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Supplementary Figure. Forest plots showing the association between risk factors and GIB (from $1-S49).

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Chanetal 2015 09049 02031 11.2% 247 [1.66, 3.68] -
Chenetal 2014 0.9435 0.3884 8.2% 257 [1.20,5.80]
Ferroni etal 2022 {13 08278 02655 10.3% 2.291[1.36, 3.85) -
Ferroni etal 2022 {23 0.3882 02523 10.5% 1.481[0.90, 2.47] T
Kato et al 2016 02761 01358 123% 1.32[1.01,1.77] ™
Lauffenburger et al 2015 (13 1.0003 02738 101% 272 [1.64, 465 B
Lauffenburger et al 2015 (23 18096 02672 102% 452 [268, 764 —_
Fourakari etal 2016 0034 00237 130% 1.03[0.959, 1.08]
Sandra et al 2021 -0.192 0.3038 9.6% 0.83[0.46,1.50] T
Sherid et al 2015 1.8948 06711 47% 665 [1.79, 24 78]
Total (95% CI) 100.0% 1.95[1.36, 2.79] <>
?et?;ugenem,rl:l T?ru :gfg;gahépz—g;ﬁrnﬁﬁ%fz 9P = 000001y F=89% ID.IZI1 Df1 ] 1'IZI 1EID'
Estior overall efiect. £= 4. - Mo older age Older age
S1. Forest plot showing the association between older age and GIB.
0Odds Ratio 0Odds Ratio
Study or Subgroup _log[Odds Ratio] SE Weight [V, Random, 95% CI IV, Random. 95% CI
hiurata et al 2020 0.0267 00156 F29% 1.03[1.00,1.08]
Youn etal 2018 00393 00203 371% 1.04 [1.00,1.08]
Total (95% CI) 100.0% 1.03 [1.01, 1.06]
Heterogeneity: Taw®*=0.00; Chi*=027, df=1{F =061} F=0% f f T t |
o ~ 0.01 0.1 1 10 100
Testfor overall efiect 2= 2.55 (F = 0.01) Mo age (for each 1-yearincrease) Age (for each 1-yearincrease)
S2. Forest plot showing the association between age: for each 1-year increase and GIB.
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Randem, 95% CI IV, Random, 95% CI
Sherwood et al 2015 01076 0.0252 100.0% 111 [1.06,1.17]
Total (95% CI) 100.0% 1.11[1.06, 1.17] ¥
Heterogeneity: Mot applicable f t 1 f {
e . 0.01 01 1 10 100
Testfor overall effect 2= 4.27 (F = 0.0001) Mo age (for each S-yearincrease) Age (for each S-yearincrease)
S3. Forest plot showing the association between age for each 5-year increase and GIB.
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Coates et al 2021 0.3639 01806 100.0% 1.44[1.01, 2.08]
Total (95% CI) 100.0% 1.44 [1.01, 2.05]
Hetarogeneity, Mot applicable ‘ ‘ ! ‘ ‘
o _ n.01 01 1 10 100
Testfor overall effect: 7= 2.01 (F=0.04) =120kg =120kg

S4. Forest plot showing the association between obesity and GIB.
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Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Delaney etal 2007 04084 00372 226% 1.51[1.40,1.62] u
Fanning etal 2020 -0.6504 02926 11.7% 0.52[0.29 093] -
Ferroni et al 2022 -0.395 018923 162% 0.67 [0.46, 0.98] —
Lauffenburger etal 2015 0.2488 01008 206% 1.28[1.05,1.56] =
Maruyarma et al 2018 -1.2629 053058 5.5% 0.28([0.10,0.80 -
Sherid etal 2014 -1.0046 0.8521 25% 0.37 [0.0F,1.99] —
Sherwood etal 2015 01873 00905 21.0% 1.2 [1.01,1.44] =
Total (95% CI) 100.0% 0.95 [0.72, 1.26] *
Heterogeneity: Tau®= 0.03: Chi®= 44.56, df= & (P < 0.00001); F= 87% I = ! = 1
Testfor overall effect Z=036(F =072 0.01 01 ! e 100

Female Male
S5. Forest plot showing the association between sex and GIB.
Odds Ratio Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% CI
1.8.1 INR=2.1
Chenetal 2014 0.717a 0D36AT  F521% 2.06[1.00,4.20 _._
Subtotal (95% CI) 75.2% 2.05[1.00, 4.20] -
Heterogeneity: Bot applicable
Testfor overall effect £=196 (P=0.0%9)
1.8.2 INR-=4
Mantsupawat et al 2017 14076 06331 24 8% 4090117, 14.27] - &
Subtotal (95% CI) 24.8% 409 [1.17, 14.27] —enspiiiin——
Heterogeneity: Bot applicable
Testfor overall effect F=2.21 (P=003
Total (95% Cl) 100.0% 2.43[1.30, 4.53] i
Heterogeneity: Taw®=0.00; Chi*=0.88 df=1 (P =0.348);F=0% 'D.D1 D!1 ] 1'D 1DDI

Testfor overall effect £= 280 (P=0.008)
Testfor suboroup differences: ChifF=088.df=1 (FP=033. F=0%

S6. Forest plot showing the association between INR and GIB.

Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI

Favours [experimental] Favours [contral]

Oilds Ratio
IV, Random, 95% CI

Mantsupawat et al2017 1.7669 07637 47.2% 5.85[1.31, 26.14]
Sandra etal 2021 -1.2366 02731 528% 029017, 0.50]
Total (95% CI) 100.0%  1.20 [0.06, 22.63]

Heterogeneity Tau®=4.18; Chif=13.71, df=1{P=0.0002}; F=93%
Test for overall effect: £= 012 (F = 0.90)

S7. Forest plot showing the association between HasBled-Score > 3 and GIB.
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0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV. Random. 95% CI IV, Random, 95% CI
FPourakari et al 2016 -06143 0ETBY  49% 0.54[0.14, 2.08] —
Shimomura et al 2017 1.9042 0.54E66 T1% B.71 [2.30,19.60]
Sandra etal 2021 04089 0313 163% 1.81 [0.81, 2.78] T
Lauffenburger et al 2015 0Aa13 0182 31.5% 167 [1.24, 2.248] R
Schauer et al 2004 04776 00757 401% 1.61 [1.39, 1.87] u
Total (95% CI) 100.0% 1.69[1.24, 2.31] L 2
Heterogeneity: Tau®= 0.08; Chi*= 9.46, df = 4 (P = 0.05); F= 58% |:|_|=:||:|5 0?1 7 110 zén

Testfor overall effect: 2= 3.30 (P = 0.0010) Mo kidney disease Kidney disease

S$8. Forest plot showing the association between kidney disease and GIB.

Oids Ratio Oids Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% CI
Chenetal 2014 1.9459 06382 477% F.00[2.00 24.80] — &
Shimomura etal 2017 1.7269 06104 52.3% 8.62[1.70 18.60] ——
Total (95% CI) 100.0%  6.24 [2.63, 14.83] -
e z_ . 2 — — E= | } } |
Heterogeneity: Tau®=0.00; Chi*= 0.06, df=1 (P = 0.80); F= 0% 0.01 01 1 10 100

Testfor overall effect: £=4.15 (P = 0.0001) Mo cirthosis  Cirrhosis

S9. Forest plot showing the association between cirrhosis and GIB.

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Delaney et al 2007 189468 019581 100.0% TO01[478, 1027
Total (95% CI) 100.0%  7.01[4.78, 10.27] <>
L . I I I |
Heterageneity: Mot applicable IIZI.IZI1 EIH ] 1'0 1IZIEII

Testfor overall effect Z=9.93 (F = 0.00001} Mo liver failure  Liver failure

$10. Forest plot showing the association between liver failure and GIB.
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Odds Ratio Odds Ratio
Study or Subgroup lon[Odds Ratio] SE Weight IV, Random, 95% Cl IV, Random, 95% CI
1.14.1 Chronic Heart Failure
Schauer et al 2005 02718 00947 53.2% 1.31[1.09,1.58] L
Subtotal (95% CI) 53.2% 1.31[1.09, 1.58] L4
Heterogeneity: Mot applicable
Testfor overall effect: £= 2.87 (P =0.004)
1.14.2 Congestive Heart Failure
Ferronietal 2022 02273 01109 388% 1.26[1.01,1.56] -
Lauffenburger etal 20145 0.3745 02448 8.0% 1.45[0.90, 2.349] T
Subtotal (95% CI) 46.8% 1.29 [1.06, 1.57] *
Heterogeneity: Tau®= 0.00; Chi®=0.30, df=1 {F=058), F=0%
Testfor overall effect £=2.50 (P =0.01)
Total (95% CI) 100.0% 1.30 [1.14, 1.49] +
Heterogeneity: Tau®= 0.00: Chi*=0.32, df= 2 (P = 0.85); F= 0% 1001 0?1 ] 1=u mu’

Test for overall effect £=3.80 (P =0.0001)
Testfor subaroup differences: Chi®= 0.02. df=1 (P = 0.89). F=0%

S11. Forest plot showing the association between heart failure (HF) and GIB.

