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FIGURE LEGENDS

Supplementary Figure 1 Forest plot demonstrating the proportion rates for hemodynamic instability and shock in peptic ulcer bleeding.
PUB: Peptic ulcer bleeding; CI: Confidence interval

Supplementary Figure 2 Forest plot demonstrating the proportion rates for hemodynamic instability and shock in upper gastrointestinal
bleeding. UGIB: Upper gastrointestinal bleeding; Cl: Confidence interval

Supplementary Figure 3 Forest plot demonstrating the proportion rates for hemodynamic instability and shock in colonic diverticular
bleeding. CDB: Colonic diverticular bleeding; Cl: Confidence interval

Supplementary Figure 4 Funnel plot for general gastrointestinal bleeding

Supplementary Figure 5 Funnel plot for upper gastrointestinal bleeding

Supplementary Figure 6 Funnel plot for variceal upper gastrointestinal bleeding

Supplementary Figure 7 Funnel plot for non-variceal upper gastrointestinal bleeding

Supplementary Figure 8 Funnel plot for peptic ulcer bleeding

Supplementary Figure 9 Funnel plot for lower gastrointestinal bleeding

Supplementary Figure 10 Leave-one-out influential analysis for general gastrointestinal bleeding. ClI: Confidence interval
Supplementary Figure 11 Leave-one-out influential analysis for upper gastrointestinal bleeding. Cl: Confidence interval
Supplementary Figure 12 Leave-one-out influential analysis for variceal upper gastrointestinal bleeding. Cl: Confidence interval
Supplementary Figure 13 Leave-one-out influential analysis for non-variceal upper gastrointestinal bleeding. ClI: Confidence interval
Supplementary Figure 14 Leave-one-out influential analysis for peptic ulcer bleeding. Cl: Confidence interval

Supplementary Figure 15 Leave-one-out influential analysis for lower gastrointestinal bleeding. Cl: Confidence interval

Supplementary Figure 16 Leave-one-out influential analysis for colonic diverticular bleeding. Cl: Confidence interval
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TABLES LEGENDS

Supplementary Table 1 Literature search

Supplementary Table 2 Studies removed after full text selection

Supplementary Table 3 Studies removed for overlapping population

Supplementary Table 4 Main characteristics of the included studies

Supplementary Table 5 Results of risk of bias assessment

Supplementary Table 6 Certainty of evidence in general gastrointestinal bleeding. CI: Confidence interval
Supplementary Table 7 Certainty of evidence in upper gastrointestinal bleeding. Cl: Confidence interval
Supplementary Table 8 Certainty of evidence in variceal upper gastrointestinal bleeding. ClI: Confidence interval
Supplementary Table 9 Certainty of evidence in non-variceal upper gastrointestinal bleeding. Cl: Confidence interval
Supplementary Table 10 Certainty of evidence in peptic gastrointestinal bleeding. Cl: Confidence interval
Supplementary Table 11 Certainty of evidence in lower gastrointestinal bleeding. ClI: Confidence interval
Supplementary Table 12 Certainty of evidence in colonic diverticular bleeding. CI: Confidence interval
Supplementary Table 13 Definitions of hemodynamic instability among the included studies

Supplementary Table 14 Definitions of shock among the included studies
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Supplementary Figure 1 Forest plot demonstrating the
proportion rates for hemodynamic instability and shock in
peptic ulcer bleeding. PUB: Peptic ulcer bleeding; CI:
Confidence interval



Study Event uGIB Proportion 95% CI

Hemodynamic instability on admission H
Bunchomtavakul etal®®2017 32 286 = 0.11 [0.08; 0.15]

Li et al92019 136 793 ] 0.17 [0.15; 0.20]
Yap et al®i2013 23 76 = 0.30 [0.21; 0.41]
Adamopoulos et a*12003 70 190 - 0.37 [0.30; 0.44]
Minakari et al*12017 1889 4747 0.40 [0.38; 0.41]
Ntagirabiri etal22012 27 61 _ 0.44 [0.33; 0.57]
Sheibani et al*2013 48 106 —_— 0.45 [0.36; 0.55]
Elsebaey etal*22018 162 286 — 0.57 [0.51; 0.62]
—_—

