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Abstract

Korean guideline for nonsteroidal anti-inflammatory drug (NSAID)-induced peptic ulcer was
previously developed under co-work with Korean College of Helicobacter and Upper Gastrointestinal
Research and Korea Society of Gastroenterology at 2009. However, previous guideline lacked
evidence-based developmental process although it was mode by sufficient review of previous related
articles and consensus of expert opinions, and the revision of the guideline has not been implemented
since 2009. Here, we formed a guideline development committee for drug-induced peptic ulcer under
Korean College of Helicobacter and Upper Gastrointestinal Research at 2017, and developed 9
statements including 4 for NSAID, 3 for aspirin and other antiplatelet agent and 2 for anticoagulants
through de novo process based on evidence based medicine such as literature search, meta-analysis
and modified by Delphi method. The primary target of this guideline is adult patients taking long-term
NSAID, aspirin or other antiplatelet agent and anticoagulant. The revised guideline was drafted and
revised to reflect the opinions of external experts, and aimed to provide relevant clinicians optimal

guidelines for management and prevention of drug-induced peptic ulcer and its complications..

Key words: peptic ulcer; non-steroidal anti-inflammatory drug; aspirin; antiplatelet agent;

anticoagulants; guideline
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(Supplementary Fig. 13). Ste[& T & HFQ| =7t M1 A0 ZE CHYA =7F Mo =tadst

222 WalZ7le ofFEX, 25 A 47 T A[FOAMC oY 2E 2 Frank 5% 3 Hudson

573 9o AFNE I™HIZL 242 0.26 (95% AlZ[FZE 0.09-0.74), 0.37 (95% AIZ[FZFH 0.15-

21t

i

[Cinks S

ot
r

0952 =RIte| A7|7t A LtEFH ZAO| H|BH, 12-24F 3 24F O]
AR SSAHl (95% AETZH7L 22t 0.67 (0.45-1.02), 0.51 (0.41-0.64)2 =1to)
3717t Rz WALt O]

S| AEHR2 &M XtEHH ghE £ Al g4t 2H| X =at7t

rir
A

d45h=  WELWd(tachyphylaxis) &z 7tsd0| UCE IR E[Cl(famotidine) 20 mg Z2

QM Z2}E(omeprazole) 20 mg = FYTH = A 2H| AN ZIE HWS AFOA, LK

AtE(intra-gastric pH)ZF 4 XRIFQL A|Zkel 220 £ 19mMo= 2zt DHZE|T 46.9%,

QUIZEE 446%= H|XSIRCLE, £ 32Mol= 224 35.7%, 57.2%, £ 78dMo|l= 2tZ

33.6%, 63.1%, £ 1424R0o|= ZtZt 31.4%, 63.4% =2 L}ZE|CIQ| QA EH| AXN =17} W2 A

M
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o
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ol degtA 2=l fld 7t /s

HIAHZO|[EAHHM SO|A, H[EH cyclooxygenase(COX) AtEHA|QF MEHX  COX-2

hrid
4

KHEEA| Zhel 2obdAe 2 flels Hlust FALHEATE T 2240 AME|UCt (Fig. 1).7"

T

© MEX cox2 ANHNE Fefsts A0l HMEH cox AMEHE Fofst

rir

20 HlsH

b

2oHIHY Y 0| 73-80% HASHRACH (Fig. 2). MEHH COX-2 AEHHE AtEdt= A2

22tdH Y oY =aot= HMEH cox AEHMOl SFEMBEIZAMAN S2 DAZ2AES YE

Fofste At Hixot FPEO|Ch MEAX cox-2 APCHA| AREXh H[AMERE  cox  XHEHA|Of

SIAHZANA EE Fof 7 2509 Y oY S Hluoh T L & (head-to-head)

AMAHS 14 AYU=H (Supplementary Fig. 15), O] AFO0Me= ME4™ cox-2 XCHHE

A&t Z0| HIMEA cox AEAO FEMBEZAMME EE F ol A0 H|ok

23hgHY ojgo ATt S Eo[7|= sl SAH wold2 SUUACH (IFH [95%

A 2|52H, 0.70 [0.42-1.18]; Supplementary Fig. 16).9°

HIMES cox AHEHA|Of CHeh MEiX cox-2 AtEHAel ashdH e oY Soto|A, F<f

Z1Ztof WE SHIET &4 ZIUE EE, 123 O, 12-24F, 24F 0|2 A|FOA, S5

-

(95% AMZ|F7ZHE 242 0.20 (0.10-0.39), 0.27 (0.23-0.33), 0.25 (0.20-0.31)2 £ 7|Ztof Abzt

glo] MEfN cox-2 AtEHM|2l AobdHY oY =atvt =R ULt (Fig. 2).