Mo heartfailure Heartfailure

Odds Ratio Odds Ratio
Study or Subgroup loglOdds Ratio] SE Weight NI, Random, 95% CI IV, Random, 95% CI
1.49.1 Bleeding
Lauffenhurger etal 2014 02761 01358 539% 1.3211.01,1.72] -
Suhbtotal (95% CI) 53.9% 1.32 [1.01,1.72] . g
Heterogeneity; Mot applicable
Test for overall effect, £=2.03 (F=0.04)
1.49.2 History of bleeding
Ferrani et al 2022 11831 0287 461% 26 1[1.86, 573 ——
Subtotal {95% CI) 46.1% 3.26 [1.86, 5.73] -~
Heterogeneity: Mot applicable
Testfor aoverall effect £= 412 (F = 0.0001)
Total (95% CI) 100.0% 2.00 [0.83, 4.86] R o
Heterogeneity, Tau®= 0.36; ChiF= 816, df=1 (P = 0.004); F= 88% 'D.D1 DH ] 1'0 1|Z|D'

Testfor overall effect £ =154 (F=012)
Test for subaroun differences: Chif=816. df=1 (P=0.004) F=87.7%

$12. Forest plot showing the association between bleeding and GIB.

Favours [experimentall Favours [contral]

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Ferrani et al 2022 08008 03508 100.0% 223112, 443
Total (95% CI) 100.0% 2.23[1.12,4.43] -
Heterogeneity: Mot applicakle 'D_m D!1 i 1ID 1DD'

Test for averall effect: Z=2.28 (P =0.02)

$13. Forest plot showing the association between myocardial infarction and GIB.

www.kjim.org
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Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% Cl
1.50.1 GFR. 50-80
kalil etal 2016 10819 04423 827% 295124, 7.02 —.—
Subtotal (95% CI) 82.7% 2.95[1.24,7.02] e
Heterogeneity: Mot applicable
Testfor overall effect Z= 245 (P =0.01)
1.50.2 GFR. =30
Sherid etal 2015 1.5114 09665 17.3% 453068 30.14]
Suhbtotal (95% CI) 17.3%  4.53[0.68, 30.14] ——ee———
Heterogeneity: Mot applicable
Testfor overall effect Z=156(F=0123)
Total (95% CI) 100.0% 3.18[1.44, 6.99] -~

Heterogeneity: Tau®= 0.00; Chi*= 016, df=1 (P=069; F=0% IIZI 01 D=1 ] 1IIZI 100
Test for overall effect Z=2.88 (P=0.004) ' _— " P )

F ) tal] F trol
Test for subaraun diferences: Chit= 016, df=1 (P = 0.65), F= 0% avours [pxperimental] Favours [control)

S14. Forest plot showing the association between renal failure and GIB.

0Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random., 95% CI IV, Random, 95% CI
Lauffenhurger etal 2014 0.31 01095 100.0% 1.36 [1.10, 1.69] -
Total (95% CI) 100.0% 1.36 [1.10, 1.69] L 2
Heterageneity: Mot applicahle 'D.D1 D!1 ] 1ID 1DD'

Testfor overall effect 2= 2.83 (F = 0.00%) Mo coronary artery disease Coronary artery disease

S15. Forest plot showing the association between coronary artery disease and GIB.

Odds Ratio Odds Ratio
Study or Subgroup lon[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random. 95% CI
Lauffanburger etal 2015 1.55677 04593 100.0% 4.75[1.93,11.68]
Total (95% CI) 100.0%  4.75[1.93, 11.68] -~
it i } } T } |
Heterogeneity: Mot applicahle 001 0 ] 10 100

Testfor overall efiect 7= 3.30 (F = 0.0007) Mo helicobacter pylori infection  Helicobacter pylori infection

S$16. Forest plot showing the association between helicobacter pylori infections and GIB.

Odds Ratio Odds Ratio
Study or Subarou log[Odds Ratio] __ SE_ Weight IV, Random, 95% Cl IV Random, 95% Cl
nawatawong et al 2018 15846 0.707 100.0% 488 [1.22,19.50] ——
Total (95% CI) 100.0%  4.88[1.22, 19.50] =TT
Heterogeneity, Mot applicable o o ; . o

