITUO] 19.6%, 75M oI
XL 7.9%° GO, HUFEEE UFTHUIIUXIN 91.6%, A=REIO Xt
6.8%%A2H Fo| HH AXE 1.6%AH. BTHOH B¢
8% B2 90.5%A1, FFE T A&TS YU F58U #X= 9.5%%
. 28.1%9 #XOIM NEYS FUOID UUL, 15.2%9 LXPI} O[FXEHUTS

Mom, WY FAXY UHXEQ WPHAYHTUAS FUT AX= 4.0%RG.
SEEUTRUXRE FF 1.01(£1.12)°UH. F3A= MYY F¢ 2EHY 13.2%,
HIEFXITX 10.9%, EOMRA Ol=X| 13.4%, Z&XHEXITXN 19.8%, ¢AX|QHIL-E
HXFHA 11.3%, NSAIDs 62.2%, H2 XIHX| 47.5% S22 LERT.

78 wIOHT

o>

OLAN MR 22,445 FOIM UXI= 55.5%, %Xt 44.5%%Ct. 404 OfA
6541 T|ZHl YXITE 67.6%%L, 654 OAF 754| IEHO| WXIIL 23.4%, 754| OfAt
o UXTL 9.0%°| HYOIHCH, HHUFURE ABHUIIAXIL 91.5%, oRH T}
I} 6.4%HO0 14 Ojujol WHE WAL 2.1%%Ct. WO FS TS €Y
Foer 2§ F9It 87.3%1

]
12.7%%AY. 54.8%9 XM UUYZ FUSID UUL, 27.9%Y AXIF oG

SASUWRUNES WP 1.41(+1.03)01%0. WEAS Xwo F$ =Ml
2.3%, AEHEl 27.9%, HIERTH 19.1%, EOFNA| olwX| 28.5%, ZAMDAL
M| 40.5%, QAXIQEALGHATH 28.2%, NSAIDs 64.6%, H2 XIEH| 50.9%
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¥ 35. M8 otAL|R AtEnt AEEA X Zete| Az Eolg st FISE 7839
7= EN
Aspirin non-user Aspirin user _value
N % N % P
Gender Male 143,101 58.0% 12,446 55.5% <.0001
Female 103,582 42.0% 9,999 44.5%
A
9e group 40-49 72226 29.3% 4785 213% (0001
at index date (1)
50-64 106,733 43.3% 10,383 46.3%
65+ 67,724 27.5% 7,277 32.4%
A
9e group 40-64 178959 72.5% 15168 67.6% (0001
at index date (2)
65-74 48,345 19.6% 5,252 23.4%
75+ 19,379 7.9% 2,025 9.0%
Type of health Health
P _ 226013 91.6% 20545 915% {0001
insurance insurance
Medicaid 16,653 6.8% 1,433 6.4%
Switching 4017 1.6% 467 2.1%
Antidiabeti
niiciabetic OHA 223286 905% 19604 873% (0001
therapy
OHA d
orA an 23397 95% 2841 12.7%
insulin
Hypertension
N 177,450 71.9% 10,146 45.2% .0001
(110-13,/15) © ’ ’ ¢
Yes 69,233 28.1% 12,299 54.8%
Dyslipidemia
vsipiaem No 200269 84.8% 16178 721% (0001
(E78.0)
Yes 37414 152% 6,267 27.9%
COPD (J40-44,
proxy for heavy  No 236,730 96.0% 21,478 95.7% 0.0467
smoker)
Yes 9,953 4.0% 967 4.3%
Charl bidity ind
arison comorbidity index (a (1.01%1.12) (1.41+1.03)
priorlyear) (Mean+SD)
Clopidogrel No 244806 99.2% 21,931 97.7% <.0001
Yes 1,877 0.8% 514 2.3%
Statin No 214,212 86.8% 16,175 72.1% <.0001
Yes 32,471 13.2% 6,270 27.9%
Beta blockers No 219,742 89.1% 18,159 80.9% {.0001
Yes 26,941 10.9% 4286 19.1%
Alpha-ad i
pharadrensraic o 241792 98.0% 97.6% {0001
blockers 21,909
Yes 4891 2.0% 536 2.4%
Diuretics_others  No 243,733 98.8% 21,950 978%  <.0001
Yes 2,950 1.2% 495 2.2%

- 138 -

JouoRpN

-
|

DOH paspg-dU3PIN

|
o |

T
)
o
=
™
o
a

Qe
>
3
(2]

5{;‘



A>uaby BUIIBIOGD]|0) ADIYF DI Pasp-dUIPINT [PUCIIDN

Diuretics_potassi
um-sparing

Diuretics_loop

Diuretics_thiazide

Calcium channel
blockers

Angiotensin
receptor
blockers

Angiotensin
converting
enzyme inhibitors

Centrally acting
agents

Vasodilator
NSAIDs

PPI
H2blocker

Total

Yes
No
Yes

No
Yes
No

Yes

No

Yes

No

Yes
No

Yes
No
Yes
No
Yes
No
Yes
No
Yes

240,121

6,562
235,346
11,337

213,516
33,167

197,895
48,788

218,719
27,964
233,493

13,190
246,670

13
245,771
912
93,348
153,335
230,892
15,791
129,467
117,216
246,683

97.3%

2.7%
95.4%
4.6%

86.6%
13.4%
80.2%
19.8%

88.7%

11.3%

94.7%

5.3%
100.0%

0.0%
99.6%
0.4%
37.8%
62.2%
93.6%
6.4%
52.5%
47.5%
100.0%

21,768

677
21,163
1,282

16,047
6,398

13,347
9,098

16,125
6,320
19,225

3,220
22,444

1
22,342
103
7,997
14,448
20,937
1,508
11,013
11,432
22,445

97.0%

3.0%
94.3%
5.7%

71.5%
28.5%
59.5%
40.5%

71.8%

28.2%

85.7%

14.3%
100.0%

0.0%
99.5%
0.5%
35.6%
64.4%
93.3%
6.7%
49.1%
50.9%
100.0%

0.0016

<.0001

<.0001

<.0001

<.0001

<.0001

0.8713

0.0369
<.0001
0.0635

<.0001

OHA: oral hypoglycemic agents, COPD: Chronic obstructive pulmonary disease,

NSAIDs: Nonsteroidal antiinflammatory drugs, PPI: proton pump inhibitor
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g XM HEEAZSLY oS et orAmE ALY 24

B3| ofF HYuLY BE

Histosr

an of propensity scores by use of low dose aspirin

35 1
0 30 -
= | IH 95 -
3l 20 A

157
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5
L (- .

-0.065 0.065 0.135 0.215 0.295 0.375 0.45% 0.535 0.615 0.635 0.775 0.855

Estimated Probability

8 25, M8 orAmA
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A
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(0: aspirin non-user, 1: aspirin user)
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WY T WY Y THY 242
¥: 269,128 9)

4.10.4. =¥ XM orANMAU ArG JFFO TGE HEEA
(

Z7§ WYYOHI HuLe o o) AL FTE WIS W Mo
2o HlE  1.37(95% CI, 1.24-1.51)0/9ict, DEYS M@mAmee
1.73(95% CI, 1.62-1.84)Mf 0l 02 UEton, olxmuze
0.77(95% CI, 0.70-0.85)M W& ZOZ Uepich, Hct LA Wajx|E2 oty
A HRLO| Qs XM $RHIL 1.79(95% CI, 1.58-2.03)H Ut 32

METJH2  ArBORX| of2 Ak Hluwdj Arg9t F9 YTt 5.40(95% CI,
4.61-6.32), AE[EIO] 9#H] 0.86(95% CI, 0.78-0.95), HIELXITIHQ] 9j3H]
1.73(95% CI, 1.59-1.88), UMXtTix|el 9] 1.67(95% CI, 1.40-2.00),
I|§ olkNo BH] 1.79(95% CI, 1.44-2.22), ZLEHZEo|uN9 ¢ uH|
1.71(95% CI, 1.46-2.00), RLO|LX|2] ¢¥H| 1,.90(95% CI, 1.69-2.14),
E|otXIA| ol:H|e] 9¥H] 1.60(95% CI, 1.48-1.73), Z&MEXIHH|Q] HHHy|
1.86(95% CI, 1.74-2.00), QUX[QEIMGHXTHQ EH] 1.35(95% CI,
1.23-1.47), AX|QEMHe T AAN K] @l 1.60(95% CI, 1.44-1.79), &¥
oxH|o] YHH| 3.85(95% CI, 2.93-5.06), NSAIDs®l §&H| 1.19(95% CI,
1.11-1.27), H2 Aol 4#H] 1.16(95% CI, 1.08-1.23)02 22t Qo|ot
A E UHYAY (R 36).
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Chog SIRIOIN AMBEALELA oSS Y5 OLATIZ ABYL BN

B 36. N2 ofAL|E AT AMETA SN Ago| AN ERIZ f TSEOIM B QI MR XM Zla MS I 9 Q8: AE
Aspirin non-user Aspirin user
Follow up
Follow up .
N . crude N duration crude
duration (years)
incide (years) incide |
ower uppe
Characteristics nece nece HR [ 95% - r 9% ]
rate rate
Cl Cl
(/1,000 (/1,000
Event Total Mean Sum person Event Total Mean Sum person
-year) -year)
Use of aspirin  No 3,143 246,683 289 712,047 4.4 1.00
Yes 574 22,445 2.78 62,488 92 206 [ 188 - 225 ]
Gender Male 1,547 143,101 288 412,086 3.8 306 12,446 278 34,619 88 1.00
Female 1,596 103,582 290 299,961 5.3 268 9,999 279 27,869 96 137 [ 129 - 147 ]
Age group
at index date  40-49 293 72,226 289 208,916 14 39 4,785 2.81 13,463 29 1.00
(1)
50-64 949 106,733 289 308,947 3.1 193 10,383 280 29,034 66 227 [ 201 - 256 ]
65+ 1,901 67,724 287 194,184 9.8 342 7,277 2.75 19,991 171 702 [ 6.26 - 788 ]
Age group
at index date 40-64 1,014 48,345 288 139,033 7.3 216 5,252 2.76 14,520 149 1.00
2 ]
65-74 887 19,379 2.85 55,151 16.1 126 2,025 2.70 5,471 230 305 [ 282 - 329
75+ 1,014 48,345 288 139,033 7.3 216 5,252 2.76 14,520 149 636 [ 587 - 689 ]
Type of Health
health . 2,563 226,013 289 653,509 3.9 472 20,545 279 57312 82 1.00
) insurance
insurance
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Medicaid 468 16653 284 47204 99 78 1433 271 3881 201 249 [ 228 - 273 ]

Switching 112 4017 280 11244 100 24 467 277 1295 185 252 [ 243 - 300 |
Antidiabet
ntidiabetic 2803 223286 290 647932 43 451 19604 279 54675 82 100
therapy

HA

?msun:nd 340 23397 274 64115 53 123 2841 275 7813 157 137 [ 124 - 151 ]
Z':’gig??;’on No 1899 177450 291 515885 37 242 10146 279 28271 86 1.00

’ Yes 1244 69233 283 196,162 63 332 12200 278 34217 97 173 [ 162 - 184 ]

([)E‘;S;'g)'dem'a No 2797 209269 291 608467 46 449 16178 279 45149 99 100

Yes 346 37414 277 103580 33 125 6267 277 17339 72 077 [ 070 - 085 1
COPD (J40-44,
proxy for No 2030 236730 289 683959 43 530 21478 279 59871 89 100
heavy
smoker)

Yes 213 9953 282 28088 76 44 %7 271 2617 168 179 [ 158 - 203 ]
Clopidogrel  No 3022 244806 280 43 533 21931 279 61150 87 100

Yes 121 1877 267 5010 242 41 514 260 1338 307 540 [ 461 - 632 ]
Statin No 2825 214212 291 622317 45 434 16175 279 45073 96  1.00

Yes 318 32471 276 89730 35 140 6270 278 17415 80 086 [ 078 - 095 |
Beta blockers No 2608 219742 289 634465 41 425 18159 278 50553 84 100

Yes 535 26941 288 77582 69 149 4286 278 11935 125 173 [ 159 - 188 ]
Alpha-
Ioha-adrener 3050 241792 289  697.990 44 544 21909 279 61029 89 100
gic blockers

Yes 93 4891 287 14057 66 30 53 272 1459 206 167 [ 140 - 200 ]
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Diuretics_othe

. No 3079 243733 289 703522 44 554 21950 278 61113 91 100

Yes 64 2950 289 8525 75 20 495 278 1375 146 179 [ 144 - 222
Diuretics_pot
uretics_pota s 3023 240121 289 693627 44 530 21768 279 60628 87 100
ssium-sparing

Yes 120 6562 281 18420 65 44 677 275 1860 237 171 [ 146 - 200
Diuretics_loop  No 2014 235346 289 680433 43 493 21163 279 59012 84 100

Yes 229 11337 279 31614 72 81 1282 271 3476 233 190 [ 169 - 214
Diuretics_thiaz
" No 2537 213516 289 617,998 41 386 16047 279 44738 86 1.00

Yes 606 33167 284 94049 64 188 6398 277 17750 106 160 [ 148 - 173
Calcium
channel No 2201 197895 290 573798 38 273 13347 279 37251 73 100
blockers

Yes 042 48788 283 138249 68 301 0008 277 25237 119 186 [ 174 - 200
Angiotensin
receptor No 2697 218719 290 634201 43 422 16125 279 44958 94 100
blockers

Yes A6 27964 278 77.846 57 152 6320 277 17530 87 135 [ 123 - 147
Angiotensin
converting No 2895 233493 289 674,611 43 475 19225 278 53429 89 100
enzyme
inhibitors

Yes 248 13190 284  37.436 66 99 3220 281 9059 109 160 [ 144 - 179
Vasodilator  No 3099 245771 289 709480 44 566 22342 278 62218 91 100

Yes 44 912 281 28567 171 8 103 262 270 297 385 [ 293 - 506
NSAIDs NoO 1075 93348 2838 269113 40 178 7997 280 22403 79 100

Yes 2068 153335 289 442,934 47 396 14448 277 40085 99 119 [ 111 - 127
PP NoO 2044 230892 289  667.800 44 530 20937 279 58353 91 1.00
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Yes 199 15,791 2.80 44,246 45 44 1,508 2.74 4,135 106 104 [ 091 - 118 ]
H2blocker No 1,674 129,467 290 375,489 4.2 239 11,013 280 30,839 7.7 1.00
Yes 1,569 117,216 287 336,558 4.7 335 11,432 277 31649 106 116 [ 1.08 - 123 ]

OHA: oral hypoglycemic agents, COPD: Chronic obstructive pulmonary disease, NSAIDs: Nonsteroidal antiinflammatory drugs, PPI: proton pump
inhibitor, HR: hazard ratio, Cl: confidence interval
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Survival

Estimated survival function for aspirin users and non—users (survival)
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Estimated survival function for aspirin users and non-users (log survival)
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Estimated survival function for aspirin users and non-users (log-log survival)
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(0: aspirin non-user, 1: aspirin user)
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A% DTEM YYHLES A0 1:1 WA 4%t IVES FAGYD o]
2

H
o
EOE Gty Ut OLAT AL 22,025%, OLAW H|ALEZ

S2 U22 ofAME XY R TE IJ[EEH RIS &ASIAY. ofAm
HXYR 22,025% F°1M EXt= 51.7%, %Xte 48.3%%UCt. 40M1 °F%¢ 65X
o[l AUXIIF 68.6%%ALL, 65M O 75M| OJUro] AXIL 12.3%, 75M Ol
UX7r 19.1%° HTotAH. HUFEEE AFHUIIUXIN 87.7%, AL IO Xt
8.8%%2H 1W o|Yf HFH XTI 3.5%AH. T XNz22YY F¢ F+E €Y
PO 58 FLI 85.2%%U1, FE EIBOHA A&S YH S5 AXf
14.8%%. 55.9%9 #XoA 1
gs2S ot ANey, oo
6.9%[T. HZFUHUXEE Jd 1.36(+1.22)°|AH. EE&A=2 MYY ¢ 22
MW 2.3%, 28E 26.4%, HIEXEN 22.4%, EOMA =X 27.6%, E=
HEXHH| 37.8%, UXILUMFZHXILH| 27.1%, NSAIDs 65.8%, H2 T
53.5% S22 UELHT},

rir

U2 SOt AU, 28.8%2 X} oG
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Aol HiX|EQ THMYHELS FU HXt=

—

OfAM XYZ 22,025% FOM HX= 55.3%, %Xt= 44.7%%T. 40M oI
654 O HXIL 67.9% K11, 65M O 75M| OO AXI} 23.2%, 75M °FF
QA &XPIF 8.9%°l HTOIAH. HUFEEE UZFHHIUXII 91.7%, A5HUOUSX}
7l 6.3%¥CH 1 Oo|Yf WHPFE X} 2.0%UCt. T=H X=Q2YY F¢ FAE
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UXte 12.2%AH. 54.7%2 #XOIM D€YZ FHotD UAUL, 28.0%2 HXf

0, ottt ZAHO HX|EQY TPHAgHEeS FHo

3%%[T. HEFUEHUAXEE FI 1.41(+1.03)°10H. R4S MY

Z¢ 220LId 1.9%, AEY 27.0%, HIEXITN 18.7%, EOAAl OlkX|

28.0%, ZaMEATLH  40.1%, AXLEUUSFHXEY| 27.5%, NSAIDs
64.2%, H2 A'DH| 50.8% S22 YEHH.