Shock on admission

El Mekkaoui etal12011 26 1303 0.02 [0.01; 0.03]
Kaviani et al*12010 26 572 0.05 [0.03; 0.07]
Park et al®12016 39 703 0.06 [0.04; 0.08]
Sayhan et d™2012 14 194 -— 0.07 [0.04; 0.12]
MacLeod etal*1982 29 389 - 0.07 [0.05; 0.11]
Rivory et al*92014 12 145 - 0.08 [0.05; 0.14]
Chaabane et a®2011 38 401 - 0.09 [0.07; 0.13]
Lai et al*12018 54 442 - 0.12 [0.09; 0.16]
Clason et a®11986 59 326 B ol 0.18 [0.14; 0.23]
Chandnani et al%12019 64 300 B 0.21 [0.17; 0.26]
Dewan et al*12014 26 120 L, 0.22 [0.15; 0.30]
Vivas etal®2001 20 91 . 0.22 [0.15; 0.32]
Shih et al®12018 45 202 X 0.22 [0.17; 0.29]
Sereda et al®1977 124 513 i 0.24 [0.21; 0.28]
Pauwels etal*11996 46 119 —_— 0.39 [0.30; 0.48]
Wordenhoff etalt21982 17 36 —_— 0.47 [0.32; 0.63]
Chirapongsathorn et a®12021 858 1144 0.75 [0.72; 0.77]
=

Shock during hospitalization

Scibellietal2021 294 13440 0.02 [0.02; 0.02]
Siddiqui et a?12019 81180 3190822 0.03 0.03]
Sood et al*12012 17246 398213 0.04 0.04]
Makhlouf et al*92012 15 159 - 0.09 0.15]
Chen et al12003 8 76 —_ 0.11 0.20]
Bilal et a*2019 82 747 0.11 0.13]
Cardenas et d®12001 20 174 —— 0.11 0.17]
Lanas et al*11998 98 736 0.13 0.16]
Asaki etal®1988 182 672 B 0.27 [0.24; 0.31]
Jaka et al*12012 68 240 - 0.28 [0.23; 0.34]
Chi et al¥2021 105 345 - 0.30 [0.26; 0.35]
Noraini et alFu2013 167 478 - 0.35 [0.31; 0.39]
Yadav et al®12021 71 194 —_— 0.37 [0.30; 0.44]
Alexandrino et al®12019 42 102 —_ 0.41 [0.32; 0.51]
Hayat et al*12017 160 361 —_ 0.44 [0.39; 0.49]
Skok et aF?2011 24 54 —_— 0.44 [0.32; 0.58]
Kiefhaber etal*1986 520 1092 0.48 [0.45; 0.51]
Rudolph et 12003 150 220 = 0.68 [0.62; 0.74]

e

Ov erall effect (random model) 104316 3621670 P 0.20 [0.15; 0.27]
Prediction interval [0.02; 0.74]
12 = 100% [100%; 100%] I T T T T 1

Test for subgroup differences: xi =714, df=2 (P =003) 0 0.2 0.4 0.6 0.8 1

Supplementary Figure 2 Forest plot demonstrating the proportion rates for
hemodynamic instability and shock in upper gastrointestinal bleeding. UGIB: Upper
gastrointestinal bleeding; CI: Confidence interval
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Study Event CDB Proportion 95% CI

Shock

Chen et all19812009 3 73 —— 0.04 [0.01; 0.12]
Joaquim et all20312017 6 74 = 0.08 [0.03; 0.17]
Kitagawa et all20412019 13 144 = 0.09 [0.05; 0.15]
Doi et all19912020 16 142 - 0.11 [0.07; 0.18]
Sato et al2051 2021 92 608 = 0.15 [0.12; 0.18]
Fujino et all20012013 37 90 —a 0.41 [0.32; 0.51]

S

Hemodynamic Instability

Gilshtein et all20112016 5 104 = 0.05 [0.02; 0.11]
Ichiba et all20212018 60 282 L 0.21 [0.17; 0.26]
Overall effect (random model) 232 1517 <= 0.12 [0.06; 0.22]
Prediction interval —_— [0.02; 0.53]

1% = 90% [829%; 94%)] I | | | | |
Test for subgroup differences: x2=0.03, df =1 (P = 0.87) 0 02 04 06 038 1