Testfor overall effect: 2= 2.24 (P = 0.03) Mo hematochezia Hematochezia

S17. Forest plot showing the association between hematochezia and GIB.
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Odds Ratio Odds Ratio
Study or Subgroup lon[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Lauffenburger etal 2015 0.226 013 456% 1.26[0.87,1.62]
Sherwood etal 2015 06283 00942 544% 1.70[1.41, 2.04] n
Total (95% CI) 100.0% 1.48 [1.10, 1.98] <
et e N R
F£=2.58 (P =0.010) Mo anemia Anemia
S$18. Forest plot showing the association between anemia and GIB.
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Sherwood et al 2015 04704 01385 100.0% 1.60[1.22,2.10] .
Total (95% CI) 100.0% 1.60 [1.22, 2.10] “
Heterogeneity, Mot applicakle ; f ’ 1
o _ 0.01 0.1 1 10 100
Testfor overall effect: Z=3.40 (P = 0.0007) Mo history of sleep apnea  History of sleep apnea
$19. Forest plot showing the association between history of sleep apnea and GIB.
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight [V, Random, 95% CI IV, Random, 95% CI
Schauer et al 2005 017394 00765 100.0% 1.201[1.03,1.35]
Total (95% CI) 100.0% 1.20[1.03, 1.39]
et or oeral sTect 2o 235 (- 002 bor o 1' 1010
=T T Mo Psychiatric illness  Psychiatric iliness
S$20. Forest plot showing the association between psychiatric illness and GIB.
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Lauffenburger etal 2014 04296 02338 13.7% 1.14[0.72,1.80]
Schauer et al 2005 0.2025 0.0932  BE.3% 1.22[1.02,1.47]
Total (95% CI) 100.0% 1.21[1.02, 1.44]
Heterogeneity: Chi*=0.08, df=1 (P =077 F= 0% f t f f {
o N 0.01 0 1 10 100
Testfor overall effect 2= 2.24 (F = 0.03) Mo venous thromboembolism Venous thromboemhbolism
S21. Forest plot showing the association between venous thromboembolism and GIB.
0dds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Ferroni etal 2022 1.532 03702 46.6% 463 [2.24, 9.56] —a—
Laufienburger etal 2015 02431 01556 53.4% 1.28([0.94,1.73] -
Total (95% CI) 100.0% 2.33 [0.66, 8.20] —wen R ——
Heterogeneity: Tau®=0.74; Chi*=10.30, df=1 (P=0.001); F= 80% ID.D1 D!'I ] 1'0 1DDI

Testfaraverall effect: Z=1.31 (F=0.19)

Mo peripheral vascular disease Peripheral vascular disease

$22. Forest plot showing the association between peripheral vascular disease andGIB.
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https://doi.org/10.3904/kjim.2023.098


www.kjim.org

|
Ma F, et al. Gastrointestinal hemorrhage KJ I MW

Odds Ratio Odds Ratio
or Subgrou log[Odds Ratio SE Weight IV, Random, 95% CI IV, Random. 95% CI
Faourakari etal 2016 0.6782 0.779 100.0% 1.97 [0.43, 9.07]

Total (95% CI) 100.0% 1.97 [0.43, 9.07] "“
1

Heterogeneity: Mot applicable I

PR _ 0.01 0.1 10 100
Testfor overall effiect 2= 0.87 (P = .35) Mo mechanical valve implant  Mechanical valve implant

$23. Forest plot showing the association between mechanical valve implant and GIB.

Odds Ratio Odds Ratio
Study or Subaroup  log[Odds Ratio] SE  Weight IV, Random, 95% CI IV, Random, 95% CI
Schauer et al 2005 02729 01429 100.0% 1.31[0.99,1.74]
Total (95% CI) 100.0% 1.31[0.99, 1.74]
Heterageneity: Mot applicable IEI.E|1 EIH 'i 1'0 mu'

Testfor overall effect: Z=1.91 (P = 0.08) Mo liver disease  Liver disease

S24. Forest plot showing the association between liver disease and GIB.

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE_ Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Lauffenburger et al 2015 018589 010582 301% 1.20([098,1.48]
Schauer etal 2005 00301 00691 69.9% 1.03([0.90,1.18]
Total (95% Cl) 100.0% 1.08 [0.96, 1.21]
Heterageneity, Chi*=1.53, df=1 (P=0.22) F= 35% IIZI.EI1 IZI!1 1' 1'0 1EIIZI'

Test for overall effect: Z=1.33{P=0.18) Mo diabetes Digbetes

$25. Forest plot showing the association between diabetes and GIB.

Odds Ratio Odds Ratio
Study or Subgroup loglOdds Ratio] SE_ Weight IV, Random, 95% CI IV, Random, 95% CI
Sherwood etal 2014 02625 0109 G0.9% 1.30[1.05, 1.61]
Shimomura etal 2017 1.3762 05305 391% 296 [1.40 11.20] — &
Tatal (95% CI) 100.0% 2.01[0.69, 5.83]

Heterogeneity: Tau®= 047, Chi®= 423, df=1 (P=0.04); = FE% ! i ! ' !