2obdHY LY fgs HF7] Q8 HIAHZOE G FOAM MEA COX-2

AEHE ArEots &
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I
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SEAHZAM AL Oam2AE HE FOf TEO B[S RISt U=H cox-2 XHEHA|Z

NET OIS ABNZ BT 4 A0l HBBA zol 1Y BAOIME Ao Foivt

OF

2ottt MEN cox-2 AtEHA|Sl HEEA oSOl Cigt MEHEA Zutof| =, H|HE

[ B |

Al

COX AtEHM|Of B8 ME4X cox-2 A7t 2 EMe IHEE 53% =2|H, AN Rold2

ALt et Atd(vascular event) 2| fIPEE 22l= d¥S EUCH (A=H| 1.16 [95%

ME2|FZE 0.97-1.36]).10 MEtA, 23| Dol 2o HAHZO|EAHHE Fo4sths
9, dogEA el gdol HO#  asigHY 8 g2EE ogES fl5ho

HABZOSANZ M cox-2 AEHES ABS & 4 Utk

HIABIZO|EAHK F7| SO BXIIM ABHAY U FES oY MY

—

HIAHZO|EAGH 7] £ StitoM 22tdHY 3 28T oY TME2 AFE

— o
gzet oA =S @M Le2foto] §Y & UM (Table 3). HAHZO|=EAEH 22

— =

HABZOEAENE MY cox XNEHE ABStM BEo ANE Y8 TN Tat
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DYoLt 2obdHY oA, DT HAHZOEAFH AME 5o fHUAE

goiets, 4EIA Tz 9
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AXMHM & SHLHME Z0| &%= 2 M=<

n

MEH|E= 596 (95% ~2|FZH 0.62-

28bdHY =€ HAHO JAs MHEFT orxmEl

7] 2EX0M d22YH Mo XNE2s ¢ 52 232AEHY 8T MES Zd2A7|=0

78ttt FEAEHL F3H & HY =S FMATIE AME EEdt=s ER0= A

EX

XNz O|20= LIAHZANA S MY oMl {7t Estrtd bt (Fig. 3). £t

Il FP WRYEH LY L Yol T XYL Fory 0 NEY opAl

ru
1o

H7158R 0 23 HY X SO WAHO| A= ZF delZHH 4 dA & Mo K=t

1]
fo
Ot
o

HE7l oAd: Yo =2 Fo/a(44%), HZE Solet4sn), L5 S2/(4%), CHHZE

SOISHA| %Z(4%), MHoZ FOISHA| EZ(0%), E L2 Z(0%)

N8 OrAm|2l(75-325mg/day)| 7| F0| Hast 2sbdHYel uAHHo| Us

ot
rir

SIAOIA SEREHZAMNE HE FSts O LsbdAYel MED FESS oY

[

F

s Mot FARMEATE T 70l ARACE (Supplementary Fig. 18).102104-109 HMEFl 7740
ATE MEIRMSIAS O XN ZAIHYAHE 5,181F(OrAm 2 FHEXAHIAHME EE
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Fofet & 31129¥, otxmE EE Es ofxmjEla OxE SfF

—

o
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OISt

o
El
M

2,069)0|A2H, %X T 7|Zt2 12F-72FACH FINHZAM ML EE FA2 HuZof

HISH AzbdH Lol YMS 83% HAAZLD [RI”H| 0.17, 95% AlZ[FZ 0.12 to 0.25, P<0.00001]