Supplementary Figure 3 Forest plot demonstrating the proportion rates for hemodynamic
instability and shock in colonic diverticular bleeding. CDB: Colonic diverticular bleeding; CI:
Confidence interval
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Supplementary Figure 4 Funnel plot for general gastrointestinal bleeding
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Supplementary Figure 5 Funnel plot for upper gastrointestinal bleeding
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Supplementary Figure 6 Funnel plot for variceal upper gastrointestinal bleeding
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Supplementary Figure 7 Funnel plot for non-variceal upper gastrointestinal bleeding
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Supplementary Figure 8 Funnel plot for peptic ulcer bleeding
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Supplementary Figure 9 Funnel plot for lower gastrointestinal bleeding

12



Study Proportion effect size  95% CI P Std residual Dffits Cook's dist. Covariance ratio Hat value

Omitting Mohan et al'® 2018 024 0.16-0.34 1.00 1.60 0.39 0.14 0.98 0.06
Omitting Parker et af*®12017 024 0.16-0.34 1.00 1.09 0.27 0.07 1.05 0.06
Omitting Catano et af'¥12021 024 0.16-0.35 1.00 0.95 0.24 0.06 1.07 0.06
Omitting Nishida et af®'11992 025 0.16-0.35 1.00 0.65 0.16 0.03 1.09 0.06
Omitting Mehta et af'®12015 025 0.16-0.35 1.00 0.66 0.16 0.03 1.09 0.05
Omitting Oprita et af??12018 025 0.16-0.35 1.00 0.62 0.16 0.03 1.10 0.06
Omitting Robert et af21 2006 025 0.16-0.36 1.00 0.52 0.13 0.02 1.1 0.06
Omitting Lee et al'712012 025 0.16-0.35 1.00 0.52 0.13 0.02 1.10 0.06
Omitting Hampers et al'512002 025 0.16-0.36 1.00 0.30 0.08 0.01 1.12 0.06
Omitting Yap et af??12013 025 0.17-0.36 1.00 0.15 0.04 0.00 1.12 0.06
Omitting Ballester-Clau et af'212018 025 0.17-0.36 1.00 -0.20 -0.05 0.00 1.1 0.06
Omitting Nagata et af?12017 026 0.17-0.37 1.00 -0.35 -0.09 0.01 1.12 0.06
Omitting Sabat et af**! 1998 026 0.17-0.37 1.00 -0.48 -0.11 0.01 1.09 0.05
Omitting Cangemi et at'®12017 026 0.17-0.37 1.00 -0.62 -0.15 0.02 1.10 0.06
Omitting Konecki et al'®12017 026 0.18-0.37 1.00 -0.74 -0.14 0.02 1.05 0.04
Omitting Van Weyenberg et af281 2012 026 0.17-0.37 1.00 -0.72 -0.17 0.03 1.08 0.05
Omitting Trebicka et af?712021 026 0.18-0.37 1.00 -1.03 -0.25 0.06 1.06 0.06
Omitting Siddiqui et af*®12019 029 0.22-0.37 0.90 -4.59 -1.30 0.74 0.50 0.06
Overall effect (random model) - 0.25

12 = 100% [100%; 100%] \ I I 1 T |

Supplementary Figure 10 Leave-one-out influential analysis for general gastrointestinal bleeding. CI: Confidence interval
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Study Proportion effect size 95% Cl P Std residual Dffits Cook's dist. Covariance ratio Hat value