Testfor overall effect: £2=1.28 (F = 0.20) 0.01 D'1ND COPD1 COFD e 100

$26. Forest plot showing the association between COPD and GIB.

https://doi.org/10.3904/kjim.2023.098 www.kjim.org


www.kjim.org

KJIM™

The Korean Journal of Internal Medicine. 2023 Dec 8. [Epub ahead of print]

Odds Ratio Odds Ratio
Study or Subdrou log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI

Chan etal 2015 0.8365 0.2065 B.6E% 2.31 [1.54, 3.48] -

Chen etal 2014 16223 05002 59% 5.06 [1.90, 13.50]

Ferroni etal 2022 0.6346 0.3949 B.2% 1.89 [0.87, 4.09] T

Garcia etal 2018 (13 05394 03522 B.3% 1.71 [0.86, 3.42] T

Garcia etal 2019 (23 11397 02356 B.E% 313 [1.97, 4.96] —_—

Garcia etal 2018 (33 12313 02685 B5% 3.43[2.02, 5.81] e

Garcia etal 2013 (43 1.6982 03928 B.2% 5.46[2.53, 11.80]

Maruyama etal 2018 (13 33712 07083 A.2% 2911 [7.26, 116.68] I —
Maruyama etal 2018 (23 27199 07943  4.9% 15.18[3.20, 72.00]

Nartsupawat et al 2017 3.2238 11105 3.9% 2512 [2.85,221.48] d
Pourakari etal 2016 47113 07306 5.1% 111.20 [26.56, 465.56] —_—
Sandra et al 2021 0.8845 04022 B.2% 2.42[1.10,5.33] —_—

Shetid etal 2014 1.431 0.9807  4.3% 4.18 [0.61, 28.59]

Sherid etal 2015 27408 0.0005 B.8%  15.50[15.48 15.51] -

Sherwood etal 2015 0.7488 01359 B7% 211 [1.62, 2.76] -

Shirnormura et al 2017 06148 03399 B.4% 1.85 [0.95, 3.60] T

Youn etal 2018 17802 044 B1% 5.93 [2.50, 14.09]

Total (95% Cl) 100.0% 5.26 [2.76, 10.05] e

Heterogeneity, Tau®=1.60; Chif= 532.22, df= 16 (P < 0.00001); = 97% Iu.m 0?1 ; 150 mul

Testfor overall effect: Z=5.03 (P = 0.00001)

Mo history of peptic ulcer!GIBE  History of peptic ulcer/GIB

S27. Forest plot showing the association between history of peptic ulcer/GIB and GIB.

Study or Subgroup __log[Odds Ratio]

0dds Ratio
SE Weight [V, Random. 95% C|

Odds Ratio
IV, Random, 95% CI

Murata et al 2020 03214 01195 100.0%

Total (95% CI)
Heterogeneity: Mot applicable
Test for averall effect: 7= 269 (P = 0.007)

100.0%

1.38[1.08,1.74]

$28. Forest plot showing the association between creatinine level (per 1 mg/dL increase) and GIB.

Odds Ratio
Study or Subgroup log[Odds Ratio] SE_Weight IV, Random, 95% CI

Sherwood etal 2015 0.0888 00254 100.0% 1.10[1.08,1.18]

Total {95% Cl)
Heterogeneity: Mot applicable
Testfor overall effect: 2= 3.88 (P =0.0001)

100.0%

1.10[1.05, 1.16]

$29. Forest plot showing the association between diastolic BP and GIB.

Odds Ratio
Study or Subaroup loa[Odds Ratio SE Weight IV. Random, 95% CI

Sherwood etal 2015 00616 00264 100.0% T.06[1.01,112]

Total (95% CI)
Heterogeneity: Mot applicable
Testfor overall effect Z= 233 (P =0.02)

100.0%  1.06[1.01,1.12]

1.38[1.09, 1.74] &>
| ; ; |
) } T } {
0.01 0.1 1 10 100
Mo creatinine increase(per ma/dL) Creatinine increase(per maldL)
0dds Ratio
IV, Rantom, 95% Cl
¢
001 01 1 10 100
Mo diastolic BP (for each 5 mm Hg decrease to =80 mm Hg) Diastolic BP (for each 8 mm Hg decrease to <80 mm Ha)
Odds Ratio
IV, Random, 95% CI
001 0 1 10 100

Mo creatinine clearance (for each 5-U decrease to <60 mlimin)  Creatinine clearance (for each 5-U decrease to

$30. Forest plot showing the association between creatinine clearance < 60 ml/min and GIB.

www.kjim.org
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Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight [V, Random, 95% CI IV, Random, 95% CI
Aisenherg etal 2018 02672 00971 21.458% 1.31[1.08, 1.58] =
Chan etal 2015 0418 01982 20.0% 1.62[1.03, 2.24] =
Celaney et al 2007 1.8682 0.2149 187% 6.48 [4.25 9.87] —_—
Douros etal 2019 0142 01737 204% 1.15[0.82,1.67] i
Sherid etal 2015 1.0297 0273 184% 2.80[1.64,478] -
Total (95% CI) 100.0% 2.07 [1.17, 3.66] -
Heterogeneity: Tau?= 0.38; Chi*= 54,45, df= 4 (P = 0.000013; F= 93% l t l !
Testfﬂ?nverzl effect Z= 2I.5IJ (F= EI.D1)I ( ’ 0.0t R q'1 . ! SR 1IJ 100
Mo concomitant use of aspirin Concomitant use of aspirin
S31. Forest plot showing the association between concomitant use of aspirin and GIB.