>

Hx FVEOIME IYUMYHTY, TFEE OlkK|, FEMHH g o4, PPI 9
BE W4T SHAMOZ QoY AO|S UEHHUOL, HYHAR WX AVEOM ofr
U AFSZT HALEZ 2t DY, ONXLEF 5 MU UL Furuy

=24y [}

S2ME I, AEE, UMACHN|, JJE O|RX|, XIOPKA| OfwH|, QK| QEIALGHIAIT
5

%S A0l FAHCE {Pt XO|F HOIX| FEE TR EHUSS HASKAT(H
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Aspirin non-user Aspirin user _value
N % N % P
Gender Male 11,387 51.7% 12,189 55.3% <.0001
Female 10638 48.3% 0836 44.7%
A
9e group 40-49 4917 22.3% 4733 215% 0067
at index date (1)
50-64 10,191 46.3% 10213 46.4%
65+ 6917 31.4% 7079 32.1%
A
9¢ group 40-64 15108 68.6% 14946 679% (0001
at index date (2)
65-74 2712 12.3% 5111 23.2%
75+ 4205 19.1% 1968 8.9%
Type of health  Health
~ype of hea rea 19319 87.7% 20,189 91.7% (0001
insurance nsurance
Medicaid 1,942 8.8% 1,388 6.3%
itchi 5% 448 2.0%
Switching 764 3.5% 8 o
Antidiabeti
nhidiabetic OHA 18,767 85.2% 19327 87.8% (0001
therapy
OHA and
ona an 3258 148% 2698 12.2%
insulin
Hypertensi
yperension  No 9724 44.1% 0974 453% 00166
(110-13,15)
Yes 12.301 55.9% 12,051 54.7%
Dyslipidemi
ysipiaemia No 15680 71.2% 15858 72.0% 006
(E78.0)
Yes 6.345 28.8% 6,167 28.0%
COPD for
(proxy No 20502 93.1% 21084 957% {0001
heavy smoker)
Yes 1523 6.9% 941 4.3%
harl bidity ind
Charlson comorbidity index (a (1.361.22) (1.41+1.03) {0001
priorlyear) (Mean+SD)
Clopidogrel No 21511 97.7% 21,602 98.1% 0.0027
Yes 514 2.3% 423 1.9%
Statin No 16203 73.6% 16,073 730%  0.1616
Yes 5822 26.4% 5052 27.0%
Beta blockers No 17,102 77.6% 17913 81.3% <.0001
Yes 4923 22.4% 4112 18.7%
Alpha- i
pha-adrenergic 21383 97.1% 21501 97.6%  0.0005
blockers
Yes 642 2.9% 524 2.4%
Diuretics_others No 21,489 97.6% 21,543 97.8% 0.0868
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Diuretics_potassi
um-sparing

Diuretics_loop

Diuretics_thiazide

Calcium channel
blockers

Angiotensin
receptor
blockers

Angiotensin
converting
enzyme inhibitors

Centrally acting
agents

Vasodilator
NSAIDs

PPI
H2blocker

Total

Yes
No

Yes
No
Yes

No
Yes
No

Yes

No

Yes

No

Yes
No

Yes
No
Yes
No
Yes
No
Yes
No
Yes

536
20,928

1,097
20,054
1,971

15,950
6,075
13,699
8,326

16,061
5,964
18,381

3,644
22,021

4
21,850
175
7,543
14,482
20,324
1,701
10,250
11,775
22,025

2.4%
95.0%

5.0%
91.1%
8.9%

72.4%
27.6%
62.2%
37.8%

72.9%

27.1%

83.5%

16.5%
100.0%

0.0%
99.2%
0.8%
34.2%
65.8%
92.3%
7.7%
46.5%
53.5%
100.0%

482
21,386

639
20,819
1,206

15,869
6,156
13,197
8,828

15,973
6,052
19,029

2,996
22,024

1
21,928
97
7874
14,151
20,557
1,468
10,828
11,197
22,025

2.2%
97.1%

2.9%
94.5%
5.5%

72.0%
28.0%
59.9%
40.1%

72.5%

27.5%

86.4%

13.6%
100.0%

0.0%
99.6%
0.4%
35.8%
64.2%
93.3%
6.7%
49.2%
50.8%
100.0%

A At

<.0001

<.0001

0.3888

<.0001

0.3465

<.0001

0.1797

<.0001
0.0009
<.0001

<.0001

OHA: oral hypoglycemic agents, COPD: Chronic obstructive pulmonary disease,

NSAIDs: Nonsteroidal antiinflammatory drugs, PPIl: proton pump inhibitor
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Higtogram of propensity scores by use of lov dose aspirin
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Estimated Probability

-0.02 0.06 0.14 022 030 038 04 054 082 070 0.7

8 27. oA X JES oixl= 22!
o2l ARt HARS 7F s &
(0: aspirin non-user, 1: aspirin user)
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Survival

Estimated survivil funclion fof dspiin users and non-users (survival) in propensiy scofe matched cohort
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Log
survival

Estimated survival function for aspirin users and non-users (log survival) in propensiy score matched cohort
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survival

Estimated zurvival function for azpitin users and non-users (og-log surival) in propensiy score matched cohort
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(0: aspirin non-user, 1: aspirin user)
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4.12.1. UAAIpAS; M WHY Wb @Y (WX oM
SE: 44,050%)

Ay

—

BBE+E HX2 JVEM TXZEUHLZT UN HuA WY B2 F

Ee RUTgEoz €2 FQE YOI HUAUQASZ HHYOIAS R AXIM
OfAMZO| o] DX FFA {YHl= 1.34(95% CI, 1.18-1.52)UC. Tk'E
UXE LATFLE U0 HEUA WY TY W AH2S HYZ W HXOME HE
H[7 1.70(95% CI, 1.40-2.06)°I%1, SXoiMs H@HIIt 1.09(95% CI,
0.92-1.31)2 YEY HHoIM Ol § 2 AO2 UEYH, AYZS UEUS I
€ 40-64M2°M= |HHIPT 1.58(95% CI, 1.28-1.94)°I41, 654 °Fg
XM E H”YITE 1.21(95% CI, 1.03-1.43)2 YEEHT. OPdX1H
OfX| 2 #XME A™”HIIL 1.27(95% CI, 1.10-1.46), OIXIZEF
XM= HBYIZF 1.63(95% CI, 1.21-2.18)°I%12H = 3

XM E A”HIIF 1.49(95% CI, 1.21-1.85), 18YS FUITH XM= ]|
7} 1.27(95% CI, 1.08-1.49)2 YEIHTH(E 38).

[}
2
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B 38. ofAIEl Xgof| FEE 0|x|= Q218 st MEELZ HX|0Z] TSEN X2 OIALIRI AR FF0| ME MEEA 7Y Aa UME
(1,00021-H) & 2 2 A=
Aspirin non-user Aspirin user
N Follow-up crude N Follow-up crude
duration (years) incidenc duration (years) incidenc
All e o lower upper
. L, [ 95% - 95% ]
cardiovascular rate rate aHR ol ol
outcomes Event Total Mean Sum (/1,000 Event Total Mean Sum (/1,000
person- person-
year) year)
Whole cohort 431 22,025 2.86 62,991 6.8 550 22,025 278 61,333 9.0 1.34 [ 1.18 - 152 ]
Subgroup
Male 174 11,387 2.87 32,699 53 293 12,189 278 33,911 8.6 1.70 [ 1.40 - 206 ]
Female 257 10,638 2.85 30,292 8.5 257 9,836 279 27422 94 1.09 [ 092 - 1.31 ]
Age 40 to 64 163 15,108 2.88 43,573 3.7 221 14,946 280 41,878 5.3 1.58 [ 1.28 - 1.9 ]
Elderl
Y 268 6,917 2.81 19,418 13.8 329 7,079 2.75 19,455 16.9 1.21 [ 1.03 - 143 ]
(age 65+)
DM without
wihot 352 15680 288 45232 78 429 15858 279 44270 97 127 [ 110 - 146 ]
dyslipidemia
DM with
o . 79 6,345 2.80 17,759 44 121 6,167 2.77 17,063 71 1.63 [ 1.21 - 218 ]
dyslipidemia
DM without
] 151 9,724 2.92 28,386 5.3 225 9,974 279 27,809 8.1 1.49 [ 1.21 - 185 ]
hypertension
DM with
280 12,301 2.81 34,605 8.1 325 12,051 278 33,524 9.7 1.27 [ 1.08 - 149 ]

hypertension

DM: diabetes mellitus, HR: hazard ratio, Cl: confidence interval
*Adjusted for gender, age group, health insurance type, antidiabetic therapy, presence of hypertension, dyslipidemia and chronic obstructive
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pulmonary disease, use of clopidogrel, statin, beta blockers, alpha-adrenergic blockers, other diuretics, potassium-sparing diuretics, loop
diuretics, thiazide diuretics, calcium channel blockers, angiotensin receptor blockers, angiotensin converting enzyme inhibitors, vasodilators,
non-steroidal anti-inflammatory drugs, histamine H2 blocker, proton pump inhibitors, interactions (dyslipidemia*statin, hypertension*beta blockers,
hypertension*alpha-adrenergic blockers, hypertension* other diuretics, hypertension* potassium-sparing diuretics, hypertension* loop diuretics,
hypertension*thiazide diuretics, hypertension*calcium channel blockers, hypertension*angiotensin receptor blockers, hypertension*angiotensin

converting enzyme inhibitors, and hypertension*vasodilators age group*hypertension and age group*dyslipidemia).
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4.13.1. oXZHs; =8Y [OUrs T

[n:]
o
SerHa wal: 31,464%), M

A 11.6%; ¥4 HEFO2 A UY 117,
QPYTEY HerHL U 2,009F)01M FHY go| wASrCt

OIS U, M8F OofAmH Arg2 HYM AHUZ 1.438 (95% CI:
1 o, Yol voto] oo 1.118f (95% CI: 1.09-1.13),
Aol Foreo| ma 40-49M20 H|WdFY 50-64MI2°M 1.214f (95% CI:
1.19-1.24), 654 o4 wolIo|x 1,48 (95% CI: 1.45-1.52), & AtER0|
HAFZ o] H|5to 1,518 (95% CI: 1.46-1.56), WY FUrEXpojA 1.13Hj
(95% CI: 1.11-1.15), OXIZEZF SUgXpy 1,278 (95% CI:
1.24-1.30), 3% 2A™g  SUEXo|M 1,508 (95% CI: 1.46-1.54), 33
2bMsH SISO 1,7581(95% CI: 1.54-1.99)

O £84 82 =01 FUHE I SUIAIE FE 3 HAYOIo Y 2MZ SIS
Hoj= XMgF orAma Arg2 Y HE W AHS 1.334 (95% CI:

1.29-1.38) F7MAAH.

Y UM WY ANl £OIY
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S XA AMEEAESEM o822 ISt OtAIIEl ALSUA 24
B 30, A=A S8y AEt A S84 AE 10| gl Y 2 Sl MEF oA
O A2 K50 OE S3M 2 2 2Ex: ME
low upp uppe
Characteristics cHR [ er . ] aHR [ lower . ]
95% 95% 95% ClI 95%
Cl Cl Cl
Use of aspirin  No 1.00 1.00
Yes 1.43 [ 1.38 - 147 ] 1.33 [ 1.29 - 138 ]
Gender Male 1.00 1.00
Female 1.1 [ 1.09 - 113 1 0.99 [ 097 - 1.00 ]
A
g9e group 40-49 1.00 1.00
at index date
50-64 1.21 [ 119 - 124 1 117 [ 114 - 119 ]
65 1.48 [ 145 - 152 ] 1.39 [ 1.36 - 142 ]
T f
ype © Health
health . 1.00 1.00
. insurance
insurance
Medicaid 1.36 [ 1.32 - 1.40 ] 124 [ 1.20 - 128 ]
Switching  1.51 [ 142 - 160 ] 133 [ 125 - 141 ]
Antidiabeti
IAIEBENC  oHA 1.00 1.00
therapy
OHA and
JRAENT sy [ 446 - 156 ] 142 [ 137 - 147 ]
insulin
Hypertension
N 1.00 1.00
(110-13,115) ©
Yes 1.13 [ 1.1 - 1.15 ] 097 [ 095 - 099 ]
Dyslipidemia
N 1.00 1.00
(E78.0) ©
Yes 1.27 [ 124 - 130 ] 1.08 [ 104 - 112 ]
Mild i
e Iver No 1.00 1.00
disease
Yes 1.50 [ 146 - 154 ] 140 [ 136 - 144 ]
ngere liver No 1.00 1,00
disease
Yes 1.75 [ 154 - 199 ] 1.28 [ 113 - 146 ]
Clopidogrel No 1.00 1.00
Yes 1.40 [ 129 - 153 ] 120 [ 1.1 - 131 ]
Statin No 1.00 1.00
Yes 1.28 [ 128 - 1.31 ] 1.1 [ 1.08 - 1.15 ]
H2blocker No 1.00 1.00
Yes 1.47 [ 145 - 149 ] 1.30 [ 128 - 133 ]
PPI No 1.00 1.00
Yes 1.79 [ 172 - 186 ] 158 [ 152 - 165 ]
NSAIDs No 1.00 1.00
Yes 1.31 [ 129 - 134 1 115 [ 113 - 117 ]
Steroids No 1.00 1.00



Yes 1.24 [ 122 -126 ] 108 [ 1.06 - 1.10

A At

]

HR: hazard ratio, Cl: confidence interval, OHA: oral hypoglycemic agents, NSAIDs:
Nonsteroidal antiinflammatory drugs, PPIl: proton pump inhibitor

Mild liver disease (B18.x, K73.x, K74.x, K70.0, K70.1, K70.2, K70.3, K70.9, K71.3, 71.4, K71.5,
K71.7, K76.0, K76.2, K76.3, K76.4, K76.8, K76.9, 794.4),

Severe liver disease (185.0, 185.9, 186.4, 198.2, K70.4, K71.1, K72.1, K72.9, K76.5, K76.6, K76.7)

*Adjusted for gender, age group, type of health insurance, antidiabetic therapy, mild liver
disease, severe liver disease (diagnostic code information in appendix 16), use of
clopidogrel, NSAIDs, steroids, H2 blockers, proton pump inhibitors and other
gastrointestinal protective agents.
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1.40; 95% CI,
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1.29-1.52).

olJ

A&

2 oI9Z WY(HR=1.74; 95% CI, 1.54-1.96),

HUYLZFOR ofYS WE(HR

1.14; 95% CI, 1.02-1.28) OorAm Ao

My iwol B 3| LERgTL

£Ols UOR UEHITHHR=1.14;
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¢
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95% CI, 1.09-1.19).

T OfANR™ A}

(HR=1.34 95% CI, 1.18-1.52).
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De Berardis $° 20094 AMEBATYO| gl Yhty UKS QAO2 ofAmY
MUY UK YA U HEREMS LWOIHCE, FAPRIE Fht BRI Huy
AT Wy W Al THYE U ool UM HGYF OPAMY BBE =R YOl
00|, ATYL WA FAA fo|EayoN OIALADL 9o X TXTY UMY
MAYS HAO[O) HENEAMOH ZTE BMIO| WESIHCE O AN Tk UKOYME
MY OLANUL MEBAT WA U O AU ATYS] UXCFWATL T2 YHAT
| e WOoni, o[ Igh ojS0| YW FUS YHUHCH IX| YUTH TAM Yk
W OBXol AWEATY Ykoy BHMo| OfAUS MI UPI|L o ZEL

U bt Et.66)

64) American Diabetes Association American Heart Association American College of
Cardiology Foundation. Aspirin for Primary Prevention of Cardiovascular Events in People
With Diabetes. J Am Coll Cardiol 2010;55:2878-86.

65) CHetEHsl3]. Pt ZIEX|Z 2010.