Omitting Chirapongsathorn et af312021 019 0.14-0.251.00 2.21 0.34 0.11 0.94 0.02
Omitting Rudolph et af5812003 0.19 0.14-0.251.00 1.87 0.29 0.08 0.97 0.02
Omitting Elsebaey et al*212018 019 0.14-0.26 1.00 1.42 0.22 0.05 1.00 0.02
Omitting Kiefhaber et al*€11986 0.19 0.14-0.26 1.00 1.10 0.17 0.03 1.02 0.02
Omitting Wordenhoff et al5211982 020 0.14-0.261.00 1.04 0.16 0.02 1.02 0.02
Omitting Sheibani et af6%12013 020 0.14-0.261.00 1.00 0.15 0.02 1.02 0.02
Omitting Hayat et af*312017 020 0.14-0.261.00 0.98 0.15 0.02 1.03 0.02
Omitting Skok et af>12011 0.20 0.14 - 0.26 1.00 0.96 0.15 0.02 1.02 0.02
Omitting Ntagirabiri et af*22012 0.20 0.14-0.26 1.00 0.96 0.15 0.02 1.03 0.02
Omitting Alexandrino et af®12019 020 0.14-0.26 1.00 0.86 0.13 0.02 1.03 0.02
Omitting Minakari et af6%12017 020 0.14-0.26 1.00 0.82 0.13 0.02 1.03 0.02
Omitting Pauwels et af5*11996 020 0.14-0.261.00 0.77 0.12 0.01 1.03 0.02
Omitting Adamopoulos et af3%2003 020 0.14-0.26 1.00 0.71 0.1 0.01 1.04 0.02
Omitting Yadav et af%12021 020 0.14-0.261.00 0.70 0.11 0.01 1.04 0.02
Omitting Noraini et af512013 020 0.14-0.261.00 0.64 0.10 0.01 1.04 0.02
Omitting Chi et af3712021 0.20 0.14 - 0.26 1.00 0.46 0.07 0.01 1.04 0.02
Omitting Yap et af2612013 0.20 0.14-0.26 1.00 0.45 0.07 0.00 1.04 0.02
Omitting Jaka et af*412012 020 0.14-0.27 1.00 0.38 0.06 0.00 1.04 0.02
Omitting Asaki et af3211988 020 0.14-0.271.00 0.33 0.05 0.00 1.05 0.02
Omitting Sereda et af5811977 020 0.15-0.271.00 0.20 0.03 0.00 1.05 0.02
Omitting Shih et aff112018 020 0.15-0.271.00 0.11 0.02 0.00 1.05 0.02
Omitting Vivas et af512001 020 0.15-0.271.00 0.09 0.01 0.00 1.05 0.02
Omitting Dewan et af*012014 020 0.15-0.271.00 0.08 0.01 0.00 1.05 0.02
Omitting Chandnani et af3®12019 020 0.15-0.271.00 0.06 0.01 0.00 1.05 0.02
Omitting Clason et af° 1986 020 0.15-0.27 1.00 -0.11 -0.02 0.00 1.05 0.02
Omitting Li et af*€12019 020 0.15-0.271.00 -0.17 -0.03 0.00 1.05 0.02
Omitting Lanas et af%®1998 020 0.15-0.271.00 -0.42 -0.06 0.00 1.04 0.02
Omitting Lai et al*’12018 020 0.15-0.271.00 -0.50 -0.08 0.01 1.04 0.02
Omitting Cardenas et af*12001 020 0.15-0.271.00 -0.55 -0.08 0.01 1.04 0.02
Omitting Bunchorntavakul et af%82017 0.20 0.15-0.271.00 -0.58 -0.09 0.01 1.04 0.02
Omitting Bilal et af312019 020 0.15-0.271.00 -0.60 -0.09 0.01 1.04 0.02
Omitting Chen et af712003 020 0.15-0.27 1.00 -0.62 -0.09 0.01 1.04 0.02
Omitting Makhlouf et af%12012 020 0.15-0.271.00 -0.73 -0.11 0.01 1.03 0.02
Omitting Chaabane et af%12011 020 0.15-0.271.00 -0.74 -0.11 0.01 1.03 0.02
Omitting Rivory et al5%12014 020 0.15-0.271.00 -0.85 -0.13 0.02 1.03 0.02
Omitting MacLeod et af*®1 1982 020 0.15-0.271.00 -0.96 -0.15 0.02 1.03 0.02
Omitting Sayhan et al™12012 0.20 0.15-0.27 1.00 -0.98 -0.15 0.02 1.02 0.02
Omitting Park et af5® 2016 0.21 0.15-0.27 1.00 -1.24 -0.19 0.04 1.01 0.02
Omitting Kaviani et af*512010 0.21 0.15-0.27 1.00 -1.42 -0.22 0.05 1.00 0.02
Omitting Sood et af%412012 0.21 0.15-0.27 1.00 -1.49 -0.23 0.05 1.00 0.02
Omitting Siddiqui et af2?12019 0.21 0.16 - 0.28 1.00 -2.01 -0.32 0.09 0.96 0.02
Omitting Scibelli et al5712021 0.21 0.16 - 0.28 1.00 -2.16 -0.34 0.11 0.94 0.02
Omitting El Mekkaoui et a*12011 0.21 0.16 - 0.28 1.00 -2.21 -0.34 0.11 0.94 0.02
Overall effect (random model) < 0.20