Odds Ratio Odds Ratio
Study or Subgroup loglOdds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
1.52.1 NSAID use
Delaney et al 2007 €1} 1.5657 0.27453 9.5% 4 TH[279 8.21] -
Celaney et al 2007 {2) 1.530F7 05809 3.0% 4 62[1.48,14.43]
Delaney et al 2007 {3} 0.3851 00433 243% 1.47[1.35,1.60] =
Maruyarma et al 2018 25285 0E9R6 22% 1283 [3.20,44910]
Clzenetal 2019 {1} 0.6479 01538 16.2% 1.91 [1.40, 2.61] —
Clsenetal 2019 {2} 0.A901 02038 13.2% 1.80[1.21, 2.649] -
Sherid etal 2015 0.2601 04615 4.4% 1.30[0.52 3.20] I
Subtotal (95% CI) 72.7% 2.37 [1.61, 3.50] -
Heterogeneity: Tau*= 017, Chi®*= 3322, df= 6 (P = 0.000013;, F= 82%
Test for averall effect: £= 4 36 (F = 0.0001)
1.52.2 Paracetamol use
Celaney etal 2007 0.3851 00433 243% 1.47 [1.35,1.60] =
Subtotal (95% CI) 24.3% 1.47 [1.35, 1.60] +
Heterogeneity: Mot applicable
Test for averall effect £=8.89 (F = 0.00001)
1.52.3 COX-2 inhibitor use
Celaney etal 2007 1.5307 05808 3.0% 4 62[1.48 14.43] -
Subtotal (95% CI) 3.0%  4.62[1.48, 14.43] gl
Heterogeneity; Mot applicable
Test far averall effect Z= 264 (F = 0.008)
Total (95% CI) 100.0% 1.97 [1.59, 2.42] L 2
Heterogeneity, Tau?= 0.05; Chi®= 3786, df= 2 (F = 0.000013; F= 79% ID.D1 Df1 ] 1ID 1DEII

Test for averall effect 2= 6.32 (P = 0.00001)
Testfor subaroup differences: Chif=9.29. df= 2 {(F=00100. F=78.5%

$32. Forest plot showing the association between concomitant with NSAID and GIB.
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Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Douros etal 2015 1) 0.0804 01485 138% 1.08 [0.81,1.458] T
Douros etal 2019 {23 01691 0,233 111% 1.181[0.75, 1.87] T
Douros etal 2015 {3) 01245 0.2987 9.2% 113 [0.63, 2.04] -
Douros etal 2015 (4) 0093 01v03 13.1% 1.10[0.79, 1.54] T
Lauffenburger et al 2014 04026 01167 14.8% 1.50[1.19, 1.88] -
Maruyama et al 2018 21464 05883 4.0% 8.485[2.70, 27.10] I
nawarawong et al 2018 -1.124 0.5083 a.0% 0.32 (012, 0.88] -
Sandra et al 2021 0841 04531 5.8% 2.32 [0.95, 5.64] I
Sherid etal 2014 200158 09636 1.8% TAOD[1.12, 48.82]
Sherid etal 20145 08243 06721 3.3% 2.52 [0.68, 9.41] -
Sherwood et al 2015 04064 01872 12.3% 1.50[1.02, 2.21] _'_
Younetal 2018 1.1383 0.4608 a.7% 32 [1.27, 7.70] -
Total (95% CI) 100.0% 1.45[1.11, 1.90] . 4
Heterngeneity: Tau?= 0.11; Chi*= 31.72, df= 11 (P = 0.0008); F= 65% ; ' i