66) Giorgia De Berardis, Michele Sacco, Giovanni F M Strippoli, Fabio Pellegrini, Giusi
Graziano, Gianni Tognoni, Antonio Nicolucci. Aspirin for primary prevention of
cardiovascular events in people with diabetes: meta-analysis of randomised controlled
trials. BMJ 2009;339:04531
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E9 o URE QAR o HTY £ SRS ANAHOM OfANIOl My
NoF WS OJWots BIE HOX| RUOY, UNTYULE HIFMOR HNOIHS
me QUEI} 242 0.98(95% CI, 0.68-1.43), 1.34(95% CI, 0.57-3.19)%
1, YEFO2 SMOAS Y 22 0.71(95% CI, 0.44-1.14), 0.93(95% CI,

.66)22 UEH} X[0|S HEC 2 AFME WY IVE U YYULE 0l
ofo) WX 2 FVEOIM WYFUTY, HUYHEFO UL B QoYY o= %O
2 UERgoL, 9IUE AT[o) X[oI%t UKCH MEF OLAMY Ago| LE YT
Hgro]  wNAZTL  SENHEF  WHANET B BEEUG(HR  for
CAD=1.74, 95% CI, 1.54-1.96; HR for IS=1.14; 95% CI, 1.02-1.2
8)67).
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67) CAD: coronary artery disease, IS: ischemic stroke

68) Lennart Welin, Lars Wilhelmsen, Arne Bjlrnberg, Anders OdOn. Aspirin increases mortality
in diabetic patients without cardiovascular disease: a Swedish record linkage study.
Pharmacoepidemiology and Drug Safety 2009;18:1143-49

69) American Diabetes Association. Standards of medical care in diabetes: 2007. Diabetes
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Appendix 1. E=H

1z
T

ICD-10 2let 2% 2E 3EY
E10 Ql&Z-9|& ity Insulin-dependent diabetes mellitus
_ _ Insulin-dependent  diabetes  mellitus,
E100 | =4E Shist Qlssl-9l= Hirty )
with coma
_ Insulin-dependent  diabetes mellitus,
E10.1 MBS SISt Qlasl-olE Hirty . .
with acidosis
_ - o Insulin-dependent  diabetes  mellitus,
E10.2 | ME HEZ SISt elazl-oF Yy _ o
with renal complications
oo - I Insulin-dependent  diabetes  mellitus,
E103 | &= S5 Soi5t 0a2l-oF P , , o
with ophthalmic complications
£104 AAstd  siHZ=E =it QI&ZI-9|= &b | Insulin-dependent  diabetes  mellitus,
' = with neurological complications
£105 &2 gHsE SHist Q&EZ-9l& ik | Insulin-dependent  diabetes  mellitus,
' H with circulatory complications
£106 7IEl HA|E EHEHEZ SHISE Ql&EZI-9|F | Insulin-dependent  diabetes  mellitus,
' gh with other specified complications
E107 CHdrd SEEZ  SHist Qlegl-9l& i | Insulin-dependent  diabetes  mellitus,
' & with multiple complications
E108 MAEHo| SHHEZ2 =St 2I&Z-9|Z | Insulin-dependent  diabetes  mellitus,
) = with unspecified complications
E10.9 sH=S SHISHK| o2 ol&dl-9o/& Hir | Insulin-dependent diabetes  mellitus,
) s without complications
Non-insulin-dependent diabetes mellitus
E11 Ol&al-H|o|= thixt
_ _ Non-insulin-dependent diabetes
E11.0 =4E Sttt olagl-HlelE Yy ) .
mellitus, with coma
_ Non-insulin-dependent diabetes mellitus
E11.1 MBS SISt Qlagl-HIolE i ith acidosi
, with acidosis
£110 AME BHEE SHISH QlsZl-H|9E Y | Non-insulin-dependent diabetes mellitus
' & , with renal complications
L Spsmo mHist o4zl b|olE CiL. Non-insulin-dependent diabetes
E113 T o= &aogl ti=e Hl—lT'__ o-lﬂ'-o . . . . .
mellitus, with ophthalmic complications
114 AlAstd  EHZEE  sHist Ql&ZI-H|9|E | Non-insulin-dependent diabetes
' St mellitus, with neurological complications
E115 57| EHEZE SHist QERl-dH|elE  Z | Non-insulin-dependent diabetes
) = mellitus, with circulatory complications
mo  =Hial olaml Hlo Non-insulin-dependent diabetes
7IEl FAIE HEES Sttt elaEl-H|e _ _ .
E11.6 = cho mellitus, with other specified
T oo
complications
117 Ched sEEg SISt QIEZI-H|e|E | Non-insulin-dependent diabetes

mellitus, with multiple complications
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E118 AMEHe gHEZS SISt 2l&ZI-H|9|E | Non-insulin-dependent diabetes
' e mellitus, with unspecified complications
E119 FHES SUleHK| L2 2&ZI-H|9lE  ZF | Non-insulin-dependent diabetes
' [ mellitus, without complications
E12 HUAMT - ity Malnutrition-related diabetes mellitus
_ _ Malnutrition-related diabetes mellitus,
E120 | GUalx-#H i, =45 SHist
with coma
_ Malnutrition-related diabetes mellitus,
E12.1 | QY- S, MEZ SHist
with acidosis
E12.0 AUAT-mE ol ME §HEZ  SHh | Malnutrition-related  diabetes  mellitus,
' ot with renal complications
_ _ Malnutrition-related diabetes mellitus,
E12.3 | QYMx-2H HnH, = FHES StIst
with ophthalmic complications
E12.4 HUAlz-mE  HieH MASHH  SHEZEZ | Malnutrition-related  diabetes  mellitus,
' SHtst with neurological complications
E125 HOFAR-m i 25| §HE8 = | Malnutrition-related  diabetes  mellitus,
' 2t with circulatory complications
106 HoalR-mad iy JIEF HAIE &3S | Malnutrition-related  diabetes mellitus,
' = Sttet with other specified complications
E12.7 HUAIT-tH chpH  CHEA SHHEE = | Malnutrition-related  diabetes  mellitus,
' HSt with multiple complications
E108 GUAZT-H  HikH  AMMEH| SIS | Malnutrition-related  diabetes  mellitus,
' 2 SHist with inspecified complications
E12.9 GUAMZT-oH Gl SEHZZE SHIGHA| | Malnutrition-related  diabetes  mellitus,
' A2 without complications
E13 7|El HAIE Gty Other specified diabetes mellitus
_ _ Other specified diabetes mellitus, with
E130 | =2+E St 7|E HAIE EkH
coma
_ Other specified diabetes mellitus, with
E13.1 | ABZ SHist 7|Ef HA|E ity o
acidosis
~ _ Other specified diabetes mellitus, with
E13.2 | ME SIHEZ StHtet 7|EF AR Y
renal complications
L oo _ Other specified diabetes mellitus, with
E13.3 | = 2HES StIst 7|El HAIE ity ) L
ophthalmic complications
E134 AMASHH sHES =HIst J[EF FHA|=El 2| Other specified diabetes mellitus, with
) [ neurological complications
£135 #=5t| sHEg =Hiet J|EF FA|E iz | Other specified diabetes mellitus, with
' El circulatory complications
E136 7|El HA|E EHSISE SHISH J|Et HA|E! | Other specified diabetes mellitus, with
' bty other specified complications
£137 ChA siHZz2 SHist 7|} HA|El b | Other specified diabetes mellitus, with
' = multiple complications
£138 7IEb BAIE Y, MAHEZHe MBS | Other specified diabetes mellitus, with
' SHist unspecified complications
E139 | &8ss =HIGHK| U2 7|Et HAIEl i | Other specified diabetes mellitus,

- 191 -



1z
T

without unspecified complications

E14

1o

0% |0%

T
o8

Unspecified diabetes mellitus

E14.0

0%
=
1o

T

Unspecified diabetes mellitus, with coma

E14.1

Unspecified diabetes mellitus, with
acidosis

E14.2

I
og
[e)

Unspecified diabetes mellitus, with renal
complications

E14.3

0z
=
I
og
1o

Unspecified diabetes mellitus, with
ophthalmic complications

E14.4

o o
=
I
og
1o

Unspecified diabetes mellitus, with
neurological complications

E14.5

0z
2
I
0B
1o

o
r
ro

Unspecified diabetes mellitus, with
circulatory complications

E14.6

=
I
08
1o

ol oz
=
ro

o
0%
o
mjo

Unspecified diabetes mellitus, with other
specified complications

E14.7

0z
=
M
o7
lo

Unspecified diabetes mellitus, with

multiple complications

E14.8

rEoox
=
I
R
lo

g

0%
()
mo
omn

Unspecified diabetes mellitus, with
unspecified complications

E14.9

Unspecified diabetes mellitus, without
complications
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Appendix 2. 78 SHUSHH U olazle| Bt

422 ATC code FHEY
7|El US| A10BX01 guar gum
H|7L0I}0|= A10BAO2 metformin HCI
A10BB02 chlorpropamide
A10BBO01 glibenclamide
A10BB09 gliclazide
MEQAK| A10BB12 glimepiride
A10BB07 glipizide
A10BB08 gliquidone
A10BB05 tolazamide
A10BX08 mitiglinide Calcium hydrate
H| A=A A10BX03 nateglinide
A10BX02 repaglinide
otmZ23A|H0|= A10BFO1 acarbose
A10BF02 miglitol
I A10BFO3 | voglibose
insulin aspart
&8N insulin glulisine
insulin lispro
=8N human insulin regular
=7 human insulin NPH
Insulin detemir(recombinant human insulin 300
insulin glargine(as human insulin 10001.U)
insulin glargine(as human insulin 3001.U)
human insulin(N50/R50)
human insulin(N60/R40)
human insulin(N70/R30)
olaal human insulin(N80/R20)
human insulin(N90/R10)
insulin aspart(insulin aspart protamine/insulin
aspart 30%/70%)
=s1a insulin aspart(insulin aspart protamine/insulin
< aspart 50%/50%)
insulin aspart(insulin aspart protamine/insulin
aspart 70%/30%)
insulin lispro(insulin lispro protamine/insulin lispro
50%/50%)
insulin lispro(insulin lispro protamine/insulin lispro
75%/25%)
[ A10BG02 rosiglitazone maleate(as rosiglitazone)
SNEL L A10BGO03 pioglitazone HCI
Dipeptidyl A10BHO1 sitagliptin phosphate(as sitagliptin)
peptidase-4AH|A| A10BH02 vildagliptin
QITE[El RALK| A10BX04 exenatide
A10BD02 glibenclamide, metformin HCI
MO AKX HIFOHI0|= A10BD02 gliclazide, metformin HCI
A10BD02 glimepiride, metformin HCI
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MEQAX| EIOFEZ|HC|2 A10BD04 glimepiride, rosiglitazone maleate
A10BD03 metformin HCI, rosiglitazone maleate
H LIO|E ElOEZ|EIC|2 - =
IT0HH01=, ElOFS 2/ A10BD05 metformin HCI, pioglitazone HCI
metformin HCI, sitagliptin phosphate(as
o A10BDO7 S
H|72OILt0| =, DPP-AX|A| sitagliptin)
A10BD08 metformin HCI, vildagliptin
*UASEEHS 396 YHEEMNONED) + EEH (YEZVIE 47EX): ':oh%' X=2XNe ER=
Yt MIYNEL MERIAE 2011E XIROIM HDSIRS. 2XR ABERHS 396 ¥
M (QM=2Ed) ER0 J[Et FYLSHM, H|FOWLIO|E, HIEEA MHEQAN, %EP—E—?—E_’AIHIOIE o
M|, ¢l&2l, E[oEE2|TiCI2, Dipeptidyl peptidase-4 MK, QUFEl FAKIZ EFSI¥RSH, 1

S=EHPE U= BRIt 2EFSIRE
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Appendix 3. OtAL|ZIS| MSEF &Qlsk=0| 0|88 TIctH HE
ICD-10 2E =238 e =29
120 rE Angina pectoris
120.0 =08 SHME Unstable angina
_ _ Angina  pectoris with documented
120.1 Azol J|M7t U= B spas
pasm
120.8 7|Et HEio| EAME Other forms of angina pectoris
120.9 AMEZFO ME Angina pectoris, unspecified
121 =4 AZZME Acute myocardial infarction
Acute transmural myocardial
210 | Helol ZY ZHY MZHME
infarction of anterior wall
Acute transmural myocardial
121.1 StHe| ZN duHd AZgME
infarction of inferior wall
o ~ Acute transmural myocardial
212 | 7IEt =elo] 34 Ay MIHME o ,
infarction of other sites
Acute transmural myocardial
121.3 ANEE 2o 4 gy MM _ ) . .
infarction of unspecified site
Acute subendocardial myocardial
214 | 34 Mt AzEss .
infarction
Acute myocardial infarction,
121.9 HMEEHS o MZEMES .
unspecified
|22 &HE MAZAMS Subsequent myocardial infarction
Subsequent myocardial infarction of
220 | Fol gy AZHMS _
anterior wall
_ N Subsequent myocardial infarction of
122.1 St KM MTFME .
inferior wall
Subsequent myocardial infarction of
228 | 7IEH Rolo] SN MIAME .
other sites
Subsequent myocardial infarction of
122.9 SMSHERS] HUM MITZMS . .
unspecified site
_ _ _ Certain current complications
123 SN AZZMZo| o3t SF S| TS
following acute myocardial infarction
L _ Haemopericardium as current
3N AZFMz0l ot X EHZo=A o ,
123.0 _ complication following acute
of Ealy
myocardial infarction
L _ Atrial septal defect as current
=8  AIgMB0| 2st x| FHSCEA
123.1 complication following acute
o MutEZA A&ET
myocardial infarction
_ _ Ventricular septal defect as current
3N AZFMz0l ot X Ezo=A . .
123.2 complication following acute
o MAEAH HAET
myocardial infarction
233 =24 AlZEM=IY olgt x| EHSo =M | Rupture of cardiac wall without
’ O] Aty aH0| Q= AlEtHO| O haemopericardium as current
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complication following acute

myocardial infarction

Rupture  of chordae tendineae as

24 MIZzMz0| ot B EEzo=A o _
123.4 _ current complication following acute
9| Al7iMo| mH _ .
myocardial infarction
~ L - Rupture of papillary muscle as
=4 AZEMB 2lst SXf EHICEA o .
123.5 _ current complication following acute
o 5o mE . . )
myocardial infarction
Thrombosis of atrium, auricular
036 =M  AlZZM=| 9|5 A eEHSOo=Z A | appendage, and ventricle as current
’ o Mt Ao| E= AAe MBS complications following  acute
myocardial infarction
_ _ Other current complications following
123.8 7|El 24 AZZMEB 2Et S HHE L )
acute myocardial infarction
125 ol ST L= P PN PN Chronic ischaemic heart disease
_ _ N Atherosclerotic cardiovascular
125.0 SoEEHY A UHEo=R J|lsE A , i
disease, so described
125.1 SAASHY  AMEY Atherosclerotic heart disease
125.2 Q= AlmZZM=E Old myocardial infarction
125.3 AEo| FU=E Aneurysm of heart
125.4 AlXt=ol  =oiE Coronary artery aneurysm
125.5 SEN AUZSHS Ischaemic cardiomyopathy
125.6 238d A5 Silent myocardial ischaemia
_ o Other forms of chronic ischaemic
125.8 71Eb el PHY SRk H _
heart disease
o L Chronic  ischaemic heart disease,
125.9 AMEEel M M H .
unspecified
163 L ZME Cerebral infarction
_ Cerebral infarction due to thrombosis
163.0 LMSe| HXB0| 2 ZME )
of precerebral arteries
Cerebral infarction due to embolism
163.1 L|MSAe| AMmE0| 2 M= )
of precerebral arteries
o R Cerebral infarction due to unspecified
LXSe|  MM=EH = @Rl ] _
163.2 _ occlusion or stenosis of precerebral
Bt LHNE .
arteries
_ _ Cerebral infarction due to thrombosis
163.3 CHelSae| SHXMBO| st =|ZAMS .
of cerebral arteries
_ Cerebral infarction due to embolism
163.4 CH=lSae| AM™E0| 2st HPMS _
of cerebral arteries
o L oo Cerebral infarction due to unspecified
i=lSae|  MAMEE £= SR ) _
163.5 _ occlusion or stenosis of cerebral
Bt LAz .
arteries
_ _ _ Cerebral infarction due to cerebral
163.6 CHe[gaH MBS0 28t H|gksM | ZAMS

venous thrombosis, nonpyogenic
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163.8 J|E} LAMS Other cerebral infarction)
163.9 AMEHS| LIFMT Cerebral infarction, unspecified)
_ B Transient cerebral ischemic attacks
G45 UMY CHeloEe=r 2 2H =2
and related syndromes
G450 | MF-L|Kzu=ssST Vertebro-basilar artery syndrome
G45.1 LSS (LY EFEA) Carotid artery syndrome (hemispheric)

_ Multiple and bilateral precerebral
G452 | Chad 2 Q&N Hrksus

artery syndromes

G45.3

AUt SeFA| Amaurosis fugax
G454 | Yok 2AH T7|HaA Transient global amnesia

o _ Other transient cerebral ischemic
G458 | 7IEH YBHY cHefsiEest U B £57
attacks and related syndromes

Transient cerebral ischemic attack,
G45.9

0z

M=E2| gty thlsiges

unspecified
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Appendix 5. OfAL|2Io] RoHAIHIE &lSk=0| 0|28t TITtH ME
ICD-10 e st=3d Zs 32y
K25 Ak Gastric ulcer
K25.0 | &€0| = =4 UL Acute gastric ulcer with hemorrhage
K25.1 | 30| U= =4 ¢HY Acute gastric ulcer with perforation
K25.2 | £ 2 30| 25 U= 24 AL Acute gastric ulcer with both
hemorrhage and perforation
_ _ Acute gastric ulcer without
K25.3 | & E= M30| gl =8 Y .
hemorrhage or perforation
_ Chronic or unspecified gastric ulcer
K25.4 | 80| /= P = AMEYE A .
with hemorrhage
_ Chronic or unspecified gastric ulcer
K255 | 30| U= e E= AMEE HHY ) .
with perforation
K955 £g 3 30| 2F U= TN E= Chronic or unspecified gastric ulcer
' AMEE AU with both hemorrhage and perforation
_ _ Chronic gastic ulcer without
K257 | &8 E= M30(2= T HIY .
hemorrhage or perforation
_ _ Unspecified as acute or chronic
£8 I= 30| 8l= 242X| PHERIX|
K25.9 gastric ulcer without hemorrhage or
AMEHEC! AHL )
perforation
K26 AO|X|ZHI Duodenal ulcer
_ Acute duodenal ulcer with
K26.0 | E&0| = 8 AOoIX|EHY
hemorrhage
K26.1 20| Y= A Ao|X|IEHI Acute duodenal ulcer with perforation
K260 £g 3 d30| 25 = =4 Acute duodenal ulcer with both
' AO|X|ZHHIF hemorrhage and perforation
_ _ Acute duodenal ulcer without
K26.3 | & L= 30| gl 248 AOIX|EHY .
hemorrhage or perforation
K264 £30| U= 0N = MMIEY Chronic or unspecified duodenal ulcer
' AOIX| A with hemorrhage
065 2Z0| Q= OrM = MAEY Chronic or unspecified duodenal ulcer
' 0| K| R with perforation
6.6 £8 2 M30| 2F Y= UM E= Chronic or unspecified duodenal ulcer
' MMEH MOIX|ZHIE with both hemorrhage and perforation
K267 £Y = 30| gl= the MO|X|IHH Chronic duodenal ulcer without
' hemorrhage or perforation
K26.9 | &8 = M30| Gl SHUX| THEIX] Unspecified as acute or chronic
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duodenal ulcer without hemorrhage or
perforation