12 = 100% [100%; 100%] f T I T I 1
0 02 04 06 08 1

Supplementary Figure 11 Leave-one-out influential analysis for upper gastrointestinal
bleeding. Cl: Confidence interval
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Study Proportion effect size 95% Cl P Std residual Dffits Cook's dist. Covariance ratio Hat value

Omitting Chirapongsathorn et af% 2021 024 0.18-0.310.99 2.2 0.40 0.14 0.93 0.03
Omitting Elsebaey et al*?2018 024 0.18-0.311.00 1.84 0.32 0.10 0.96 0.03
Omitting Ismail et at*7) 2008 0.24 0.18 - 0.31 0.99 1.59 0.28 0.08 0.99 0.03
Omitting Lee et af'°111992 0.24 0.18-0.31 1.00 1.45 0.25 0.06 1.00 0.03
Omitting Choi et af®12018 024 0.18-0.321.00 1.14 0.20 0.04 1.02 0.03
Omitting Thomas et af''%1 1992 025 0.18-0.321.00 0.99 0.17 0.03 1.03 0.03
Omitting Tsai et al''212014 0.25 0.18-0.32 1.00 0.90 0.16 0.03 1.04 0.03
Omitting Tsai et at'1'12019 0.25 0.18-0.32 1.00 0.89 0.16 0.02 1.04 0.03
Omitting Hermie et af¢12018 025 0.18-0.321.00 0.91 0.15 0.02 1.03 0.03
Omitting Kim D et af®?12018 025 0.18-0.320.99 0.80 0.14 0.02 1.04 0.03
Omitting Villanueva et al'%81 2006 0.25 0.19-0.32 1.00 0.35 0.06 0.00 1.06 0.03
Omitting Ardevol et af®'12018 0.25 0.19-0.32 1.00 0.19 0.03 0.00 1.06 0.03
Omitting Hassanien et af%12018 025 0.19-0.321.00 017 0.03 0.00 1.06 0.03
Omitting Naeshiro et al'%%12014 025 0.19-0.321.00 0.16 0.03 0.00 1.06 0.03
Omitting Villanueva et al'%711999 0.25 0.19-0.33 1.00 0.09 0.02 0.00 1.06 0.03
Omitting Amitrano et af® 2012 025 0.19-0.331.00 0.03 0.00 0.00 1.06 0.03
Omitting Liu Y et at%%12009 025 0.19-0.331.00 -0.18 -0.03 0.00 1.04 0.02
Omitting Liu T et al'°21 2006 . 025 0.19-0.331.00 -0.20 -0.03 0.00 1.05 0.03
Omitting Faroogi et af''%12001 0.25 0.19-0.33 1.00 -0.24 -0.04 0.00 1.06 0.03
Omitting Maiwall et af'°412020 025 0.19-0.331.00 -0.32 -0.06 0.00 1.06 0.03
Omitting Sung et al'°?11995 025 0.19-0.331.00 -0.35 -0.06 0.00 1.06 0.03
Omitting Kim S et al'®2017 0.25 0.19-0.33 1.00 -0.39 -0.07 0.00 1.06 0.03
Omitting Thomopoulos et at'%2006 0.25 0.19-0.33 1.00 -0.40 -0.07 0.00 1.06 0.03
Omitting Senosiain et al'412016 025 0.19-0.331.00 -0.44 -0.07 0.01 1.05 0.03
Omitting Fallatah et af®412012 025 0.19-0.331.00 -0.45 -0.08 0.01 1.05 0.03
Omitting Gado et al''712014 0.25 0.19-0.33 1.00 -0.47 -0.08 0.01 1.05 0.03
Omitting Bunchorntavakul et 26612017 025 0.19-0.331.00 -0.56 -0.10 0.01 1.05 0.03
Omitting Lai et af*”12018 026 0.19-0.331.00 -0.79 -0.14 0.02 1.04 0.03
Omitting Park et af*312016 026 0.19-0.331.00 -0.88 -0.15 0.02 1.04 0.03
Omitting Vuachet et af'3 2015 0.26 0.19-0.33 1.00 -0.93 -0.16 0.03 1.03 0.03
Omitting Bilal et af®?12019 0.26 0.19-0.33 1.00 -1.15 -0.21 0.04 1.02 0.03
Omitting Kim J et af®¢12021 0.26 0.2-0.33 1.00 -1.38 -0.25 0.06 1.00 0.03
Omitting Siddiqui et af2®12019 0.26 0.2-0.33 0.99 -1.92 -0.34 0.1 0.96 0.03
Omitting Singal et al'%612012 0.27 0.21-0.34 0.99 -2.71 -0.49 0.20 0.87 0.03
Overall effect (random model) ot 0.25