(Supplementary Fig. 19A), I8&E Xt0|&= -0.13 (95% 4E|F7F -0.17 to -0.08, P<0.00001)2 2

number needed to treat(NNT)= 7.78O|RICt (Supplementary Fig. 19B). 2zHEH Y2 AL

M

(Supplementary Fig. 20A, 20B), &0|X|Z H ¥ (Supplementary Fig. 21A, 21B), 2|1 H& =

(Supplementary Fig. 22A, 22B)2 2 Z/5I] SIe[EE 245 otAS W LIRAEZ AN A HE

FOf2 HIWTOf HIBH MY, HOIXE MY, HY g2 LIS 42 78% (FI”Hl 0.22, 95%

ME[FZE 0.13 to 0.35, P<0.00001), 91% (/= H| 0.09, 95% AIZ[F7F 0.03 to 0.25, P<0.00001), 83%

(RI=H| 0.17,95% CI1 0.07 to 0.45, P<0.0003) ZAA|Zi1, Q&= X0|= Z+Zt -0.11 (95% A Z2|+#2¢

-0.16 to -0.06, P<0.0001, NNT: 9.1), -0.04 (95% 4!Z|7F -0.06 to -0.02, P<0.0001, NNT: 25), -0.03

OFO
r|r

(95% 4IZ2[71ZH -0.08 to -0.01, P<0.10)0|RUCt. £A ZitE 2stH otAmES H7| &

copAYe] IR0 Ye BRUN FYAWIOHT O ¥ £ofe 2styUY U FHO
UME oI5 L2 AR
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2o Y SHO| DY FR oramelol FX| Xzt ST
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2etdH e HeEE Y

U AT Y HHD TYS WS HDY LAWY YAY AT B 128t0] HMEQC

(Supplementary Fig. 23).10 0] QoAM= e Z2 Hdd Hee=z Q510 MEH

OtAm|ElES H85ts HAOIA 23HdHY =<0 Zds oof Ciet WAIE XK=t O|ROT

7, ot2mElE g7t STot=s 4R OfALES XHXE = FA| MAHSI0] 857t FX|oH=

As HRSHACE 1 Zt ofAmEE X|Hsts B 30LMAQl 25hEHYE MEYE A0

SAHLZE ROSHX|= B2 28f 7tE S7tot=s ZuatE ERACH (Of2O2l /AT 10.3% vs.

ZChE 5.4%; MO Xt 4.9%; 95% AI2[77t -3.6 — 13.4). 2L} OfALEES {X|e= AR
FNLX|ILl ™A MYEO| FOISHAH HASHE ZALE ENSIZLD (ofALE FXE 1.3% vs.

of
m
Al

12.9%:; HCH Xt 11.6%; 95% AlZ|F7F 3.7-19.5), T8 At 00| May Ljedz 49

T ULIOIYCE WA, ASHHAY B BRUN FQ Y ROz ofAmEQ| B
220 W ZL YAZ XY NE ¥ b5 2 OlANRS ROt HS AnoHACh

A2 9 0T 237 YA SBl0ME ASHEUY SHO Cfetol LAY XEXET}
OIROIT = k5P Wwe ofAmRUS WEYSEE Austn  Ychwem  ofNoR,
QUAIIUAZSINE D9 2BHUY B BARESY B, =3 ¥, 2% ¥u)o
2

820 32 ofrmEls FEHOIEE AASIACLU2 Ol 0A AgE AFOAM ofAmE

Clopidogrel2 =29t thienopyridine A€ THEATNE S8t KL, & FTFC
piaog py
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(second look) WAIES AldSt=E 20| MEY S8 Eototed =30 &bk fAHe=z
S3ANe F7l 580 Ry HIsdAsE 22y A0l 2oz XdEH =, MeEE

fleglol Lo

00t

ISAME 7t Eal MEAY AS Hasiot,

—

M FELSVILA| B 7to|=2tQluz, OFA|OIE EQF Zhoj=2telus 2 it

Ot

AE ST 2HY SLoM Anze] ZEHES ?Io vitamin KE AFEY AS FSHA

ULt 2ehgH el XH 20 tupelio] IYALE A[FO| o= utzls "] MAIRStE Ao

SHYBSS YLAZCHE T8 AT YTk TS WABAHES ZHI| 9o wrpEz
SHABEE IGO0 BTk CHYSH WHSIHET BASS EHY THH ATSoAuse

tmals 7-30 LW CHA AlEet Z2 MEd fIEES =0/X o dXTH MTES

ZANZA FY = 7Y o AINY ZeE ZoE MEWO 28 SUleloCh HEY

=g Al ZEHES Y AYME FOUCIE CHAl S22 S2=a7F LIELZ|7HX] A[ZHO]