K27 AMEH 22| ASHY HIY Peptic ulcer, site unspecified
970 ES0| = ZA AMMEH 2|9 ASHAM Acute peptic ulcer, site unspecified
' HIE with hemorrhage
Ko7 1 30| /= 2 HM=H 299 Astd Acute peptic ulcer, site unspecified
' HIE with perforation
K27.2 | €8 2 30| 25 U= =4 AM=EH Acute peptic ulcer, site unspecified
Holo| AstA HQk with both hemorrhage and perforation
273 £8 = d30| gl 249 dMEYE Acute peptic ulcer, site unspecified
' 22o| Astd A without hemorrhage or perforation
K27.4 | E&0| U= 0N E= AME2F 229 Chronic or unspecified peptic ulcer,
A5 A site unspecified with hemorrhage
K27.5 | 30| U= TN E= AMEE 229 Chronic or unspecified peptic ulcer,
A5k HIY¥ site unspecified with perforation
_ _ Chronic or unspecified peptic ulcer,
K27.6 | £ % ™30| 2F U= 0 E=
o _ site unspecified with both hemorrhage
AMEE 2o ASHY HIQF )
and perforation
K077 £Y = TE0| gl oY MMEY Chronic peptic ulcer, site unspecified
' 2o AstM A without hemorrhage or perforation
_ _ Unspecified as acute or chronic
K27.9 | €8 £= 30| Sz =82 THEIX]
. . _ peptic ulcer, site unspecified without
AMEHE! MMESH 2| ASHM A

hemorrhage or perforation

K28 O|ZEIYIU Gastrojejunal ulcer

Acute gastrojejunal ulcer with
K28.0

iy
ne
o

o
i
il

=

AN o o
hemorrhage
_ Acute gastrojejunal ulcer with
K28.1 HEO0| U= 24 ASHHL .
perforation
082 £ 2 MI0| 2F U= =d ASTHY Acute gastrojejunal ulcer with both
| hemorrhage and perforation
_ _ Acute gastrojejunal ulcer without
K28.3 | £ = 30| Gl =4 ASHAY
hemorrhage or perforation
_ Chronic or unspecified gastrojejunal
K28.4 | 80| U= T = AMEYE S
ulcer with hemorrhage
Chronic or unspecified gastrojejunal
K285 | 30| U= oH EE= MMET ASEHUY
ulcer with perforation
_ o L L Chronic or unspecified gastrojejunal
£g 3 30| 2F U= TN E= .
K28.6 ulcer with both hemorrhage and
AMEYE HSEHL .
perforation
087 £8 = ©30| 8= T SEHY Chronic gastrojejunal ulcer without
' hemorrhage or perforation
K289 | & L= 0| gl= 2d8UX| PHEQIX| Unspecified as acute or chronic
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A= siol ojmt|ot gastrojejunal ulcer without
hemorrhage or perforation
K29 g 2 do|X|IEE Gastritis and duodenitis

K29.0 | 24 &8M & Acute hemorrhagic gastritis
K29.1 | 7IEl M Y& Other acute gastritis
K29.2 aF=SM A Alcoholic gastritis
K29.3 | 2t HIHM S Chronic superficial gastiritis
K29.4 | 2t ASH & Chronic atrophic gastritis
K29.5 | &fMIEEel Thy g Chronic gastritis, unspecified
K29.6 | 7|Et |1 Other gastritis
K29.7 AMEEHO| ¥ Gastritis, unspecified
K29.8 | Alo|x|&rd Duodenitis
K29.9 | AMMEHO| YAlo|EH Gastroduodenitis, unspecified
K920 | EH Hematemesis
K921 | SMiH Melena
K9P AMEDlo| ojxiEs Gastrointestinal hemorrhage,

' crEe °== unspecified
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Appendix 6. OIATL|ZIS| RSHAIHIE Eelst=0l 0|25t AleH FHE

4

T

sz o=y 22ac MU
Upper Gastrointestinal Q7620 | LHA[ZA AlE Azt &3 X[
A ot =O =
WHAIZA | Endoscopic Bleeding Control et er ===s
NES
Esophagogastroduodenosc
Phageg oy E7611 | ALSIASIEHHAIZZAL
Nasogastroenteral Tube Q2621 H| &2 2
Insertion - Nasogastric 7t H| 2
Nasogastroenteral Tube Q2622 H|H&EA 2=
Insertion - Nasoenteral Lt H|9|&zt
e Gastric Lavage- Orograstric MB90] M [HlErdE =8 [12H]
Tube Insertion 7b Ao ofst MIA
Gastric Lavage- Nasogastric o o
Tube Insertion HMA [tz ZE] [1UH]
) i ) M5902 | L} H|lEtaloll oSt MIA
During Gastrointestinal .
. (1) EHE=R
Bleeding =T
Simple Closure of
Perforated Stomach or Q2540 | ? = HOXY WS Hae SEE
2SHIH Duodenum
MIZA|E Endoscopic Treatment of
Upper Gastrointestinal Q7660 | LHA|AX ME Asta ME R 2s
Perforation
HEIH=[0ISHAH SHEE & Tt
Gastrotomy Q2510 PO
. . OB Hs
Vagotomy-Highly Selective | Q2550 7} TN
Vagotomy-Truncal DA AR
Vagotomy with T_'_OE'_E N
o Q2551 | L}, HMzio|=AMBECE
Gastrojejunostomy or _ _
7|et = (1) R3l& E= FEHEE SAl 2Al
| Pyloroplasty
INES O|=AIZAXCHS
Vagotomy-Truncal lT_'_ S=e=
) Q2552 | L}, AMzio|=AAECs
Vagotomy with Gastrectomy N
(2) HEMESAIEA|
Gastroenterostomy- Q2571 HEEEE
Gastroduodenostomy 7t AoIXIE
Gastroenterostomy- Q2572 HEEE=E
Gastrojejunostomy LE S&
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Appendix 7. AdAlRof ZetEl FQ MEHAEE FIHA

POPAD
BMD PHS ETDRS TPT HOT PPP WHS AD JPAD
1988 1989 1992 1998 1998 2003 2005 2008 2008
Ml V V V Vv V V Vv Vv
Stroke V V Vv Vv V V Vv V
TIA V \Y V V V
Others \Y \Y \Y vV vV
Major adverse cardiac events, MACE; myocardial infarction, MI; transient ischemic attack, TIA

rx
0ot
re
4
2
x
0>
gk
e
N
]
rlok
10

siiAR|2] Fel

1. BMD (1998) 87)

@ Fatal case: definite myocardial infarction or stroke (ICD 9th revision)

®@ Myocardial infarction (410-414), Haemorrhagic stroke (430-432), Occlusive stroke
(433-434), Stroke, unknown aetiology (430-439)

@ Non-fatal myocardial infarction (confirmed myocardial infarction, possible myocardial
infarction); Non-fatal stroke (confirmed stroke, (Disabling+other), probably haemorrhagic,
probably occlusive, unknown aetiology, possible stroke, transient ischaemic attack
(confirmed transient ischaemic attack, possible transient ischaemic attack)

2. PHS (1989) 88)

confirmed cardiovascular end-point: myocardial infarction (fatal, non-fatal), stroke (fatal,
non-fatal)

3. ETDRS (1992) 89)

@ All cardiovascular death (sudden coronary death, cerebrovascular),
@ Fatal or nonfatal myocardial infarction,

@ Fatal or nonfatal stroke,

@ Cardiovascular death, nonfatal myocardial infarction, or stroke,

® All deaths, nonfatal myocardial Infarction, or stroke

4, TPT (1998) %0

87) Peto R, Gray R, Collins R, Wheatley K, Hennekens C, Jamrozik K, et al. Randomised trial of
prophylactic daily aspirin in British male doctors. Br Med J (Clin Res Ed). 1988 Jan
30;296(6618):313-6.

88) Steering committee of the physicians' health study research group. Final report on the
aspirin component of the ongoing Physicians’ Health Study. Steering Committee of the
Physicians’ Health Study Research Group. N Engl J Med 1989;321:129-35.

89) ETDRS Investigators. Aspirin effects on mortality and morbidity in patients with diabetes
mellitus. Early Treatment Diabetic Retinopathy Study report 14. ETDRS Investigators. JAMA.
1992;268:1292-300.
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The primary end-point was all IHD defined as the sum of fatal and non-fatal events (ie,
coronary death and fatal and non-fatal MI). Treatment effects on fatal and non-fatal IHD
separately were also to be examined. Fatal IHD is defined as the sum of coronary death
and fatal Ml (death within a month), since there was often little distinction between the
clinical and pathological characteristics of the two groups. Stroke was a secondary
endpoint, with results for thrombotic and haemorrhagic events to be distinguished as far
as possible, depending on whether appropriate imaging or necropsy findings were
available,

5. HOT (1998) 91

M Major cardiovascular events were defined as all (fatal and nonfatal) myocardial
infarctions, all (fatal and non-fatal) strokes, and all other cardiovascular deaths.

@ Silent myocardial infarctions were documented by taking an electrocardiogram (ECG) at
randomisation and at the final visit.

6. PPP (2003) 92

(D major cardiovascular and cerebrovascular events (cardiovascular deaths, nonfatal
myocardial infarction, and nonfatal stroke)

@ cardiovascular deaths, total deaths, total cardiovascular events (cardiovascular death,

@ nonfatal myocardial infarction, nonfatal stroke, angina pectoris, transient ischemic
attacks [TIAs], peripheral artery disease, and revascularization procedures).

7. WHS (2005) 93

A major cardiovascular event was defined as a nonfatal myocardial infarction, a nonfatal
stroke, or death from cardiovascular causes. stroke (ischemic, hemorrhagic, fatal, nonfatal),

90) The Medical Research Council’'s General Practice Research Framework. Thrombosis
prevention trial: randomised trial of low-intensity oral anticoagulation with warfarin and
low-dose aspirin in the primary prevention of ischaemic heart disease in men at increased
risk. The Medical Research Council's General Practice Research Framework. Lancet.
1998;351:233-41.

91) Hansson L, Zanchetti A, Carruthers SG, Dahlof BD, Elmfeldt D, Julius S, Menard J, Rahn
KH, Wedel H, Sten Westerling for the HOT Study Group. Effects of intensive
blood-pressure lowering and lowdose aspirin in patients with hypertension: principal
results of the Hypertension Optimal  Treatment (HOT) randomised trial. HOT Study Group.
Lancet 1998;351:1755-62.

92) Sacco M, Tognoni G, Fellegrini F, Nicolucci A, Roncaglioni MC, Avanzini F, PPP
Collaborative Group. Primary prevention of cardiovascular  events with low-dose aspirin
and vitamin E in type 2 diabetic patients: results of the Primary Prevention Project (PPP)
trial. Diabetes Care 2003;26:3264-72.

93) Ridker PM, Cook NR, Lee IM, Gordon D, Gaziano JM, Manson JE, et al. A randomized trial
of low-dose aspirin in the primary prevention of cardiovascular disease in women. N Engl
J Med. 2005;352:1293-304.
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myocardial infarction (fatal, nonfatal), or death from cardiovascular causes, transient
ischemic attack, coronary revascularization

8. POPADAD (2008) 94

Primary end points: Composite end point (coronary heart disease or stroke, non-fatal
myocardial infarction or stroke, or above ankle amputation for critical limb ischaemia),
Death from coronary heart disease or stroke

9. JPAD (2008) 95

The primary end point was any atherosclerotic event, which was a composite of sudden
death; death from coronary, cerebrovascular, and aortic causes; nonfatal acute myocardial
infarction; unstable angina; newly developed exertional angina; nonfatal ischemic and
hemorrhagic stroke; transient ischemic attack; or nonfatal aortic and peripheral vascular
disease (arteriosclerosis obliterans, aortic dissection, mesenteric arterial thrombosis)

3 2| YA

10. the Texas Heart Institute risk score (2008) 9)

The outcome of interest was MACE, defined as =1 of the following:

@ All-cause early mortality (ie, within 30 days).

@ Myocardial infarction (M) diagnosed by the presence of at least 2 of 3 criteria: chest
pain lasting »20 minutes, new pathologic Q waves, and elevation of creatine kinase or
the MB fraction to more than twice the upper limit of the reference range.

@ Urgent or emergent coronary artery bypass graft (CABG) surgery during the index
hospitalization.

@ Cerebrovascular accident signified by persistent neurologic deficit at the time of patient
discharge.

® Repeat PCl during the same admission.

® Other procedural complications, such as non-Q-wave M| and vascular access-site
problems, were not included in the present analysis.

94) Belch J, MacCuish A, Campbell |, Cobbe S, Taylor R, Prescott R, 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(oct16 2):a1840-a.

95) Ogawa H NM, Morimoto T, Uemura S, Kanauchi M, Doi N, Jinnouchi H, Sugiyama S, Saito
Y; Japanese Primary Prevention of Atherosclerosis With Aspirin for Diabetes (JPAD) Trial
Investigators. Low-Dose Aspirin for Primary Prevention of Atherosclerotic Events in Patients
With Type 2 Diabetes A Randomized Controlled Trial. JAMA. 2008;300:2134-41.

96) Madan P, Elayda MA, Lee VV, Wilson JM. Predicting major adverse cardiac events after
percutaneous coronary intervention: the Texas Heart Institute risk score. Am Heart J
2008;155:1068-74.
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11. GHOST (2011) 97

The primary end points were the 6-month incidence of major adverse cardiovascular
events (MACE) (composite of death, myocardial infarction, target vessel revascularization,
and stent thrombosis) and net adverse clinical events (NACE) (composite of MACE and
thrombolysis in myocardial infarction major or minor bleeding).

12. POSITIVE (on going study) 98)

Primary Outcome Measures: myocardial infarction, unstable angina, cardiovascular death,
revascularization, fatal/nonfatal cerebrovascular accident, peripheral arteriopathy, aortic
event (at baseline, 1, 3, 6, 12, 36 month after treatment initiation, at the end of the study
or discontinuation up to 4 years)

omrE
ICD-10 staalsy
2004 2007 2008 2010 2011
121 =24 AZgMS 0 0] 0] 0 0
122 £ Al GME 0] 0] 0 0 0
23 | 34 NDEMB0 o8t EF S eEs 0 0 0 0
124 JlEt B4 siEN ME s
125 ok sl AEy
1250 ZAAsY AEEpEoR J|2E A 0
251 ZNBE NEY 0
252 QalE AZFMS 0 0
. 222 KRS 0|83 SHTE EAME (2004) 9
ATZAL 2003000 T 0lAe] ORI IBOIN ICD-10 7IEOR 121228 FAY E= HAmHo= o
0f walst A YLOILAS(E 3131024014 152024(=485%)2 EEO|27|ZRAL RHASE 510] &

2 54 HESEYEHZEMY o222 7Y X SEA 7 (2007) 100

97) Harjai KJ, Shenoy C, Orshaw P, Usmani S, Boura J, Mehta RH. Clinical outcomes in
patients with the concomitant use of clopidogrel and proton pump inhibitors after
percutaneous coronary intervention: an analysis from the Guthrie Health Off-Label Stent
(GHOST) investigators. Circ Cardiovasc Interv. 2011;4:162-70.

98) Primary Prevention of Major Adverse Cardiac Events (MACE) With Standard and Intensive
Statin Treatment in Patients With Diabetes: Survival and Cardiovascular Event Assessments
(POSITIVE). available from: http://clinicaltrials.gov/ct2/show/NCT01173939

99) Mgpe|ER BZA=XR 28| e S Fe GYNE T} FHBAS St 5| HYZELY
AR A 71 2004,

100) 2ME 2, 2d HES 2 A2BM o2 #E I SEAU Y, BEASIIIER SYSE

g
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THATA, 2011,
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HtA, 2009.
102) 2i&tol 2|, X|zX[&do TE o|=H]

FAIE, 2007.

12.

7t
103) HZE

101)




Sl

T

WA 3 R
HeZMES RS Y2 sl
108 A 3 &
169 7|E} L[@a et
G45 AUuby chtlsigdds 2 o 58 0 0
G46 CERESA S L ST 0
1, Z4ZHs XI2E 0|23t THAZEISH EH|AE (2004) 104)

L|EE: 2003 H0| HEZ 0|49 QZ7|H0A ICD-10 7IFECR 160-64)8 A L= BAHO=E 510
2alst FA| UHLAS(S 150,828Z)01IM 1,52074(=1.00%)= HE22R7|IEXAL SHASE 5t ZAL

2t 2ol MUtz TAE ATFM 21l LEE 23S TN, TAAR sl HASTolRM
B 670, XIXSTRME A S FerEY OlNT Ol 107 HEHRO| Holsts HEYN TAS 225

S =
on, o A7e Z=A H 24 1PYo| Faiut EMZNE s S4HES(HEMN HEY), S8

=
TEMOl| TS BEZAISAX| versiond. 0= HIQHSHRS.
=T

BIEES AR 29 2 g XIFoIM T ZAIM FIERAX|T, FEEo| HES(60, 161, 163,

H=
164, G45, G46)0|H 2 2FI|E ZAE HARICL'D FAIBIRS

3. B8HIEE EXel 2=018 H ZZut FHAT (2008) 106)

C =
Suy wEE (60-6221 A HES (690 5 Jix HHoz PEsAS
4 XBXIEN0 2 oIRHIS W HYAT BA-THY, YuS FHOR- (2010) 107
=]
MBEUTNG5X) S HEBRIITE0| BHEUS,
5. SHMTHM-HIES WS Y RS ME AT (2011) 109

HESS| 2YEN REES FTol7| *l6tH ICD-10 ZE= FEE2 16

04) ZEE2R, BEH=EXR. 87| 2 & F2 U2 =7t TS flet 37| HH=E2-E
ES M%*iﬂlll 7HH* 2004.
109) HHE 2, 24 HES -84 H2BMY o2 #3 H SEAA HE, BUA=XIIER SYSSY

106) XIS 9, BHIEE BRI R0IZ Y HULL FHAT, AU HAATIIY AABIIBHATA,

2009.