12 = 100% [99%; 100%] I I I I I I
0 02 04 06 08 1

Supplementary Figure 12 Leave-one-out influential analysis for variceal upper gastrointestinal bleeding.
ClI: Confidence interval
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Study Proportion effect size 95% CI P Std residual Dffits Cook's dist. Covariance ratio Hat value

Omitting Chirapongsathorn et af®! 2021 020 0.13-0.28 1.00 2.53 0.53 0.23 0.85 0.04
Omitting Di Felice et al’*11987 0.20 0.14-0.3 1.00 1.36 0.27 0.07 1.01 0.04
Omitting Kwon et al®%12018 0.20 0.14-0.3 1.00 1.33 0.27 0.07 1.01 0.04
Omitting Edmunds ef al”>1 1988 0.21 0.14-0.3 1.00 1.07 0.21 0.04 1.03 0.04
Omitting Elsebaey et al*?12018 0.21 0.14-0.3 1.00 0.90 0.18 0.03 1.05 0.04
Omitting Maggio et al8'12013 j 0.21 0.14-0.3 1.00 0.84 0.17 0.03 1.05 0.04
Omitting Jairath et al’*12012 0.21 0.14-0.31 1.00 0.64 0.13 0.02 1.07 0.04
Omitting Sey et af®® 2019 ; 0.21 0.14-0.31 1.00 0.61 0.12 0.02 1.07 0.04
Omitting Restellini et af®412013 021 0.14-0.31 1.00 0.45 0.09 0.01 1.08 0.04
Omitting Morsy et af®?12014 : 0.21 0.14-0.31 1.00 0.33 0.07 0.00 1.08 0.04
Omitting Gonzalez-Gonzalez et al’”! 2011 0.21 0.14-0.31 1.00 0.25 0.05 0.00 1.08 0.04
Omitting Ahn et al’2016 0.21 0.14-0.31 1.00 0.14 0.03 0.00 1.08 0.04
Omitting Baracat ef al7®12020 0.21 0.14-0.31 1.00 0.07 0.01 0.00 1.08 0.04
Omitting Wang et af®®! 2009 0.22 0.14-0.31 1.00 0.00 -0.00 0.00 1.08 0.04
Omitting Zhang et af%8 2010 022 0.14-0.31 1.00 -0.03 -0.01 0.00 1.09 0.04
Omitting Wierzchowski et af®"12013 022 0.14-0.32 1.00 -0.12 -0.03 0.00 1.09 0.04
Omitting Nguyen et af® 2010 0.22 0.14-0.32 1.00 -0.65 -0.11 0.01 1.07 0.04
Omitting Rotondano et aft*12014 022 0.15-0.32 1.00 -0.78 -0.16 0.03 1.06 0.04
Omitting Hwang et al7812016 022 0.15-0.32 1.00 -0.80 -0.17 0.03 1.06 0.04
Omitting Lai et at*’12018 i 022 0.15-0.32 1.00 -0.83 -0.17 0.03 1.05 0.04
Omitting Gao et al’812019 j 022 0.15-0.32 1.00 -0.86 -0.18 0.03 1.05 0.04
Omitting Bunchorntavakul et af612017 022 0.15-0.32 1.00 -0.95 -0.19 0.04 1.05 0.04
Omitting Abougergi et al’112017 023 0.15-0.32 1.00 -1.45 -0.30 0.09 1.00 0.04
Omitting Park et af5% 2016 023 0.16-0.33 1.00 -1.81 -0.36 0.12 0.96 0.04
Omitting Siddiqui et af**12019 0.23 0.16-0.33 1.00 -2.26 -0.46 0.18 0.89 0.04
Overall effect (random model) -~ 0.22

Z = 100% [100%; 100%] ! ! ! ! ! !
0 02 04 06 08 1

Supplementary Figure 13 Leave-one-out influential analysis for non-variceal upper gastrointestinal bleeding. Cl: Confidence interval
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Study Proportion effect size 95% CI 12 Std residual Dffits Cook's dist  Covariance ratio Hatvalue