ZZ|7] HZ0f OLA[OIEHE S ZHO|EEtQIusoME 2otdHY A = HHMTZO DT 0l

= 71 = — (= |

otutElE E™FE 30 MEFEOSID EMEBIOl NPT SXOA utEl ESXXZRE AlME
AE FIOStD QCH (Table 5113117118) HASIZ|LUA|ASES| 710|ERQl2e 7k HRIE 2

QU2IO| IHAIHE ZFstolor oo CHEE XM = £ 7-152 ALO|of <tmtzElE

40

Mofst=s As Hastd QUL ofopal HRAXX 20| ehM= AGSHA| ERCHU2 OFA|OHE]E &

7t0| =230 A EEIX|XEE shA MEXHZS|DHEI 2L unfractionated heparin M E O E

H18=0 unfractionated heparin2 BHZ 7|7 FHUMEQN = 12 A|ZtQ=E Ffob BHeF IHEHO
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Aot w2l o

i
oA

Ctet = Q7| [{EO|C}. Direct oral anticoagulants(DOAC)S =&3l=

SR 2 22AEHY Lol X2s 5EO FFL, DOAC 2o DHXHEEHE S Al
7S, BoE ofMel ofsstd EJ0 mat Z2bE = ALk oxel o2 7H0| =20 A

DOAC A1} otz AEQXDL =W Al DOACS HE HIZIZ|E 12st0, YAz
DOAC2 ZETHoICt vitamin K= DOACS| ZTAE0| Qe 2 EH Al AELX| %¥ELC 5F

SYE 2SI EATY 4R DOAC 2 =ETHX| 3A|ZH0] X|LIX| @/UCHH, DOACO| F0f
3NZE & "HE sEIF ECHO| O|27] ME0| activated charcoal £0E I12{$Ct Dabigatran

At HEtEl SSEH0|ME idarucizumabS AIRE A2 HIst1 QUCH DOAC AHE=HO|A

Al

SSLN ZEH< ALEO| Eavt ZRE UXU MRS AYH 2 LSBTt AZHE

—

W7tX] Z|Cte|HA BEH K22 7hsSSIEh DOACS| XZE&TOM TBE0| AUCE

rlo

A28z E0l AS A Q7 ACLh WAIE XHO| EEt £ DOACS HAREAIEHO

rir

HsiAe  O|2287|AIASt  Jtojsatelm  REALI|AIZSS  Jto|Eatel u2
gagp|sts] U SUASIYAIZE  Jtolcatelue @& Swe Mmoo girt
OFAOIEATQ 7FO|E2OlofM E2|X|XIZ 20| DOACS #2|, AT = 3% O|Ljo| CHA| Alxte
712 ADED QUCH DOACY| BHTIE 124127 HE2 O, Al7|50| M3E HAE H Qs
DOACS ZTHHA| 32 Ljof #ujof Hotle Sgmnmite #4astozm Hojx7| GEO|Ct

DOAC MAIZH AIFEHA| E2[X| X|=0| CHofAM 7to|=2telof a2l Kpo|7F RACE OFA|OFE{E &

7tojEgtelus o M= X 2 320|Li0f DOACS LAl A|Z3E DOACsS| Z-&A|EFA|ZHO|

Jh
Ofo

1-4AZE X[LHE LiELEZ  E2[XX|2=  ERsHA] o fELS|UAEEE

ot
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N2EY2=2 HZ MALEStE AELE &|ot

2 DOACE

7to| = apolue

1

| M= ™0l AREHX|H

(o)
oFo

MeExtZ o2l (low molecular heparin)g HA ZEFsICHob Al

2

e

=
—

oj2 7to|E=z2telof M

el

{

o
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Figure legends

Figure 1. Flowchart of study selection for preventive effect of peptic ulcer by cyclooxygenase-2 inhibitor

in NSAID users. NSAID, nonsteroid anti-inflammatory drug; RCT, randomized controlled trial.