107) 8HEt0] 9, XIZXIAM0| W2 ol2H|E U HHW BA - DY S FAMOR- AULHAAY

TH AAFETIITA, 2011,
108) ZLBHHPARE 013 B4 4TZ
12.

=
i
M
ot
10
o
b
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ICD-10-CM Z|Z& (160, 161, 162, 163)22 Hot¥om, ZEHo| Holof

2 S UEBENES W ONEREYSCE TRSUCN, (RS (CD-10 Z)|
SME(20.x), MTEM(121.x, 122.x, 123.x 125.2(old MI)), MEX(150.%,), =&ES(163.x, 165.x, 166.x,), Lt
4

3, EEME 160-622 XoI5}0]
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6. CABG S5 EX 23 J{ut109

dod Zakso SIHE (percutaneous coronary intervention, PCIHe| Mel= O|= Agency for
Healthcare Research and Quality (AHRQ)7} Ar2st X282 z1ste 4ZEE £71FE= M6551,
M6552, M6561, M6562, MB563, M6564, M6571, ME572E& 7%l BIXI2 FHolster, M2 RSt
ICD-10 ZE&= C}3ot 20| Helst=(Angina: 120, 1200, Acute myocardial infarction: 121x 122x
[23x, congestive heart failure 150, 1500, 1501, 1110, 1130, Stroke 160x, 161x, 162x, 163x, 164x,
165x, 166x, 167x, 168x, 169x, G46x).

O U BYEY SAize| X3k o)
AIEER = AMEE
i Percutaneous M6551 =
ZAr=ans} Tranermal e e o
s Coronary M6552 L F:Irat 3 CHE 2SS UMollM AlRSH 4
Angioplasty
M6561 7t s
Percutaneous 7t Hrelgd & Zaly SASUMEEE(PTCA)
J;ZL;_‘H Transcatheter M6563 3—;' fulﬁﬁg%ﬂégﬂ’éxﬂéﬂf SAloll Al=st
AHIE Placement of NI6562 TRES =R
U Intracoronary UL Fo1Eet 5 20 BSHEEE(PTCA)
Stent M6564 | X AIMBASUZMEEH ST SAl0 AlES
a2
PEhiES] Percutaneous M6571 7t Teles
AR OH Trnaermal
Sat Coronary M6572 LL FIgt 3 OiE 2SI AIRESH 8
ENES Atherectomy

109) Kim KH, Ahn LS, A comparative Study on comorbidity measurements with looback period
using Health Insurance Database: Focused on patients who underwent percutaneous
coronary intervention. J Prev Med Public health 2009;42:267-73.
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Trends in incidence and case fatality rates of acute myocardial infarction in Denmark and
Sweden (2003) 110)

SHAMTZAM Acute Ml (AMI): ICD-9 (410.x) and ICD-10 (121x-122x)

Record linked retrospective cohort study of 4.6 million people exploring ethnic variations in
disease: myocardial infarction in South Asians (2007)111)

Thiazolidinediones and cardiovascular outcomes in older patients with diabetes (2007) 112)

ZER|IF HSHAKIZE 0I&sI0{ 66M 0|y Sl UE AE SXIE HRE ISEE FSol,
TISEL XU AFE 8610 E[OFEE|TCI2A| &= X(IRH Atolof] 24 ~lEX(congestive
heart failure), 244lZ2dM(acute myocardial infarction), 2 Al2(mortality) 2I§io| £=MHME &0l
SlIXt SIS, FLREMHL= 2EY AMEH(International Classification of Diseases, 10th
Revision [ICD-10] code 150)22 2lst SE4 LA E= UUS =AQSINCH, OXtAntH~0l= =4
2 BAM(CD-10 codes 121, 124, and 1254)22 QI5t S54 LY E= UHES oIV, AU

—
AHR =t E[HXIES 01830 2RISIAS.

o 2| HHYTARE OIS MFTAE U BASY AlZ HOIS St FXF ol (1)

AZZEISIYH ICD-10
congestive heart failure 150
acute myocardial infarction 121, 124, 125.4

Systematic literature review for evaluation of hospitalization for nine health outcomes (2009
).113)

110) Abildstrom SZ, Rasmussen S, Roslin M, Madsen M. Trends in incidence and case fatality
rates of acute myocardial infarction in Denmark and Sweden. Heart. 2003;89:507-11.

111) Fischbacher CM, Bhopal R, Povey C, Steiner M, Chalmers J, Mueller G, Jamieson J,
Knowles D. Record linked retrospective cohort study of 4.6 million people exploring ethnic
variations in disease: myocardial infarction in South Asians. BMC Public Health. 2007;7:142.

112) Lipscombe LL, Gomes T, Levesque LE, Hux JE, Juurlink DN, Alter DA. Thiazolidinediones
and cardiovascular outcomes in older patients with diabetes. JAMA. 2007;298:2634-43,

113) Kachroo S, Jones N, Reynolds MW. Systematic literature review for evaluation of
hospitalization for nine health outcomes. United BioSource Corporation. published
September 23, 2009, available from: URL:
http://omop.fnih.org/sites/default/files/UBC-OMOP%20Systematic%20Literature%20Review%20H
ospitalization%20Final%20Report%209-23-2009.pdf
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= r ST ICD-10
stroke G45, H341
Cerebral infarction 163, 164, 165, 167
1099 , 1110, 1130, 1132, 1255, 1420, 1425,
Congestive heart failure 1426

1427, 1428, 1429, 143, 150, P290
121, 1211, 1212, 1213, 1214, 1215, 1216, 1217

MI or acute myocardial infarction

1218, 1219,
Fatal Ml or other fatal IHD 122, 120, 123, 124
(chronic) IHD 125
coronary artery disease 1251, 1252

Risk of bleeding associated with combined use of selective serotonin reuptake inhibitors and
antiplatelet therapy following acute myocardial infarction (2011)114)

9

ou
oo
12
KU
fol
|m
e
-

ATZEM BXIZ hMOR SSRISH HEAH HR0| H Yol nlxl= sl of
OlA AZHME ICD-10 121x2 oot 3.

Association between glycemic control and adverse outcomes in people with diabetes
mellitus and chronic kidney disease: a population-based cohort study (2011) 119

SiHFS wAlo| miRINEG EME ISE Tt

SEut oRAEESIES Sttet el 2@ 2En ) do| dEds =4
TAZAZ. ROMLISCE2E & AlY, UH0| ERE MZZBM(myocardial infarction), wES(stroke),
S R{Z4=(coronary revascularization), A8 ™(heart failure)2 A ZHet 20| ZSE|U

2. (AMI; ICD-9 codes 410, heart failure; ICD-9 codes 428, stroke; ICD-9 codes 430.x, 431.x,
433.x1, 434.x1, 435.x, 436, and 362.3, ICD-10 codes 160.x, 161.x, 163.x, 164.x, H34.1, and
G45.x). Hetg Molst=dl &ost H7= CiZnt #3116 17) 119

114) Labos C, Dasgupta K, Nedjar H, Turecki G, Rahme E. Risk of bleeding associated with
combined use of selective serotonin reuptake inhibitors and antiplatelet therapy following
acute myocardial infarction. CMAJ 2011. doi: 10.1503/cmaj.100912

115) Shurraw S, Hemmelgarn B, Lin M, Majumdar SR, Klarenbach S, Manns B, Bello A, James
M, Turin TC, Tonelli M; Alberta Kidney Disease Network. Association between glycemic
control and adverse outcomes in people with diabetes mellitus and chronic kidney
disease: a population-based cohort study. Arch Intern Med. 2011;171:1920-7.

116) Austin PC, Daly PA, Tu JV. A multicenter study of the coding accuracy of hospital
discharge administrative data for patients admitted to cardiac care units in Ontario. Am
Heart J. 2002;144:290-96.

117) Lee DS, Donovan L, Austin PC, et al. Comparison of coding of heart failure and
comorbidities in administrative and clinical data for use in outcomes research. Med Care.
2005;43:182-88.
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O 29| HHHTADE OIS MHTANE Y BASY AlE HOI YUt ZIHN FHo| (3)
IR ICD-10
stroke 160.x, 161.x, 163.x, 164.x, H34.1, and G45.x

O 29| HHYTXIZE 0IST NTEITE U BASY Al OIS 95t XEH Ho| (4)
A7 5= FEY ICD-9-CM
acute myocardial infarction 410
intracerebral hemorrhage 431
occlusion and stenosis of precerebral arteries 433
- occlusion of cerebral arteries 434
Bl . et al coronary artery repair procedures CPT codes
2010 v ariery repair p 3350033572
intracoronary stents, coronary balloon CPT codes
angio T/ast or,atherect;/m 92980-02984, 92995,
glopiasty Y 92996
Acute myocardial infarction 410
430, 431,
Graham DJ et Stroke 433.x1, 434.x1, and
al. 2010 436
. 402.x1, 404.x3, and
Heart failure
428
myocardial infarction 410.xx, 411.xx
428 xx, 402.01,
congestive heart failure 402.11, 402.91,
: 1V 1Hu
Hsiao FY, et 9 40401, 40411 and
al. 2009 404.xx
stroke 433.xx and 434.xx
angina pectoris 413.xx and 414.xx
transient 435.xx and 437.1
Acute myocardial infarction 410.xx
Wertz DA. et 402.01, 402.11,
S Acute heart failure 402.91, 404.01,
|
al. 2010 u u 404.03, 404.11,
40413, 404.91, 404.93
Booth GL, et Acute myocardial infarction 410.x
al 2006 stroke 431, 434, 436
Acute myocardial infarction 410.xx
Other ischemic heart disease 411.xx
Pantalone KM CAD Angina pectoris 413.xx
' Chronic ischemic heart disease 414 .xx
et al. 2009 Aortocoronary bypass status V45.81
Percutaneous transluminal coronary V45 .82

118)

Kokotailo RA, Hill

MD. Coding of stroke and stroke risk

factors using International

Classification of Diseases, Revisions 9 and 10. Stroke. 2005;36:1776-81.
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angioplasty status
Intestinal bypass or anastomosis status V45.3
Of unspecified graft; due to coronar
P 9 4 440.30; 996.03

bypass graft
Of artery bypass graft-internal

mammary 414.04

artery

Hypertensive heart disease with heart

. 402 .x1

failure
CHF Hypertensive heart disease and kidney 4041

disease with heart failure ’

Heart failure 428.xx

Ir

Pl

I
I.

0|
(o]
A

U2 SHMIZM HEF, ZUE Es uesXel AYE SMa2 ETTXIENN
119 Xt My= ZXAHEE gE ARl ™E 9&Iinternational Classification of
Diseases, 9th Revision, Clinical Modification (ICD-9-CM) diagnosis codes (with any 4th or
5th digit))& 0|3l S(acute myocardial infarction; 410, intracerebral hemorrhage; 431,
occlusion and stenosis of precerebral arteries; 433, occlusion of cerebral arteries; 434). &
ASOH ST AlS2 AR B & Al& FE=(CD-9-CM procedure code 36 with any 3rd or
4th  digit)2 =2ISIFIS (coronary artery repair procedures; CPT codes 33500-33572,
intracoronary stents, coronary balloon angioplasty or atherectomy; CPT codes 92980-92984,
92995, 92996).

[

H
S
o

—

o 1

Jor
oo A

65M| Ol =0l HICIA 2XIE Y22 T= U2 S ITSE 3718 SASINS. 2006 787
B 20094 6E7IX| EX[Z2|EE Es LIRSZ|EIES MUYH2 AES Y= st0] Z|f 3E7K| &=
HEEGIH S4eZEM HIES, AR, SAIEe ™ .
Classification of Diseases, Ninth Revision (ICD-9) ZE 4100] X Hmj =

7120| = ERE HooINE. IES2 430, 431, 433.x1, 434.x1, 4360| X Hmy .JE*E';'QE 3f0=| ‘él
H7120| U AR, MEHE2 402.x1, 404.x3, 4280| = Hmj ZIHHOZ 5t0] URH7IZE0| U= ER
oI5t =.120)

rIJ|0
BN
0%
on
R
gl
o
o 0%
1)d
i
oy
J;
ro
§
e
>
QO
o
-}
QO

EIO|2F 2000-5Y ZAZHSAMIAXIZE 0|2510 M2E SixHH HiAH SIX} 473 483HE iAo Z S3FA
ISEE F=stu, JYUSH MR-T‘— 57 2(() EXIZ2lEtE o+ (i) DILERE THAZE (i)
AmUeyot x§ X2 (v) HEZ=2D E§ X225 (v) sulfonylurea and metformin-based

X
therapy)22 EFol0] A2AES “E“c'i SRS HWSINS. ZAutHpes AIEM, SYEYHEN
(congestive heart failure), &=, SAZ, Ut SEHLUZ! (transient ischemic attack) S 284
HLAHS  olel XIchHo| CI2S mZgisln QYoM OHIETL dMst Zioz XMoo, Ml (ICD-9-CM
codes 410.xx, 411.xx), CHF (428.xx, 402.01, 402.11, 402,91, 404.01, 404.11 and 404.xx), stroke
(433.xx and 434.xx), angina pectoris (413.xx and 414.xx) and TIA (435.xx and 437.1).121)

119) Bilik D, McEwen LN, Brown MB, Selby JV, Karter AJ, Marrero DG, et al. Thiazolidinediones,

cardiovascular disease and cardiovascular mortality: translating research into action for
diabetes (TRIAD). Pharmacoepidemiol Drug Saf. 2010;19:715-21.

120) Graham DJ, Ouellet-Hellstrom R, MaCurdy TE, Ali F, Sholley C, Worrall C, et al. Risk of

acute myocardial infarction, stroke, heart failure, and death in elderly Medicare patients
treated with rosiglitazone or pioglitazone. JAMA. 20108;304:411-8.
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0} almLiot F, ZXAI0F F, HAILOKE, 0jFal  US health plan 2R TAR0IM ToZalERE,
EXIZEEIE AIRZ Al0|Q] SHATZM ZAMAIEX L= £ AlY QS S8 ISENTZ 510
HIEBIZS. FREMHAE QP EE ST LY 7I=0] Tl

?_éf S(AMI: 410.xx, AHF:
402.01, 402.11, 402.91, 404.01, 404.03, 404.11, 404.13, 404.91, 404.93).122

JFOII

2

£E 2000E7IX| ZSEE F&H5t, Y
MaiSiS. SHMTEM, HEFOR Qlst ¢
.I

0o —
rulo

k

FHLict 2E|F BRI FXIZRE 0010

2o w2t AEE S 2ol XA %

ICD-9 code of 410.x 3 0| ¥, stroke: ICD-9 codes 431, 434, 436) S+
O
T

0
o= Qlet A, MY fIEE FREMHESZE HolSIUS. 1)

924
=
=

ol

HooOoLrL o

z, M3 28 Yl BRIOIN BYSY
o e 2Ey ARH, BdYel NS %'%QE = xrﬁ olgaiol sax msEE PEGlel A
SIS, MR TElo| WS BASUOSS, AN BYSY MY, ATBM 52 Yo
= RR0IM SIS 12

121) Hsiao FY, Huang WF, Wen YW, Chen PF, Kuo KN, Tsai YW. Thiazolidinediones and
cardiovascular events in patients with type 2 diabetes mellitus: a retrospective cohort
study of over 473,000 patients using the National Health Insurance database in Taiwan.
Drug Saf. 2009;32:675-90.

122) Wertz DA, Chang CL, Sarawate CA, Willey VJ, Cziraky MJ, Bohn RL. Risk of
cardiovascular events and all-cause mortality in patients treated with thiazolidinediones in
a managed-care population. Circ Cardiovasc Qual Outcomes. 2010;3:538-45.

123) Booth GL. Booth GL, Kapral MK, Fung K, Tu JV. Recent trends in cardiovascular
complications among men and women with and without diabetes. Diabetes Care. 2006
;29:32-7.