01 10

o ~ 0.01 1 100
Testfor overall effect Z=2.75 (P = 0.006) Mo antiplatelet agent use  Antiplatelet agent use
$33. Forest plot showing the association between antiplatelet theapy and GIB.
Odds Ratio Odds Ratio
Study or Subgroup logjOdds Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Gandhi etal 2021 (1) 03337 01652 46.9% 1.40[1.01,1.93] i
Gandhi etal 2021 (2} 03238 01755 41.6% 1.391[0.98,1.94] i
Gandhi etal 2021 (33 -0.2888 03332 11.48% 0.75[0.39,1.44] I
Total (95% CI) 100.0% 1.29 [1.04, 1.62] o
?et?;ngenemrl:l C? T;?dz ng:PQEPD:DgH); F=34% ID.D1 D!1 'IID 1DD'
estioroverall effect 2= 2.28 (P =0.02) Mo concomitant use of dronedarone  Concomitant use of dronedarone
S34. Forest plot showing the association between concomitant use of dronedarone and GIB.
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Holm etal 2020 (13 042307 02006 285% 1.84[1.02,2.32 -
Haolm etal 2020 (23 0363 01585 G4.6% 1.44[1.06,1.95] —
Total (95% CI) 100.0% 1.47 [1.15, 1.88] . 4
-I=310(F=0002 Mo CYP3A4 and/or P-gp-inhikitors use CYP3A4 andiar P-gp-inhibitors use
S35. Forest plot showing the association between conbination of CYP3A4 and/or P-gp-inhibitors and GIB.
Odds Ratio Odds Ratio
Study or Subgroup loglOdds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Lauffenburger et al 20145 04026 01167 100.0% 1.50 [1.19, 1.88]
Total (95% CI) 100.0% 1.50[1.19, 1.88] *
Heterogeneity, Mot applicable I : ' : !
geneity PP 0.01 0.1 1 10 100

Test for overall effect: £=3.45 (P = 0.0008)

$36. Forest plot showing the association between

www.kjim.org

Mo digoxin use Digoxin use

conbination of digoxin and GIB.
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Odds Ratio Odds Ratio
Study or Subgroup _log[Odds Ratio] SE Weight IV, Random, 95% CI IV. Random, 95% CI
Leanard et al 2016 08274 01797 100.0% 229 [1651, 3.25] BE
Total (95% CI) 100.0% 2.29 [1.61, 3.25] <
Heterogeneity: Mot applicable 'D.El1 D!1 ] 1'E| 1E|E|'

Testfor overall effect Z=4.62 (F = 0.00001) Mo conbination of gemfibrozil Conbination of gemfibrozil

S$37. Forest plot showing the association between conbination of gemfibrozil and GIB.

Odds Ratio Odds Ratio

or Subgrou loglOdds Ratio SE Weight IV, Random, 95% CI IV, Random, 95% CI
Pham etal 2020 {1} 07716 0.2598 23.3% 2.16[1.30, 3.60] —e—
Pham etal 2020 {2} 0.8415 0.2504 251% 2.32[1.42,3.79] —e—
Pham etal 2020 {3} 07719 0.2639 22.6% 216[1.29, 3.63] —
Pham etal 2020 {4} 0.84585 0.2525 24.7% 2.33[1.42,3.87] —
Pham etal 2020 {5} 17024 0BO07  43%  S549([1.67,18.03]
Total (95% Cl) 100.0% 2.33[1.82, 2.98] &>
Heterogeneity Tau®= 0.00; Chi*= 215, df= 4 (P = 0.71): F= 0% =u o 0:1 ] 1=u 1DD=

Testfor overall effect 2= 6.75 (F < 0.00001) Mo verapamil or diltiazem use  Verapamil or diltiazem use

S$38. Forest plot showing the association between conbination of verapamil or diltiazem and GIB.

0dds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% CI I, Random, 95% CI
Sherwood et al 2015 0.3867 0.0794 100.0% 1.47 [1.26,1.72]
Total (95% CI) 100.0% 1.47 [1.26, 1.72] L 2
Heterogeneity: Mot applicahle IIJ.D'I 071 'i 1'D 1DDI

Testfor overall effect: Z= 4.87 (F < 0.00001) Mo long-term ASA use at screening Long-term ASA use at screening

$39. Forest plot showing the association between long-term ASA use at screening and GIB.

0dds Ratio 0Odds Ratio
Study or Subgroup __log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Sandra et al 2021 0.864 04423 100.0% 2.37 [1.00, 5.69]
Total (95% Cl) 100.0% 2.37 [1.00, 5.65] —englir—
ity i } } 1 } }
Heterogeneity, Mot applicable 0005 0 i 10 200

Testfor overall effect Z=1.85 (P = 0.05) Mo concomitant therapy with clopidogrel  concomitant therapy with clopidogrel

S40. Forest plot showing the association between concomitant therapy with clopidogrel and GIB.

Odds Ratio 0Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight IV, Random, 95% ClI IV, Random, 95% CI

Mantsupawat et al 2017 14578 08513 223%  4.30(0.81, 22.79] =

Sandra etal 2021 05638 0456 77.7%  1.76[0.72, 4.30] —|—

Total (95% CI) 100.0%  2.14[0.98,4.72] e —

Heterogeneity: Tau®= 0.00; Chi#= 0.86, df=1 (P = 0.35); F= 0% b o : " 0

Testfor overall efizct Z=1.90 (P = 0.06] No combination of corticosteroid Combination of corlicosteroid

S41. Forest plot showing the association between combination of corticosteroid and GIB.
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Odds Ratio

Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI
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Odds Ratio
IV, Random, 95% CI