Onitting Chung et all125] 2001 5 025 02-020 098 224 028 007 095 002
Omitting Choudari et all126] 1995 3 025 02-03 098 172 022 004 098 002
Oniting Church et all227] 2003 : 025 02-03 098 166 021 004 099 002
Onitling Garido et all129] 2008 3 025 021-03 098 150 019 004 099 001
Omitting Rajgopal et all155] 1991 > 025 021-03 098 144 018 003 100 002
Onitting Edmunds et all7s] 1988 > 025 021-03 098 153 018 003 100 001
Onitting Lin et all72] 1090 : 025 021-03 098 137 017 003 100 002
Omitting Ishikawa et all136] 1995 5 025 021-03 098 132 016 003 100 001
Onitting Lin et all74] 1988 : 025 021-03 098 130 016 002 100 001
Onitting Kubba et all*38] 1996 : 025 021-03 098 114 014 002 101 002
Omitting Luet all147] 2012 : 025 021-03 098 113 014 002 101 002
Oniiting Oxner et all152] 1992 g 025 021-03 098 105 013 002 101 002
Onitting Mine et all149] 2013 G 025 021-03 098 109 013 002 101 001
Oniting Gado et all182] 2014 3 025 021-03 098 100 012 001 102 001
Onitting Lin et all75] 1990 . 025 021-03 098 090 011 001 102 001
Onitting Ishikawa et all135] 1994 > 025 021-03 098 082 010 001 102 002
Onitting Kondo et allt37] 2018 : 025 021-03 098 or2 009 001 102 002
Onitting Simon-Rudler et all162] 2007 : 025 021-03 098 072 009 001 102 002
Onitting Lin et all73] 1003 : 025 021-03 098 068 008 001 102 001
Onitting Carter et all122] 1994 : 025 021-03 098 069 008 001 102 001
Oniting Halland et all30] 2011 : 025 021-03 098 058 007 001 103 002
Onitting O'brien et all150] 1986 5 025 021-03 098 042 005 000 103 002
Omitting Lin et all176] 1993 3 025 021-03 098 039 005 000 103 002
Oniiting Huang et all267] 1989 : 025 021-03 098 038 005 000 103 002
Onitting Lin et all78] 1099 : 025 021-03 098 038 005 000 103 001
Onitting Hunt et all122] 1991 > 025 021-03 098 032 004 000 103 002
Omiting Lin et all177] 1988 : 025 021-03 098 036 004 000 103 001
Onitting Boix et a1 18] 1987 : 025 021-03 098 030 004 000 103 001
Onitting Lausaevié etallt#4] 2007 : 025 021-03 098 022 003 000 103 001
Omitting Hunt et all133] 1983 : 025 021-03 098 018 002 000 103 002
Onitting Higa et all131] 2011 : 025 021-03 098 007 001 000 103 002
Oniting Lin et all181] 1096 & 025 021-03 098 001 000 000 103 001
Omiting Lohse et all146] 2015 : 025 021-03 098 002 000 000 103 002
Onitting Yii et all16°] 1996 : 025 021-03 098 007 001 000 103 002
Omiting Lin et all80] 1995 3 025 021-03 098 008 001 000 103 001
Omitting Brullet et ali120] 1996 > 025 021-03 098 010 001 000 103 001
Onitting Laursen et all143] 2016 : 025 021-03 098 012 002 000 103 002
Onitting Tekant et all161] 1995 : 025 021-03 098 020 002 000 103 002
Omitting Brullet et all121] 1996 : 025 021-03 098 020 002 000 103 002
Omitting Hu et all34] 2010 : 025 021-03 098 021 003 000 103 002
Onitting Ardevol et all®1] 2018 : 025 021-03 098 031 004 000 103 002
Onitling Potakhin et all154] 2021 : 025 021-031 098 035 004 000 103 002
Oniting Makela et all248] 1996 : 025 021-031 098 036 004 000 103 001
Onitting Yang et all59] 2018 : 025 098 036 005 000 103 002
Omitting Cheng H et all12¢] 2017 . 025 098 040 005 000 103 002
Omitting Rosenstock et all156] 2013 : 025 098 040 005 000 103 002
Onitling Lai et all#1] 1094 : 025 098 047 006 000 103 001
Onitting Branicki et all169] 1992 3 025 098 049 006 000 103 002
Onitting Thomopoulos et all163] 2004 : 025 098 053 007 000 103 002
Onitting Lin et all79] 1099 : 025 098 061 007 001 102 001
Onitting Bomman et all119] 1985 3 026 098 073 009 001 102 001
Oniting Pareira et all1s3] 2002 4 026 098 079 010 001 102 002
Onitting Cheng Y etall123] 2014 3 026 098 086 011 001 102 002
Onitting Duch et all128] 2016 3 026 098 092 012 001 102 002
Onitting Thomopoulos et all164] 2001 : 026 098 094 012 001 102 002
Onitting Saperas et all157] 1987 : 026 098 109 013 002 101 001
Onitting Ogasawara et all151] 2014 : 026 098 111 014 002 101 002
Omitting Jaramillo et li158] 1994 : 026 098 114 014 002 101 002
Onitting Kuoet all39 2015 : 026 098 126 015 002 101 001
Onitting Tsoi etall165) 2012 : 026 097 133 017 003 100 002
Onitling Saperas et all15¢] 1988 : 026 098 137 016 003 100 001
Onitting Hsu et all170) 1994 3 026 098 153 019 003 099 001
Onitting Elloumi et all166] 2003 : 026 098 156 019 004 099 001
Oniiting Liang et all145] 2016 : 026 098 155 020 004 099 002
Onitting Wang et all71] 2015 . 026 098 161 019 004 099 001
Onitting Lanas et all142] 2013 : 026 098 160 020 004 099 002
Omitting Lahmidani et all140] 2012 : 026 098 331 038 013 089 001
Overall effect (random model) 025