124) Pantalone KM, Kattan MW, Yu C, Wells BJ, Arrigain S, Jain A, et al. The risk of
developing coronary artery disease or congestive heart failure, and overall mortality, in
type 2 diabetic patients receiving rosiglitazone, pioglitazone, metformin, or sulfonylureas: a
retrospective analysis. Acta Diabetologica. 2009;46:145-54.
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Appendix 9. ZZEHHAIEIIE XI2E OIS THET LY &ols 2ot =2H Fo

o=l At Aet TR X o|=0|S™Elof 2ot ST (2010)129

23HIHY (K25-28)0| &= = M1 BUECz Q20IE= o BXIE QAR AstEHY Holgt
£ ME (K250, K254, K260, K264, K270, K274, K280, K284)
MR F=AH(K251-2, K255-6, K261-2, K265-6, K271-2, K275-6, K281-2, K285-0)

ASHYHY SO et ZAN Ho: ASHYHUY | XR= (HRE AN K22 Ssi 0120
KD hE AEO| WIS THSA0| 0] URS QEH= MBI bk ASNUY BF2 ST Y Y
s ot

= (== =
HEE &0 QAL AstdHY EE EXE F

ASHEHIAK25-28)2 2|E 0|88t StAt

) LA/ AME A2

) LHAIZA AMEASHE SSEXEH (Q7620)2 Hh, PPIZTAMN| XM g 42

2) UAIZE MEASHL ESSEXFEY (Q7620)02 Hro, ASHYHIY MHEH(K25-28) 1 UM, PPl E=
H2RA30Y! 04} % 2

3) MEASIULHAIZZAL (E7611)S B0, MIA(HIRI2AL Q2621, H|IEBARL Q2622, L-tube Al
; MO137, AUl oISt MIZ; M5901, HIIEtAR0ll 2Ist MIX-2IEE; M5902)2 Bt AstdH

o TS 2T Qom, PPl = H2RAS0Y OJ4 Xgere 7o

- O

ABHYHUIY FTOI ChE AR Hol ABMNHUY HTO| XZE ULl LS Melstns 42 2
SUHOl XZWHOR ST U YN 00| (HREPS AN HOEZ 5 4 USSR AskN7

o
= (=]
BAE O ez SRl Cifet HEE E5H0 QAT

Jo

o [
oo N
ﬂ.||0)|
e o

1) TEFHZAIE'S 20 AlE60Y O[LHol H2RA E=PPIE XIS BIXIE ASIMAIY MIEXIZ 2
F (Q2540 #=E= dMOIXY TE Hae Sgs, Q7660 UABXYRASRHEIX|ZST|E TF AlE,

=
Q2510 #IEM=(0IEHA, SHBESHtraEe), Q2550 DIFMUBE=(@MIER), Q2551 O|F
LBEHE(RZIIFLNEETE)-PEEEREUYEESAEAL Q2552 D|IFMUERE e IZ0|IFUERE
=)-AEMESAIEAL Q2571 HOIXIE-IYEEE, Q2572 SH-?IE=EEa)

2) REMZE= A0BE AlF=l= H2RAAE(A02BA), PPIAIE (A02BC) 2 DIAZERAE
(misoprostol)(A02BB)7t =&t LIHX| AN L 7|EtS| ASIMAHYEM = XZEZNZ EF

-

125) HISZE S. =09l AstgHY Y LR H O=O0|SHEfo| Bt A HALBEAYAEIHE.

2011,
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Appendix 10. 22| EEJTXIZE 0|8ct HHAUSSE LY =

b

fjo

_?_I

o

A ol

712 ERES FZE MYHHZ 0|85t EXE FHooIRS. Abraham S(2006)126), Andrade & (2002
£ 272 LstdHY SRE Hols

Patterson S(2008)2 E|& A| TITHHO|
A‘l.]l;”OF 7<o4 Ecl 7:-| §|_ |,o| X‘IO'O” OI 3"%—128)

o
o

SAHE1E)e SHIAE(531-533, ICD-9)E Azt

Cattaruzzi &(1999)2 the Sistema Informativo Sanitario Regionale databaseZ 0|23t 25-89
MEX & E|®lel Aol FE(531x, 532x, 534.x, 533x, 578x, ICD-9)o =AMt upper
gastrointestinal bleeding (UGIB)2t perforationE Ho|5t¥S. UGIBEXAt= stomach?t duodenum
o hemorrhagelLt perforation® OIZAE7} QU7LE endoscopy, surgery, autopsydl 2lsH
bleeding, perforated peptic ulcer’t 2=l EXIEZ HOI5IRS.129

Christensen 5(2007)2 ICD-82=(53100, 53101, 53108, 53109, 53209, 53309, 53409)2t ICD-10=2
E(K251, K252, K255, K256, K261, K262, K265, K266, K271, K272, K275, K276, K281, K282, K285,
K286)2 perforated peptic ulcer 2XIE Ho|5IRS. Bleeding peptic ulcer = ICD-8ZE=(53190,
53192, 53195, 53290, 53390, 53490)2t ICD-10 codes(K250, K254, K260, K264, K270, K274, K280,
K284)2 o5ty < .130)

Dulai 5(2002)2 FAHO| |ICD-9-CM I E7} 531.xx*(gastric ulcer), 532.xx(duodenal ulcer),

533.xx(peptic ulcer), 534.xx(gastrojejunal ulcer), 535.xx(gastritis or duodenitis)?! AR= Ho|5t
o2 131)

Garcia Rodriguez(2004) S8 40-79M| 8XI & SE35tX| 249 O|MEAT, A MURE 13 oA Aot
St 2tX} &=0i cancer (ICD-8 codes 1400-2090), uncomplicated and complicated peptic ulcer,
esophageal varices (ICD-8 code 4560), Mallory-Weiss disease (OXMIS classification code

126) Abraham NS et al., Effectiveness of National Provider Prescription of PPl Gastroprotection
Among Elderly NSAID Users, Am J Gastroenterol 2008;103:323-32.

127) Andrade SE. Validation of diagnoses of peptic ulcers and bleeding from administrative
databases:A multi-health maintenance organization study. Journal of Clinical Epidemiology
2002;55:310-13.

128) Patterson MK et al. Hospitalisation for peptic ulcer and bleeding in users of selective
COX-2 inhibitors and nonselective NSAIDs with special reference to celecoxib.
Pharmacoepidemiology and drug safety 2008;17:982-88.

129) Cattaruzzi C, Troncon MG, Agostinis L, Garcla Rodrlguez LA. Positive predictive value of
ICD- 9th codes for upper gastrointestinal bleeding and perforation in the Sistema
Informativo Sanitario Regionale database. J Clin Epidemiol. 1999;52:499-502.

130) Christensen S, Riis A, Ngrgaard M, Sgrensen HT, Thomsen RW. Short-term mortality
after perforated or bleeding peptic ulcer among elderly patients: a population-based
cohort study. BMC Geriatr. 2007;17;7:8.

131) Dulai GS, Gralnek IM, Oei TT, Chang D, Alofaituli G, Gornbein J, Kahn K. Utilization of
health care resources for low-risk patients with acute, nonvariceal upper Gl hemorrhage:
an historical cohort study. Gastrointest Endosc. 2002;55:321-7.
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5309MW), chronic liver disease (ICD-8 codes 5710-5739), coagulopathies (ICD-8 codes 2860-
2879), alcoholism 7} JUUE Ext= H|2ISHFHS.132)

ICD-8 (-1986): ICD-9 (1987--96): ICD-10 (1997-):

ICD-10 (Perforated gastric ulcer: K251, K252, K255, K256; Perforated duodenal ulcer: K261,
K262, K265, K266; Other perforated ulcer: K271, K272, K275, K276, K281, K282, K285, K286;
Bleeding gastric ulcer: K250, K252, K254, K256; Bleeding duodenal ulcer: K260, K262, K264,
K266, Other bleeding ulcer: 270, K272, K274, K276, K280, K282, K284, K286 133)

NIS HM E Al ZlctHO| ZA o HAHHMO| |CD-9-CMEZE=Z  esophageal varices,
esophageal variceal bleeding?! SIXIE QSIS

ICD-9-CMZEx= Ci21t &2, esophageal varices without mention of bleeding (456.1);
esophageal varices in diseases classified elsewhere, without mention of bleeding (456.21);
esophageal varices with bleeding (456.0); and esophageal varices in diseases classified
elsewhere, with bleeding (456.20)134)

Sgrensen HT(2000) S Gastric, duodenal, gastrojejunal ulcer & bleedingO|Lt
hematemesis, melenaE ICD-102E(K25.0, K25.2, K25.4, K25.6, K26.0, K26.2, K26.4, K26.6, K27.0,
K27.2, K274, K27.6, K28.0, K28.2, K28.4, K28.6, K29.0, K92.0-2)2 =l2I5I%H=.135)

o 29| HAYTASE 01 HPBEHS oIS Y3t ZFF o (1)

Diagnosis136) ICD-10
Mallory-Weiss Tear K22.6
Gastric ulcer, acute with both hemorrhage and perforation K25.2
Gastric ulcer, chronic or unspecified with hemorrhage K25.4
Gastric ulcer, chronic or unspecified with bothhemorrhage and K25.6
perforation '
Duodenal ulcer, acute with hemorrhage K26.0
Duodenal ulcer, acute with both hemorrhage and perforation K26.2
Duodenal ulcer, chronic or unspecified with hemorrhage K26.4
Duodenal ulcer, chronic or unspecified with both hemorrhage and K26.6

perforation

132) Garcla RodrOguez LA, HernOndez-DOaz S. Risk of uncomplicated peptic ulcer among
users of aspirin and nonaspirin nonsteroidal antiinflammatory drugs. Am J Epidemiol.
2004;159:23-31.

133) Hermansson M, Ekedahl A, Ranstam J, Ziling T. Decreasing incidence of peptic ulcer
complications after the introduction of the proton pump inhibitors, a study of the Swedish
population from 1974-2002. BMC Gastroenterol. 2009;9:25.

134) Jamal MM, Samarasena JB, Hashemzadeh M, Vega KJ. Declining hospitalization rate of
esophageal variceal bleeding in the United States. Clin Gastroenterol Hepatol.
2008;6:689-95

135) Sgrensen HT, Mellemkjaer L, Blot WJ, Nielsen GL, Steffensen FH, MclLaughlin JK, Olsen
JH. Risk of upper gastrointestinal bleeding associated with use of low-dose aspirin. Am J
Gastroenterol. 2000;95:2218-24.
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Peptic ulcer, acute with hemorrhage K27.0
Peptic ulcer, acute with both hemorrhage and perforation K27.2
Peptic ulcer, chronic or unspecified with hemorrhage K27.4
Peptic ulcer, chronic or unspecified with both hemorrhage and K27 6
perforation '
. . K28.0
Gastrojejunal ulcer, acute with hemorrhage
Gastrojejunal ulcer, acute with both hemorrhage and perforation K28.2
Gastrojejunal ulcer, chronic or unspecified with hemorrhage K28.4
Gastrojejunal ulcer, chronic or unspecified with both hemorrhage and K28.6
perforation '
Hematemesis K92.0
Melena K92.1
Gastrointestinal bleeding, unspecified K92.2
Esophagitis K20, K21
Esophageal ulcer K22.1
Hemorrhage of esophagus not otherwise specified K22.8
Gastritis/duodenitis K29
AR QB EH sigsis THYe chen 2US. 1)
O =2 HEFEAXIRE 0|8ct AMHESEE =Rl ASt 2R FO| (2)
Tl=ty ICD-10
Gastric ulcer, gastritis, hemorrhage K25.(0,2,4,6)
Duodenal ulcer, hemorrhage K26.(0,2,4,6)
Peptic ulcer site unspecified, hemorrhage K27.(0,2,4,6)
Gastrojejunal ulcer, hemorrhage K28.(0,2,4,6)
Gastrointestinal hemorrhage unspecified K92.2
Hematemesis K92.0
Melena K92.1
Acute haemorrhagic gastritis K29.x

from: Appendix 1 (as supplied by the authors): Diagnostic codes (ICD-9 and ICD-10 codes) used to

identify in-hospital bleeding episodes (as supplied by auth

ors)

136) Targownik LE, Nabalamba A. Trends in management and outcomes of acute nonvariceal
upper gastrointestinal bleeding: 1993- 2003. Clin Gastroenterol Hepatol. 2006 ;4:1459-1466.
137) Labos C, Dasgupta K, Nedjar H, Turecki G, Rahme E. Risk of bleeding associated with
combined use of selective serotonin reuptake inhibitors and antiplatelet therapy following
acute myocardial infarction. CMAJ 2011. doi: 10.1503/cmaj.100912 online appendix availble
from: http://www.cmaj.ca/content/suppl/2011/09/26/cmaj.100912.DC1/bleed-rahme-1-at.pdf
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Appendix 11, &&Xxe] 2F

BT ATC code el
Vitamin K antagonists BO1AAO03 warfarin
BO1ABO1 heparin
BO1ABO2 antithrombin I
BO1ABO4 dalteparin
Heparin group BO1AB05 enoxaparin
BO1ABO6 nadroparin
B0O1ABO7 parnaparin
BO1AB11 sulodexide
BO1AB12 bemiparin
BO1ACO4 clopidogrel
BO1ACO05 ticlopidine
BO1ACO06 aspirin
BO1ACO7 dipyridamole
BO1AC10 indobufen
Platelet aggregation BO1AC11 iloprost
inhibitors excl. heparin BOTAC13 a_bc!X|mab
: BO1AC17 tirofiban
BO1AC18 triflusal
BO1AC19 beraprost
- Limaprost  alfadex
BO1AC21 treprostinil
- Ozagrel
BO1AC23 cilostazol
BO1ADO1 streptokinase
Enzyme BO1ADO4 urokinase
BO1AD11 tenecteplase
Direct thrombin BO1AEQ2 lepirudin
inhibitors BO1AEO3 argatroban
BO1AX05 fondaparinux
BO1AX06 rivaroxaban
Other antithrombotic - RH-tissue type plasminogen activator
- Mesoglycan  sodium
agents Sulfomucopolysaccharide
- Sarpogrelate  HCI
- Anti-inhibitor =~ coagulant complex

St At (anti-platelet agen

3) xEslxl(thrombolytics): 0]

s F | (antithrombotics) 2| £&
s ) HAmo| SRS oXsle] BH HA YRS WA
&t21M|(anti-coagulants): & 21QIXte| =22

SETFNE LIEHHE olet & St 22

CHE SIETAl= =] Z7A-0| 810 A M

Mztet =
RS L0ln HES MBBATIS FES 2 U
o
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Appendix 13. AlYS 0I5t 2IHH HH
ICD-10 Zst o2y e 2y
146.1 =28 MR J|eE A Sudden cardiac death, so described
146.9 AMMEHO| MEEX| Cardiac arrest, unspecified
R96 ol o|ae| 7|Et ZAt Other sudden death, cause unknown
R96.0 =7t A Instantaneous death
Death occurring less than 24 hours
SAo| drMoZHE 24A[ZF OJLHO| Of:t
R96.1 from onset of symptoms, not
gel dEEX| = At
otherwise explained
R98 X|AHZ AFO| AURH At Unattended death
_ Other ill-defined and unspecified
R99 7|El 2Bt AMESHe| ARRE2!

causes of mortality

- 225 -




ir
T

Appendix 14. T AlE QI ofAmE] FHEETFE U & FE

MRz A& HR| otsRER st 9]
110701ATB S| 114 - TS -AGA| 100 mg
110702ATB A 114 - TS - AEH| 500 mg
110704ATB A 114 g -TIS - AEH 300 mg
T10703ATE | =&=H | 114 EEBEy 650 mg
110801ATB S| 114 - TS -AEA| 100 mg
110802ATB | 114 S-S - AKX 500 mg
111001ATB S| 219 7|Efe| &EtAIEet 100 mg
111001ACH A 219 7[Ete| gtAIZet 100 mg
T11001ACE | S&<MH | 219 7 [ErS] 28RS 100 mg
111001ATE HEZH| 219 7[Ete] stAIZet 100 mg
252900ATB S| 114 - TIS-AEA| 81 mg
253000ATB A 114 g -TIS-AEH 330 mg
253200ATB A 114 g -TIS - A8H 325 mg
254200ATB S| 114 - 2E - A 324 mg
254300ACH BRI 114 HE-2IS- A2 500 mg
256800ATB | 122 =402 325 mg
259000ATB = 132 TErOI2iZ7 [ g ok 100 mg
259100ACH AR 132 7 |Efo|ZtZtT | HE et 200 mg
263300ACH ZEYEA| 217 SEEEH 330 mg
394500ATB S| 114 - TS - AEA| 400 mg

EMof ZstEl A7 otAmZl MHel YHMHES aspirin, aspirin encapsulated, aspirin (enteric
coated), aluminum aspirin 0|2,

ZAH M2l (FMEFS: 110901BIJ, 110902BlJ), LA
SIS,

ok

[RHUAASE HEE BHASI0] Tiot

Auaby Bu1IpIogD]|0) 2ADIYIPIH Pasp(-IUIPINT [PUOIIDN
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Appendix 15, MEHAZE AR (uEL, 0