Figure 2. The prevention effect of selective COX-2 inhibitiors for gastrodudenal ulcer in long-term
NSAID users. Forest plot, COX-2 vs. placebo (subgroup analysis by assessment timing). NSAID,

nonsteroid anti-inflammatory drug; COX-2, cyclooxygenase-2.

Figure 3. Therapeutic algorithm for low dose aspirin users with history of peptic ulcer bleeding. LDA,

low dose aspirin; PUB, peptic ulcer bleeding; PPI, proton pump inhibitor.
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Supplementary figure legends

Supplementary figure 1. Flowchart of study selection for preventive effect of peptic ulcer by
Helicobacter pylori eradication in NSAID users. H. pylori, Helicobacter pylori; NSAID, nonsteroid anti-

inflammatory drug; RCT, randomized controlled trial.

Supplementary figure 2. Preventive effect of peptic ulcer by Helicobacter pylori eradication in long-

term NSAID users: overall group. NSAID, nonsteroid anti-inflammatory drug.

Supplementary figure 3. Preventive effect of peptic ulcer by Helicobacter pylori eradication in long-

term NSAID users: NASID-naive patients. NSAID, nonsteroid anti-inflammatory drug.

Supplementary figure 4. Preventive effect of peptic ulcer by Helicobacter pylori eradication in long-

term NSAID users: chronic NSAID users. NSAID, nonsteroid anti-inflammatory drug.

Supplementary figure 5. Flowchart of study selection for preventive effect of peptic ulcer by proton

pump inhibitors in NSAID users. NSAID, nonsteroid anti-inflammatory drug.

Supplementary figure 6. The prevention effect of proton pump inhibitors for gastrodudenal ulcer in
long-term NSAID users. Forest plot, PPI vs. placebo (subgroup analysis by assessment timing). NSAID,

nonsteroid anti-inflammatory drug; PPI, proton-pump inhibitor.

Supplementary figure 7. The prevention effect of proton pump inhibitors for gastroduodenal ulcer in
long-term NSAID users according to dosage of proton pump inhibitors. Forest plot, PPI vs. placebo
(subgroup analysis by PPl dosage). NSAID, nonsteroid anti-inflammatory drug; PPI, proton-pump

inhibitor.

Supplementary figure 8. The prevention effect of proton pump inhibitors for gastroduodenal ulcer in
long-term NSAID users according to type of proton pump inhibitors. Forest plot, PPl vs. placebo
(subgroup analysis by type of PPIs). NSAID, nonsteroid anti-inflammatory drug; PPI, proton-pump

inhibitor.

Supplementary figure 9. Flowchart of study selection for preventive effect of peptic ulcer by
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misoprostol in NSAID users. NSAID, nonsteroid anti-inflammatory drug; RCT, randomized controlled

trial.

Supplementary figure 10. The prevention effect of misoprostol for gastrodudenal ulcer in long-term
NSAID users. Forest plot, Misoprostol vs. placebo (subgroup analysis by assessment timing). NSAID,

nonsteroid anti-inflammatory drug.

Supplementary figure 11. The prevention effect of misoprostol for gastrodudenal ulcer in long-term
NSAID users according to dosage of misoprostol. Forest plot, Misoprostol vs. placebo (subgroup

analysis by misoprostol dosage). NSAID, nonsteroid anti-inflammatory drug.

Supplementary figure 12. Flowchart of study selection for preventive effect of peptic ulcer by histamine
2 receptor antagonist in NSAID users. NSAID, nonsteroid anti-inflammatory drug; RCT, randomized

controlled trial.

Supplementary figure 13. The prevention effect of H2RA for gastrodudenal ulcer in long-term NSAID
users. Forest plot, H2RA vs. placebo (subgroup analysis by assessment timing). NSAID, nonsteroid

anti-inflammatory drug; H2RA, histamin-2 receptor antagonist.