Sherid et al 20145 08608 045346 100.0% 237 [0.75,7.44]

Total (95% CI) 100.0% 2.37 [0.75, 7.44] '“*"
Heterogeneity: Mot applicable ; f t 1
S _ 0.01 0.1 1 10 100
Testior overall effect £2=1.47 (F=014) Mo thienopyridines use  Thienopyridines use
S42. Forest plot showing the association between conbination of thienopyridines and GIB.
Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Halt et al 2021 (13 04322 00906 505% 1.54[1.28,1.84] L
Holt et al 2021 (2) 07838 00073 495%  218[1.81, 2.65] &+
Total (95% CI) 100.0% 1.83 [1.30, 2.59] ‘*
e e ey T e |
T - Mo oral glucocorticoid use  Cral glucocorticoid use
S43. Forest plot showing the association between conbination of oral glucocorticoid and GIB.
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI IV, Random, 95% CI
Schauer et al 2005 0.2527 00711 100.0% 1.29[1.12,1.48]
Total (95% CI) 100.0% 1.29[1.12, 1.48] L ]
Heterogeneity, Mot applicakble : I ' I !
o B 0.01 01 1 10 100
Testfor overall effiect 2= 3.55 (P = 0.0004) Mo social risk factors  Social risk factors
S44. Forest plot showing the association between social risk factors and GIB.
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratiol SE Weight IV, Random, 95% CI IV, Random, 95% CI
Delaney et al 2007 13855 0.075 GB7.O0% 4.00[3.45, 463]
Lauffenburger etal 2014 0.9444 02682 330% 287 [1.52, 4.39] ——
Total (95% CI) 100.0% 3.46 [2.30, 5.19] &>
Heterogeneity: Tau®= 0.06; Chi*=2.81,df=1{P=011); F= 0% .y 0 ) 10 o0

Testfor overall effect £=45.98 (P = 0.00001)

S45. Forest plot showing the association between alcohol use and GIB.
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Odds Ratio Odds Ratio
Study or Subagroup log[Odds Ratio] SE Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Delaney et al 2007 02162 0039 827% 1.24[1.149,1.34]

Sherwood etal 20145 03154 00852 17.3% 1.37[1.16,1.62]

Total (95% CI) 100.0% 1.26 [1.18, 1.35]

-

Heterogeneity: Chi*=112, df=1 (P =029 F=11%
Test for overall effect: £= 6.58 (P = 0.00001)

$46. Forest plot showing the association between smoking and GIB.

n.m

0.1 1 10 100
Mo smoking Smoking

Odds Ratio Odds Ratio
Study or Subgroup __log[Odds Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Sherid etal 2014 21163 05439 33.8% 8.30([2.86 24.10] - &
Sherid etal 2015 21708 07557 17.5% B8.77[1.99 3855
Sherid etal 2016 1.0296 04529 487% 2800115 6.80 — &
Total (95% CI) 100.0% 4.94[2.66,9.17] el
Heterageneity: Chi®= 3.06, df=2 (P=0.22), F=35% 'D.D1 071 1' 1'0 1DD'

Test for overall effect Z= 508 (P = 0.00001)

Anticoagulanttreatmenttime =100 days Anticoagulant treatment time =100 days

S47. Forest plot showing the association between anticoagulant treatment time < 100days and GIB.

Odds Ratio

Study or Subgroup  log[Odds Ratio] SE Weight IV, Random, 95% CI

Oulds Ratio
IV, Random, 95% CI

Schauer et al 2005 03468 01424 100.0% 1.41 [1.07,1.87]

Total (95% CI) 100.0% 1.41[1.07, 1.87] ’
Heterogeneity, Mot applicable ’ ’ ' ’ !
e ~ 0.01 0.1 1 10 100
Testfor overall effect 2= 2.44 (F = 0.01) Mo substance abuse Substance abuse
S48. Forest plot showing the association between substance abuse and GIB.
Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE_Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Grahametal 2014 04129 0069 521% 1.51[1.32,1.73] |
Kolb etal 2018 {13 04496 01034 23.2% 1.57[1.28,1.97] -
Kaolb etal 2018 (2) 04808 014523 107% 1.62[1.20, 2.18] -
Kolbetal 2018 (3) 01234 01704 2.8% 1.13[0.81,1.58] T
Kolhetal 2018 (4) 08016 0.2124 5.8% 2.2301.47, 3.38] -
Total (95% CI) 100.0% 1.53 [1.39, 1.69] L]
T P _ _ = — 1 ] ] ]
Heterogeneity, Chi®= 6.50, df= 4 (P = 0.16) IF= 38% b o ] e P

Testfor overall effect 2= 8.54 (F = 0.00001)

$49. Forest plot showing the association between dabigatran 150mg and GIB.
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