ICD-10 ZEs=2d 2ls 32Y
110 SEfA(EEY) o™t Essential(primary) hypertension
111 e AR Hypertensive heart disease
(SY) M |ISHARREME SHist Hypertensive heart disease
.0 TSN AlxiH with(congestive) heart failure
1.9 (E8Y) I ISHAREM)| Sl= Hypertensive heart disease
TSk AlEHH without(congestive) heart failure
12 TEUN SEAZENY Hypertensive renal disease
12.0 SEHAZRN 7 |sAAE SIS TSt Hypertensive renal disease with renal
SEIEhE failure
129 SLAME) 7 |saA0| U oAU Hypertensive renal disease without
SEIEhY renal failure
113 I A 2 SE(AMAYE Hypertensive heart and renal disease
130 (EY) MW |ISHARRETE Stist Hypertensive heart and renal disease
DS AlXE ol FEHAZRH with(congestive) heart failure
ST |ISHEE Sttet oY Hypertensive heart and renal disease
131 AlRF gl ZZHAIEHY with renal failure
(SEY) AISHAHRREY Hypertensive heart and renal disease
113.2 FEAIRY T ISAAME ZHE TSt with both(congestive) heart failure and
2 A SENEHE renal failure
HMEHEe] nHetd AT Y Hypertensive heart and renal disease,
139 FEHAIEhH unspecified
115 Olx} & Secondary hypertension
115.0 AlgdE et Renovascular hypertenion
_ Hypertension secondary to other renal
115.1 7IEt SE(IE) Zofol £2E Y )
disorders
_ Hypertension secondary to endocrine
115.2 LHEH| ZoHof S2E et )
disorders
115.8 7|El O|X} m&et Other secondary hypertension
115.9 SMEHL| Oxt TEY Secondary hypertension, unspecified
£78 RIS ARRIO) 2 7[E} X|RIS Disorders of lipoprotein metabolism and
other lipidemias
E78.0 & DY AHEEHS Pure hypercholesterolemia
E78.1 &4 1Z2|M2o|Eds Pure hyperglyceridemia
E78.2 =28 IXIHEs Mixed hyperlipidemia
E78.3 D720l |3 2SS Hyperchylomicronemia
E78.4 7|E} IXHES Other hyperlipidemia
E785 SMEHe IXEHES Hyperlipidemia, unspecified
E78.6 PNESIS L ES e R Lipoprotein deficiency
E78.8 7|E} X|RIctEio] CHAFRIOH Other disorders of lipoprotein
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Disorder of lipoprotein metabolism,

metabolism
unspecified
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' Sty ICD-10 code 7%
= Nl 121x, 122.x_, 125.2 1
3 SEYAEH) 109.94), 111.0, 113.0, 113.2, 125.5, 142.x, 143.x, 150.x 1

' _ _ [70.x, 171.x, 173.1, 173.8, 173.9, 177.1, 179.0, 179.2, K55.1, K55.8, K55.9,

: USRS 1

795.8, 795.9

RIS 160.x, 161.x, 162.x, 163.x, 164.x, 165.%, 166.x, 167.X, 168.X5), 169.x 1

: X|oH F00.x, FO1.x, FO2.x, FO3.x, F05.1, G30.x, G31.1 1

1278, 127.9, J40.x, J41.x, JA2.x, JA3.x, JAd.x, JA5.x, J46.x,

DM ZISH2) JA7.x,J60.x, J61.x, J62.X, JB63.X, J64.X, JB5.X, J66.X, JB7.X, J68.4, 1

J70.1, J70.3

AR E|Rst MO05.x, M06.x, M32.x, M33.x, M34.x, M31.5, M35.1, M35.3, M36.0 1 1

' ASHIYS K25.x, K26.x, K27.x, K28.x 1

B18.x, K73.x, K74.x, K70.0, K70.1, K70.2, K70.3, K70.9, K71.3, 71.4,
K71.5, K71.7, K76.0, K76.2, K76.3, K76.4, K76.8, K76.9, 794.4

E10, E11, E12, E13, E14, 10.0, E10.1, E10.6, E10.8, E10.9, E11.0,
E11.1, E11.6, E11.8, 11.9, E12.0, E12.1, E12.6, E12.8, E12.9, E13.0, 1
E13.1, E13.6, 13.8, E13.9, E14.0, E14.1, E14.6, E14.8, E14.9

E10.2, E10.3, E10.4, E10.5, E10.7, E11.2, E11.3, E11.4, E115,
E11.7, E12.2, E12.3, E12.4, E12,5, E12.7, E13.2, E13.3, E134, 2
E135, E13.7, E14.2, E14.3, E14.4, E145, E14.7

G81.x, G82.x, G04.1, G11.4, G80.1, G80.2, G83.0, G83.1, G83.2, 83.3,

HEA O] 2
: (G834, G83.9
: _ 112.0, 113.1, N03.2-N03.7, N05.2-N05.7, N18.x, N19.x, N25.0,
‘ EZTO0lat AlEEs
749.0-249.2, 794.0, 799.2
. H|ZO| MRt uia 21 | C00.x-C26.x, C30.x-C34.x, C37.x-C41.x, C43.x, C45.x-C58.x, 5
OIECIUMELE C60.x-C76.x, C81.x-C85.x, C88.x, C90.x-C97.x,
! _ 185.0, 185.9, 1864, 198.2, K70.4, K71.1, K72.1, K72.9, K76.5, K76.6,
' EF3T0la 7=t 3
: K76.7
: oM TEer C77.x, C78x, C79.x, C80.x 6
' AIDS B20.x, B21.x, B22.x, B24.x 6

0| 5, nEelom FIKIEAY, SN, 2008,

ot 2 A7o| thddoll ZE(X| pHeB2 ML
Z2) Quan S(2005)0| ICD-1022 Hetet 24 & RHIHZEHOA JASEUX| 2ERUX| HAIZX| 2 7|2X|S),
(

e
1) Charlson's Index0llM MRFS0= P29.0(LH0E HET IS0 IS0 JAASLE 18MI014 &RIS tiee
2
=

JAso(ge|27 |1 T2 MelE Role

F3) Y0llM MiXf2|2E 7]

F4) 109.9(SM=2Ee| ROtE|AY o
F5) J[EtSEHUESEE 168X = 2

15t 7
2, 2008)

YUE MMz SHE0| Sl= B2 EFSIACKE0, E11, 112, E13, E14).
H)= 28Y dFtez THS| oY HelstALCt.

=

X
o
2| ERE ZEo|MOl LHH0|22 K|2ISIACE
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Appendix 17. 20EAIS| 2F
ATC
HED o ATC code =
Classification >
Beta C07AA03 cloranolol g
CO7AA05 carvedilol S
blocking CO7AAT2 carteolol HCI =
agents, CO7AAT5 bevantolol <
on-selective CO7AA23 [ celiprolol &
CO7AA27 bisoprolol a
CO7ABO2 penbutolol o
CO7ABO3 | metoprolol 2
Beta C07AB04 labetalol :":-
blocking C07ABO5 nadolol g
—c C07ABO6 nipradilol =
HIERIEH agents, CO7AB07 | nebivolol a
selective CO7AB08 propranolol HCI ®
CO7AB11 S-atenolol e
CO7AB12 pindolol g
Alpah and CO07AGO1 betaxolol g
. -
beta blocking | o7aG00 | atenolol 5
agent >
- - acebutolol e
- - amosulalol .':"
- - arotinolol HCI
Alpha-adren C02CA01 prazosin
| orscoor | QUA0E | doroas
antagonists - bunazosin
CO3BA08 metolazone
Sulfonamides CO3BA10 xipamide
ol 7|} plain CO3BA11 indapamide
C03BX03 cicletanine HCI
- chlorthalidone
- tripamide
Other
) C03DBO01 amiloride HCI
0l xi_K+spa potassium-sp
. aring agents C03DB02 triamteren
ring
Aldosterone
) CO3DA01 spironolactone
antagonists
CO3CAO01 furosemide
Sulfonamides CO3CA02 bumetanide
O|=X|_loop ) CO3CA03 piretanide
. plain CO3CA04 torasemide
- azosemide
0| A|_thiazid Thiazides,
) CO3AA03 hydrochlorothiazide
el plain
e | om0 | oo
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S SXLo A AEEA RSk =2 {Ist otAmE AU 2M
CO8CA03 isradipine
C08CA04 nicardipine HCI
Hl(Selective CO8CA05 nifedipine
calcium CO8CA07 nisoldipine
CO8CA08 nitrendipine
channel ine COBCA09 | lacidipine
blockers with o CO8CA10 nilvadipine
mainly derivatives CO8CA1T | manidipine HCI
C08CA12 barnidipine HCI
vascular COBCAI13 lercanidipine  HCI
effects)_DHP CO8CA14 cilnidipine
C08CA15 benidipine HCI
- efonidipine
&G R
Hl(Selective Phenylalkyla
. mine CO8DAO1 verapamil HCI
calcium
derivatives
channel
blockers with )
Benzothiazep
mainly )
ine C08DB01 diltiazem HCI
vascular
derivatives
effect)_NDHP
CO9CAO01 losartan
CO9CA02 eprosartan
Angiotensin CO9CA03 valsartan
OIX|QENAILR CO9CA04 irbesartan
MR Il antagonists, C09CA06 candesartan
= plain CO9CAQ7 telmisartan
CO9CA08 olmesartan
- fimasartan
CO9AA01 captopril
CO09AA02 enalapril maleate
C09AA03 lisinopril
C09AA04 perindopril tertbutylamine
CO9AA05 ramipril
CO9AA06 quinapril
ACE CO9AA07 benazepril HCI
SIX|faidet | CO9AA08 cilazapril
_ inhibitors, - - :
SAKA| CO9AA09 fosinopril sodium
plain CO09AA10 trandolapril
CO09AA12 delapril HCI
C09AA13 moexipril HCI
C09AA14 temocapril hydrochloride
C09AA15 zofenopril calcium
CO9AA16 imidapril HCI
- alacepril
_ Imidazoline
SFMEA
receptor C02AC05 moxonidine
rgorE
agonists
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teriolar Hyerazinopht C02DB02 hydralazine HCI
smooth halazine
i . 4
muscle, agent | derivatives C02DBR04 cadralazine g
acting on) §
e Pyrimidine _ o =
SZSE| o C02DCO01 minoxidil <
derivatives g
CO7BA05 propranolol HCI, hydrochlorothiazide =
CO7BA12 nadolol, bendroflumethiazide 3_
HIEFRFEHA], Beta blocking C07BB02 metoprolol, hydrochloroth_iaz_ide %
C07BB04 acebutolol, hydrochlorothiazide o
Ol Xl agents, and C07BB0O7 bisoprolol, hydrochlorothiazide }
thiazides C07CB03 atenolol , chlorthalidone %
- nebivolol, hydrochlorothiazide 2
Beta 2
blocking g
agents, <)
HIEFRIEH, ° g
selective, and CO7FB02 metoprolol, felodipine Q
CCB =
other @
. . g
antinypertensi a
ves .':"
C09BAO1 captopril, hydrochlorothiazide
ACE C09BA02 enalapril maleate, hydrochlorothiazide
ACEIl, 0|'=A| | inhibitors and CO09BA03 lisinopril, hydrochlorothiazide
diuretics C09BA04 indapamide, perindopril
CO09BA13 moexipril HCI, hydrochlorothiazide
ACE
inhibitors and
ACEI, CCB calcium C09BB06 enalapril maleate nitrendipine
channel
blockers
CO9DAO1 losartan, hydrochlorothiazide
CO9DA02 eprosartan, hydrochlorothiazide
Angiotensin || C09DA03 yalsartan, hydrochlorothigziQe
ARB, O|'=xX| . C09DA04 irbesartan, hydrochlorothiazide
antagonists CO9DA06 candesartan, hydrochlorothiazide
and diuretics CO9DA07 telmisartan, hydrochlorothiazide
CO9DA08 olmesartan, hydrochlorothiazide
Angiotensin C09BB10 verapamil, trandolapril
Il antagonists C09DBO1 amlod?p?ne, valsartan
_ C09DB02 amlodipine, olmesartan
ARB, CCB and calcium C09DB04 amlodipine, telmisartan
channel .
- amlodipine, losartan
blockers
Ol=X| SEIx| amiloride HCI, hydrochlorothiazide
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ATC code F=MEY
C10AA01 simvastatin
C10AAQ02 lovastatin
C10AAQ03 pravastatin
C10AA04 fluvastatin
C10AA05 atorvastatin
C10AAQ07 rosuvastatin
C10AA08 pitavastatin
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g2 ATC code FMEY
MO1AA ]
MO1AA pyrazinobutazone
Butylpyrazolidines
MO1ABO1 indomethacin
MO1ABO2 sulindac
MO1ABO4 meclofenamate
MO1ABO5 diclofenac
MO1ABO7 bumadizone
MO1AB MO1ABO8 etodolac
Acetic acid derivatives MO1ABO9 lonazolac
MO1AB11 acemetacin
and related substances MOTAB12 difenpiramide
MO1AB14 proglumetacin
MO1AB15 ketorolac
MO1AB16 aceclofenac
MO1AB amfenac sodium
MO1ACO1 piroxicam
MOTAC MO1ACO2 tenoxicam
Oxicams MO1AC05 lornoxicam
MO1ACO06 meloxicam
MO1AEO1 ibuprofen
MO1AEQ2 naproxen
MO1AEO03 ketoprefen
MO1AEO4 fenoprofen
MO1AEO05 fenbufen
MO1AEQ9 flurbiprofen
MO1AE MO1AE11 tiaprofenic acid
Propionic acid derivatives MO1AE12 oxaprozin
MO1AE13 ibuproxam
MO1AE14 dexibuprofen
MO1AE16 alminoprofen
MO1AE loxoprofen
MO1AE pranoprofen
MO1AE zaltoprofen
MO1AGO1 mefanamate
MO1AG MO1AGO2 tolfenamate
Fenamates MO1AGO3 flufenamate
MO1AG enfenamic acid
MO1AH MO1AHO1 celecoxib
Coxibs MO1AHO2 rofecoxib
MO1AX01 nabumetone
MO1AX02 niflumic acid
MO1AX MO1AX07 benzydamine
- MO1AX13 proguazone
Other antiinflammatory MOTAXT? nmesulide
and antirheumatic agents, MOT1AX21 diacerhein
non-steroids MO1AX talniflumate
MO1AX clonixin lysinate
MO1AX salsalate
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antipyretics

MO1AX morniflumate
MO1AX tiaramide
MO1AX emorfazone
MO1AX glutamethacin
NO2BAO2 aloxiporin
NO2BA NO2BA10 benorylate
Salicylic acid and NOZBATH .dif.lunisal -
NO2BA16 imidazole salicylate
derivatives NO2BA51 sodium salicylate
NO2BA choline magnesium ftrisalicylate
NO2BG
Other analgesics and N02BG04 floctafenine

mepirizole

N NERVOUS SYSTEM
NO2 ANALGESICS

M MUSCULO-SKELETAL SYSTEM
MO1 ANTIINFLAMMATORY AND ANTIRHEUMATIC PRODUCTS
MO1A ANTIINFLAMMATORY AND ANTIRHEUMATIC PRODUCTS, NON-STEROIDS

NO2B OTHER ANALGESICS AND ANTIPYRETICS
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HER ATC code F&82Y
AQ7EAQO1
prednisolone
HO2AB0O6
AOQ7EAQ02
AQ7EA hydrocortisone
Corticosteroids acting HO2AB09
AQ7EAQ4
locally betamethasone
HO2ABO1
AO7EAQ6 budesonide
AQ7EAQ7 beclomethasone dipropionate
HO2AA
] o HO2AA02 fludrocortisone acetate
Mineralocorticoids
HO2AB13 deflazacort
. HO02ABO02 dexamethasone
HO02AB ~ Glucocorticoids HO2AB04 methylprednisolone
HO02ABO08 triamcinolone

A ALIMENTARY TRACT AND METABOLISM
AQ7 ANTIDIARRHEALS, INTESTINAL ANTINFLAMMATORY/ANTIINFECTIVE AGENTS
AO7E INTESTINAL ANTIINFLAMMATORY AGENTS

H SYSTEMIC HORMONAL PREPARATIONS, EXCL. SEX HORMONES AND INSULINS
HO2 CORTICOSTEROIDS FOR SYSTEMIC USE
HO2A CORTICOSTEROIDS FOR SYSTEMIC USE, PLAIN
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Appendix 21. A3M8Y L X|2HQ EF
Sz ATC code FHEY
AO2AA - dlomagnlte .
] A02AA02 magnesium oxide
Magnesium compounds A02AA04 magnesium hydroxide
AO02ABO1 aluminium hydroxide
A02AB A02ABO3 aluminium phosphate
Aluminium compounds A02AB04 Dihydroxyaluminum allantoinate
- Aldioxa
AQ2AC .
A02ACO1 Calcium carbonate
Calcium compounds
AQ02AD A02ADO1 Magnesium & calcium alumino silicate
Combinations and complexes A02AD Simaldrate
of aluminium, A02ADO3 Almagate_
AO02AD0O4 Hydrotalcite
calcium and magnesium A02ADO5 Almasilate
compounds AO02AD Magnesium aluminum silicate
A02AH AO02AH Sodium bicarbonate
Antacids with sodium
. AO02AH Cetraxate HCI
bicarbonate
AO2AX AO02AX Magngsium pxide . .
) o AO02AX Aluminum triple precitate, oxethazaine
Antacids, other combinations A02AX Ethyl p-piperidinoacetylaminobenzoate
A02BAO1 Cimetidine
A02BA02 Ranitidine
AO2BA A02BAO3 Famotidine
H2-receptor antagonist A02BA04 Nizatidine
A02BA06 Roxatidine
A02BA08 Lafutidine
A02BCO1 Omeprazole
A02BC02 Pantoprazole
A02BC A02BCO3 Lansoprazole
Proton pump inhibitors A02BCO4 Rabeprazole
A02BC05 Esomeprazole
A02BC llaprazole
A02BX02 Sucralfate
A02BX03 Pirenzepine
A02BX05 Bismuth subcitrate
A02BX06 Proglumide
A02BX A02BX08 Sulglycotide
. A02BX11 Troxipide
Other drugs for peptic ulcer AOPBX13 Alginic acid
and GORD A02BX Rebamipide
A02BX Irsogladine maleate
A02BX Revaprazan
A02BX Sofalcone
A02BX Tripotassium dicitrato bismuthate
A02X Sucralfate
AD2X A02X Boehmite
Other drugs for acid related A02X Cetraxate
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disorders

A02X Benexate betadex

A02X Ecabet sodium

A02X Egualen sodium

A02X Oxethazaine

A02X Teprenone

A02X Urogastrone

A02X Artemisia asiatica 95% ethanol ext.