Supplementary figure 14. The prevention effect of H2RA for gastrodudenal ulcer in long-term NSAID
users according to dosage of H2RA. Forest plot, H2RA vs. placebo (subgroup analysis by H2RA

dosage). NSAID, nonsteroid anti-inflammatory drug; H2RA, H2 receptor antagonist.

Supplementary figure 15. Flowchart of study selection for preventive effect of peptic ulcer between
selective COX-2 inhibitiors and nonselective COX inhibitors plus PPIs in NSAID users. COX,

cyclooxygenase; PPI, proton pump inhibitor; NSAID, nonsteroid anti-inflammatory drug.

Supplementary figure 16. The prevention effect for gastrodudenal ulcer between selective COX-2
inhibitiors and nonselective COX inhibitors plus PPIs. Forest plot, COX-2 vs. nonselective COX + PPI.

NSAID, nonsteroid anti-inflammatory drug; COX, cyclooxygenase; PPI, proton pump inhibitor.

Supplementary figure 17. Flowchart of study selection for preventive effect of complication of peptic

ulcer by Helicobacter pylori eradication in low dose aspirin users. H. pylori, Helicobacter pylori.
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Supplementary figure 18. Flowchart of study selection for preventive effect of complication of peptic
ulcer by proton pump inhibitor in long-term aspirin users. PPI, proton pump inhibitor; DAPT, dual

antiplatelet therapy; H2RA, H2 receptor antagonist.

Supplementary figure 19. The preventive effect of proton pump inhibitors for peptic ulcer in long-term

aspirin users. (A) Odds ratio. (B) Risk difference.

Supplementary figure 20. The preventive effect of proton pump inhibitors for gastric ulcer in long-term

aspirin users. (A) Odds ratio. (B) Risk difference.

Supplementary figure 21. The preventive effect of proton pump inhibitors for duodenal ulcer in long-

term aspirin users. (A) Odds ratio. (B) Risk difference.

Supplementary figure 22. The preventive effect of proton pump inhibitors for peptic ulcer bleeding in

long-term aspirin users. (A) Odds ratio. (B) Risk difference.

Supplementary figure 23. Flowchart of study selection for restarting of antiplatelet agent in antiplatelet

user with peptic ulcer bleeding. RCT, randomized controlled trial.

Supplementary figure 24. Flowchart of guideline selection for restarting of anticoagulant in long-term

anticoagulant user with peptic ulcer bleeding; RCT, randomized controlled trial.

Supplementary figure 25. Flowchart of study selection for preventive effect of peptic ulcer bleeding by

combination of antiulcer agent in anticoagulant users.

Supplementary figure 26. Proton pump inhibitor and dicumarinics-related upper gastrointestinal
bleeding. The size of each square is proportional to the study’s weight. Diamond is the summary
estimate from the pooled studies (random effect model). PPI, proton-pump inhibitor; GIB,

gastrointestinal bleeding.

Supplementary figure 27. Histamine 2 receptor antagonist and dicumarinics-related upper
gastrointestinal bleeding. The size of each square is proportional to the study’s weight. Diamond is the
summary estimate from the pooled studies (random effect model). H2RA, histamin-2 receptor

antagonist; GIB, gastrointestinal bleeding.
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Supplementary figure 28. Sensitivity analysis according to the modifier. Upper panel: PPl and
dicumarinics-related upper GIB excluding study by Mass6 Gonzélez EL et al. Lower panel: H2RA and
dicumarinics-related upper GIB excluding study by Mass6 Gonzéalez EL et al. The size of each square
is proportional to the study’s weight. Diamond is the summary estimate from the pooled studies (random
effect model). PPI, proton-pump inhibitor; H2RA, histamin-2 receptor antagonist; GIB, gastrointestinal

bleeding.

Supplementary figure 29. Acid suppressants on dabigatran-related gastrointestinal bleeding. The size
of each square is proportional to the study’s weight. Diamond is the summary estimate from the pooled

studies (random effect model). GIB, gastrointestinal bleeding.
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Table 1. Strength of Recommendation

Strength of recommendation
Strong for

Interpretation

The benefit of the intervention is greater than the
harm and the level of evidence is high, which is
strongly recommended in most clinical situations.