A ALIMENTARY TRACT AND METABOLISM
AO02 DRUGS FOR ACID RELATED DISORDERS

AO2A ANTACIDS

A02B DRUGS FOR PEPTIC ULCER AND GASTRO-OESOPHAGEAL REFLUX DISEASE

(GORD)

A02X OTHER DRUGS FOR ACID RELATED DISORDERS
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1) £l= FASE (268,489 7120l O[HIE L4 10,272 ChHY)

Event Initial cohort Follow-up duration (years)
N | % mean std median
Single event 1 8,964 | 87.3 1.15 0.92 0.96
Composite 2 1,168 | 114 0.98 0.85 0.78
3 127 | 1.2 0.87 0.81 0.65
event 2 13 01 096 058 123
Total 10,272 | 100.0 1.13 0.91 0.93
Event Initial cohort Follow-up duration (years)
Event; 1 time
Diagnosis ICD-10 N| % Mean SD Median
120 60 | 0.7 0.48 0.53 0.34
1200 440 | 4.9 1.12 0.93 0.90
Angina 1201 54| 06 0.94 0.93 0.67
1208 215 | 24 1.23 0.94 1.08
1209 2379 | 265 1.15 0.92 1.00
subtotall 3,148 | 35.1 1.14 0.92 0.96
121 20| 02 0.32 0.46 0.12
1210 11| 0.1 0.77 0.96 0.30
1211 8| 0.1 0.90 0.72 0.72
1212 10 | O.1 0.40 0.43 0.26
1213 7| 0.1 0.79 0.74 0.47
1214 71 01 1.41 1.16 1.34
Myocardial 1219 840 | 94 0.96 0.84 0.72
. ) 122 1] 00 0.04 . 0.04
infarction 1220 2| 00 146 1.15 146
1228 5| 0.1 1.06 0.79 1.45
1229 27| 03 1.39 0.82 1.49
1236 3] 00 2.01 1.11 2.21
1250 61| 07 1.94 0.89 1.93
1251 170 | 1.9 1.25 1.00 1.04
subtotal 1,172 | 13.1 1.05 0.90 0.79
G45 18| 0.2 1.07 0.69 1.31
G450 199 | 22 1.38 1.04 1.23
Transient G452 1] 00 0.21 . 0.21
ischemic G453 1] 00 0.58 . 0.58
G454 8| 0.1 197 0.66 1.99
attack, G458 %] 10 126 1.03 1.07
G459 526 | 5.9 1.26 0.88 1.20
subtotall 845 | 94 1.29 0.93 1.20
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163 154 | 1.7 0.63 0.69 0.34
1630 82| 09 0.99 0.83 0.72
1631 17| 0.2 1.08 0.81 1.04
1632 46 | 05 1.22 0.95 1.07
_ 1633 235 | 26 1.17 0.92 0.92
Ischemic 1634 27| 03 0.97 0.87 061
stroke 1635 163 | 18 124 0.87 125
1636 3| 00 0.88 0.79 1.02
1638 634 | 7.1 1.19 0.88 1.04
1639 2,433 | 271 1.18 0.94 0.96
subtotal 3,794 | 423 1.16 0.92 0.96
Coronary
artery bypass subtotal = = = = =
graft
Percutaneous M6E561 41 00 0.08 0.10 0.05
transdermal M6562 11 00 0.01 0.01
coronary subtotal 5| 0.1 0.07 0.09 0.02
angioplasty
Total 8,964 | 100.0 1.15 0.92 0.96
Event; 2 times
angina, Ml 256 | 219 0.83 0.73 0.71
antina, TIA 61| 5.2 0.91 0.86 0.51
MI, TIA 18| 1.5 0.96 0.83 0.64
angia, IS 356 | 30.5 0.98 0.83 0.83
MI, IS 140 | 120 0.87 0.77 0.76
TIA, IS 236 | 20.2 1.13 0.88 0.89
angina, CABG 8| 07 1.02 1.04 0.73
angina, PTCA 68 | 58 1.30 1.16 1.13
MI, PTCA 25| 241 1.13 0.94 0.99
total 1,168 | 100.0 0.98 0.85 0.78
Event; 3 times
angina, M, TIA 21 16 0.36 0.10 0.36
angina, Ml, IS 38| 29.9 0.88 0.79 0.59
angina, TIA, IS 9| 741 0.44 0.66 0.16
MI, TIA, IS 16| 126 0.80 0.55 0.85
angina, MI, CABG 4| 31 0.71 0.69 0.59
angina, MI, PTCA 49 | 38.6 0.90 0.85 0.71
MI, TIA, PTCA 1] 08 3.23 . 3.23
angina, IS, PTCA 8| 6.3 1.23 0.94 1.89
total 127 | 100.0 0.87 0.81 0.65

Event; 4 times
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angina, Ml, TIA, IS 2| 154 0.92 0.34 0.92
angina, Ml, IS, CABG 11 7.7 0.02 . 0.02
angina, Ml, TIA, PTCA 11 77 1.87 . 1.87
angina, Ml, IS, PTCA 9| 69.2 0.97 0.52 1.23
total 13| 100.0 0.96 0.58 1.23

Ml; Myocardial infarction, TIA; Transient ischemic attack, IS; Ischemic stroke, CABG:
Coronary artery bypass graft, PTCA: Percutaneous transdermal coronary angioplasty

2) HEESE 08310 BA2 FSE (42,530 7h20| OMIE W 2,324H CHY)

PS matched cohort Follow-up duration (years)
Event -
N| % mean std median
Single event 1,889 | 81.3 1.17 0.94 0.99
360 | 155 1.09 0.94 0.88
Composite event 70| 30 0.97 0.88 0.72
51 02 0.54 0.79 0.11
2,324 | 100.0 1.15 0.94 0.96
Event | PS matched cohort | Follow-up duration (years)
Event; 1 time
Diagnosis ICD-10 N % Mean SD Median
120 11| 0.6 0.33 0.23 0.27
1200 136 | 7.2 1.08 0.95 0.80
Angina 1201 19| 1.0 0.91 1.08 0.41
1208 55| 29 1.02 0.93 0.79
1209 480 | 254 1.24 0.97 1.08
subtotal 701 | 37.1 1.17 0.97 0.97
121 3] 02 0.41 0.35 0.59
1210 2| 01 1.21 1.66 1.21
211 2| 01 0.72 0.10 0.72
1212 1] 0.1 0.16 . 0.16
1213 1] 0.1 2.38 . 2.38
214 1 0.1 1.04 . 1.04
Myocardial 1219 145 | 7.7 0.96 0.87 0.64
. ) 122 0.0
infarction 1220 0.0
1228 0.0
1229 7| 04 1.30 0.73 1.49
1236 2| 01 1.90 1.54 1.90
1250 18| 1.0 1.86 0.79 1.88
1251 37| 20 1.10 0.96 0.72
subtotal 219 | 116 1.07 0.91 0.79
G45 2| 0.1 0.24 0.29 0.24
G450 31| 16 1.20 0.93 0.96
Transient G452 -1 00
ischemic 6453 —| 00
G454 -1 00
attack, G458 25| 1.3 1.03 0.92 0.76
G459 117 | 6.2 1.16 0.94 1.10
subtotal 175 | 9.3 1.14 0.93 0.96
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163 27| 14 0.85 0.74 0.71

1630 14| 0.7 0.66 0.39 0.60

1631 3| 0.2 1.42 1.44 1.04

1632 71 04 0.87 0.84 0.49

1633 571 3.0 1.15 0.88 1.02
lschemic 1634 10| 05 1.03 0.85 0.95
stroke 1635 33| 1.7 1.16 0.94 1.05

1636 0.0

1638 132 | 7.0 1.29 0.91 1.25

1639 506 | 26.8 1.23 0.93 1.08

subtotall 789 | 4138 1.20 0.91 1.05
Coronary
artery bypass subtotal =|| = = = =
graft
Percutaneous M6561 41 02 0.08 0.10 0.05
transdermal M6562 1] 01 0.01 0.01
coronary subtotal 5| 03 0.07 0.09 0.02
angioplasty

Total 1,889 | 100.0 1.17 0.94 0.99

Event; 2 times
angina, Ml 77| 214 0.83 0.84 0.60
antina, TIA 23| 64 0.81 0.86 0.42
MI, TIA 41 11 0.41 0.24 0.36
angia, IS 89 | 247 1.18 0.78 1.03
MI, IS 26| 7.2 1.20 1.06 1.02
TIA, IS 62| 17.2 1.07 0.93 0.76
angina, CABG 41 11 1.36 1.29 1.46
angina, PTCA 58 | 16.1 1.41 1.18 1.40
MI, PTCA 17 | 47 1.17 0.95 0.99
total 360 | 100.0 1.09 0.94 0.88
Event; 3 times
angina, Ml, TIA -1 00
angina, Ml, IS 17 | 243 1.08 0.87 0.88
angina, TIA, IS 3| 43 0.32 0.34 0.18
MI, TIA, IS 14 0.02 . 0.02
angina, MI, CABG 4| 57 0.71 0.69 0.59
angina, Ml, PTCA 40 | 57.1 1.00 0.86 0.82
MI, TIA, PTCA 11 14 3.23 . 3.23
angina, IS, PTCA 4| 57 0.57 0.94 0.13
total 70 | 100.0 0.97 0.88 0.72
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Event; 4 times

angina, Ml, TIA, IS 1] 200 0.68 . 0.68
angina, Ml, IS, CABG 11 200 0.02 . 0.02
angina, Ml, TIA, PTCA 1| 200 1.87 . 1.87
angina, Ml, IS, PTCA 2| 400 0.06 0.07 0.06
total 5| 100.0 0.54 0.79 0.11
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MI; Myocardial infarction, TIA; Transient ischemic attack, IS; Ischemic stroke, CABG:
Coronary artery bypass graft, PTCA: Percutaneous transdermal coronary angioplasty
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Difference in Difference in
4
o anti-platelet agent Aspirin anti-platelet agent ]
Aspirin o o o
prescription date non-user prescription date 3
non-user . 2
Antiplatelet and index date and event and event date m
agent (davS) (davS) %
N N §
(total media (total media o
% | mean std % mean std a
N= n N= n &
245,782) 8,699) P
Clopidogrel 5021 | 20 | 488 335 457 1,025 | 11.8 11 222 0 %
Ticlopidine 652 | 0.3 | 468 | 337 | 439 13| 1.3 | 28 | 127 [ 0 a
Dipyridamole 102 | 0.0 | 375 288 322 13| 0.1 126 240 71 i
Indobufen 1,598 | 0.7 | 554 324 531 82| 09 6 247 0 %
Triflusal 2,704 | 11 433 324 367 322 | 37 51 241 0 o
Beraprost 2,722 | 11 540 340 530 9| 1.1 31 464 0 E,:
Ozagrel 223 | 01 476 331 421 10| 0.1 110 286 79 a
Cilostazol 7,762 | 3.2 | 481 323 446 349 | 40 91 325 0 1.5
lloprost 1] 0.0 1 1 1] 00 0 0 ,:-.
Dipyridamole 1] 00 36 . 36 -
Oxagrel 41| 00 | 338 283 282 26| 03 5 29 0
Warfarin 492 | 0.2 371 327 281 117 | 1.3 29 281 0
Heparin 5377 | 22 | 440 343 387 812 | 9.3 0 215 0
Dalteparin 184 | 0.1 509 350 443 35| 04 13 103 0
Enoxaparin 742 | 0.3 | 490 354 434 100 | 1.1 =31 172 0
Nadroparin 224 | 01 420 334 359 59| 07 3 201 0
Parnaparin 241 00 | 641 361 743 3| 00 0 0 0
Suilodexide 2026 | 08 | 516 318 491 110 | 1.3 -6 343 0
Bemiparin 46 | 0.0 | 509 334 442 6| 0.1 -58 90 0
Urokinase 306 | 0.1 357 321 263 91| 1.0 44 136 0
Teneplase 1] 00 186 . 186 -
Argatroban 5] 00 | 237 255 94 4| 00 0 0 0
Fondaparinux 411 0.0 726 268 726 21 00 -46 64 -46
RH-tissue type
. 151 0.0 | 300 297 276 8] 0.1 -104 307 0
plasminogen
Mesoglycan 1,287 | 0.5 | 465 329 414 133 | 15 54 298 0
Sulfomucopoly
) 457 | 0.2 | 538 330 525 58 | 0.7 15 246 0
sacchride
Sarpogrelate 7,710 | 31 627 313 624 257 | 3.0 -13 377 0
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Difference in Difference in
Aspirin anti-platelet agent Aspirin anti-pla.te.let agent
prescription date non-user prescription date
nonTuser and index date and event and event date
(days) (days)
N N
(total media | (total media
Ne % mean std . Ne % mean std .
21,265) 957)
Clopidogrel 621 |29 480 | 325 | 438 141 |1 147 -13 255 0
Ticlopidine 89104 483 | 348 380 21122 38 130
Dipyridamole 16 | 0.1 290 259 230 1101 179 . 179
Indobufen 163 | 0.8 548 | 332 505 5105 75 110
Triflusal 296 | 1.4 391 335 281 41143 87 273 0
Beraprost 257 | 1.2 542 359 548 12113 20 489 60
Ozagrel 28 | 0.1 362 272 284 -
Cilostazol 810 | 3.8 472 323 | 428 43 | 45 110 | 466 0
lloprost 54 1 0.3 310 291 219 15|16 60 197 0
Dipyridamole 577 | 2.7 461 351 426 101 | 10.6 -12 248 0
Oxagrel 20 | 0.1 604 | 354 | 618 3103 0 0 0
Warfarin 79104 527 373 469 5105 -147 | 330 0
Heparin 19 | 0.1 328 327 153 6|06 -7 292 0
Dalteparin 310.0 805 111 763 -
Enoxaparin 219 110 511 308 478 14115 -52 384 0
Nadroparin 510.0 624 331 498 1101 0 0
Parnaparin 24 |1 0.1 316 336 202 9109 118 274 0
Suilodexide 2100 48 57 48 2102 0 0 0
Bemiparin 8100 565 164 554 -
Urokinase 1100 78 78 -
Teneplase 139 | 0.7 479 353 410 13|14 36 358 28
Argatroban 431 0.2 574 319 645 12 | 1.3 55 130 0
Fondaparinux 735 | 35 616 304 608 24 | 25 8 298 0
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Tl L=< B i = e L o< B R T = e =< B B L < i B o< B R L < O I == R B L s
ICD-10 Total
1 2 3 4 5 6 7 8 9 10

G45 5 5 6 4 7 3 3 0 1 2 36
G450 304 151 68 70 46 29 26 17 21 13 745
G451 1 1 0 1 0 0 0 0 1 0 4
G453 0 1 1 1 0 0 0 1 0 0 4
G454 11 13 8 5 5 1 3 0 1 1 48
G458 85 79 59 45 26 22 15 12 5 6 354
G459 613 354 274 234 195 165 120 75 63 35 2,128
Subtotal 1,019 604 416 360 279 220 167 105 92 57 3,319
121 30 3 2 5 4 3 2 1 2 1 53
1210 225 25 18 10 7 8 3 3 1 3 303
1211 147 20 7 8 3 1 3 3 2 1 195
212 39 6 5 2 1 2 1 0 0 0 56
1213 55 14 2 2 2 3 1 1 2 6 88
214 208 38 21 14 4 4 9 8 1 2 309
1219 1,274 402 377 357 373 433 387 377 325 337 4,642
Subtotal 1,978 508 432 398 394 454 406 393 333 350 5,646
122 1 0 0 0 0 0 0 0 0 0 1
1220 7 1 1 0 3 0 0 1 1 0 14
1221 6 2 0 2 0 1 0 0 0 0 11
1228 5 3 4 5 3 2 2 1 3 1 29
1229 12 17 15 18 21 12 7 8 3 6 119
Subtotal 31 23 20 25 27 15 9 10 7 7 174
123 1 1 0 0 0 0 0 0 0 0 2
1230 0 0 1 1 1 0 0 0 0 0 3
1231 1 0 0 0 0 0 0 0 0 0 1
1232 1 1 0 0 0 0 0 0 0 0 2
1234 0 0 0 0 0 0 1 0 0 0 1
1236 1 2 3 4 6 3 1 2 0 1 23
1238 2 2 2 3 2 1 0 0 1 0 13
Subtotal 6 6 6 8 9 4 2 2 1 1 45
1461 3 3 2 2 1 0 3 0 1 1 16
1469 109 99 116 144 150 187 188 184 149 138 1,464
Subtotal 112 102 118 146 151 187 191 184 150 139 1,480
163 92 39 37 28 16 11 9 2 1 1 236
1630 250 49 25 24 8 11 7 2 2 1 379
1631 71 26 10 7 4 4 1 0 2 1 126
1632 160 47 20 15 6 4 2 3 1 1 259
1633 676 157 63 58 39 38 14 15 13 12 1,085
1634 120 30 13 4 8 1 2 5 2 1 186
1635 610 108 48 32 30 22 15 10 9 6 890
1636 9 0 1 0 1 1 0 0 1 0 13
1638 1,635 552 335 247 213 152 99 58 47 45 3,383
1639 5,421 2,163 1,249 1,047 712 555 424 313 220 202 | 12,306
Subtotal 9,044 | 3,171 1,801 1,462 | 1,037 799 573 408 298 270 | 18,863
Total 12190 | 4414 | 2793 | 2,399 | 1,897 | 1679 | 1,348 | 1,102 881 824 | 29,527
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