Weak for

The benefit of the intervention may vary depending
on the clinical situation of the intervention or the
patient/social value, and is recommended to be used
selectively or conditionally.

Strong against

The harm of the intervention is greater than the
benefit and the level of evidence is high or the size
of effectiveness is unclear and the level of evidence
is low, which is recommended not to be used.

Weak against

The harm of the intervention may vary depending on
the clinical situation of the intervention or the
patient/social value, and is recommended not to be
used selectively or conditionally.

Insufficient

Evidence to judge the size of effectiveness of the
intervention or the level of evidence is insufficient,
and it is not possible to decide whether or not to
recommend until further research evidence is
accumulated.
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Table 2. Level of Evidence

Quality level Interpretation

High We are very confident that the true effect lies close to that of the
estimate of the effect.

Moderate We are moderately confident in the effect estimate. The true effect is
likely to be close to the estimate of the effect, but there is a possibility
that it is substantially different.

Low Our confidence in the effect estimate is limited. The true effect may be
substantially different from the estimate of the effect.

Very low We have very little confidence in the effect estimate. The true effect is

likely to be substantially different from the estimate of effect.
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Table 3. Recommendations NSAID Use according to Risk of NSAID-induced Ulcer and Cardiovascular disease

Risk of NSAID-induced ulcer or complication

Low

High
- Old age
- Peptic ulcer history
- Use of high dose of NSAID
- Concomitant use of aspirin, anti-platelet agent, anticoagulant, or
steroid

Use non-selective COX
inhibitors

(1) Use selective COX-2 inhibitors, or
(2) Add proton pump inhibitors to non-selective COX inhibitors

Risk of Low
cardiovascular
disease High*

Add proton pump inhibitors to
non-selective COX inhibitors

(1) Avoid NSAIDs, if possible
(2) Add proton pump inhibitors to non-selective COX inhibitors, if
NSAIDs cannot be stopped

*Aspirin, anti-platelet agent, or anticoagulant users for prevention of serious cardiovascular events
NSAID, nonsteroid anti-inflammatory drug; COX, cyclooxygenase
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Table 4. Recommendation of Restarting Antiplatelet Agents according to
Classification of Medicine

Antiplatelet Level of Level of
Patents agents Recommendation recommendation evidence
Antiplatelet Aspirin Restart after Strong High
use for endoscopic
secondary hemostasis
prophylaxis of
known Other agents Restart after Strong Low
cardiovascular (€-9. P2Y12  endoscopic
disease receptor hemostasis

inhibitor)

Dual Restart aspirin after  Strong Low

antiplatelet endoscopic

therapy hemostasis.

(DAPT) _

Early cardiology

consultation for
resuming the
second antiplatelet

agent.
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Table 5. Indications of Heparin Bridging for Temporary Discontinuation of
Warfarint3

Non-valvular atrial fibrillation with a CHA2DS2-VASc score >5*

Metallic mitral valve
Prosthetic valve with atrial fibrillation
<3 months after VTE

Severe thrombophilia (protein C or protein S deficiency,antiphospholipid syndrome)

*CHA2DS2-VASc, congestive heart failure (1 point), hypertension (1point), age =75
years (2 points), diabetes mellitus (1 point), stroke, transient ischemic attack, or
thromboembolism (2 points), vascular disease (1 point), age 65-74 years (1 point),
female sex (1 point).117:118 VTE, venous thromboembolism.
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Table 6. Thrombotic Risk according to Cardiac Events!!3

Thrombotic risk category Cardiac events

Very high ACS or PCI <6 weeks
High ACS or PCI 6 weeks—6 months ago
Moderate to low ACS or PCI >6 months ago;

stable coronary artery disease

New generation drug-eluting stents and bare metal stents carry similar thrombotic risks.
The risk is highest within the first 6 weeks of PCI. The risk remains high from 6 weeks
to 6 months, then remains constant thereafter.120:12

ACS, acute coronary syndrome; PCI, percutaneous coronary intervention
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Table 7. Summary of Statement of Clinical Guidelines for Drug-induced Peptic Ulcer
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