12 = 98% [98%; 98%)]

Supplementary Figure 14 Leave-one-out influential analysis for peptic ulcer bleeding. CI: Confidence interval
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Study Proportion effect size 95% Cl P Std residual Dffits Cook's dist. Covariance ratio Hat value

Omitting Garcia et af'8712001 0.24 0.11 -0.44 1.00 1.58 0.40 0.14 0.98 0.06
Omitting Hermie et a8 2021 0.25 0.11-0.46 1.00 1.09 0.28 0.08 1.05 0.06
Omitting Lv et af'® 2019 0.25 0.11 -0.47 1.00 0.99 0.25 0.06 1.06 0.06
Omitting Foley et af19¢12010 0.25 0.12-0.47 1.00 0.90 0.22 0.05 1.07 0.06
Omitting Klinvimol et a'%711994 0.26 0.12-0.48 1.00 0.75 0.18 0.03 1.08 0.05
Omitting Bua-ngam et al18612017 0.26 0.12-0.48 1.00 0.68 0.17 0.03 1.10 0.06
Omitting Albeldawi et af'812014 0.26 0.12-0.48 1.00 0.62 0.15 0.02 1.10 0.06
Omitting Abbas et al'81 2005 0.26 0.12-0.48 1.00 0.61 0.15 0.02 1.10 0.06
Omitting Nykanen et af'®2 2018 0.26 0.12-0.49 1.00 0.45 0.1 0.01 1.11 0.06
Omitting Arroja et af'8512011 0.27 0.12-0.50 1.00 0.03 0.00 0.00 1.13 0.06
Omitting Yap et af?812013 0.28 0.13-0.51 1.00 -0.19 -0.05 0.00 1.12 0.06
Omitting Rios et af9512007 : 0.28 0.13-0.51 1.00 -0.35 -0.09 0.01 1.12 0.06
Omitting Radaelli et af'®41 2021 0.29 0.13-0.52 1.00 -0.76 -0.20 0.04 1.09 0.06
Omitting Niikura et af'®12020 0.30 0.15-0.52 1.00 -1.43 -0.35 0.12 1.00 0.06
Omitting Li et af'812020 0.30 0.15-0.53 1.00 -1.46 -0.37 0.13 1.00 0.06
Omitting Oakland et af'%312018 0.31 0.15-0.53 1.00 -1.72 -0.43 017 0.95 0.06
Omitting Siddiqui et af?%2019 0.31 0.16 - 0.53 0.99 -1.95 -0.49 0.20 0.91 0.06
Overall effect (random model) ———— 0.27

P =100% [100%; 100%)] ' ' ' ' ' '
0 02 04 06 08 {1

Supplementary Figure 15 Leave-one-out influential analysis for lower gastrointestinal bleeding. Cl: Confidence interval
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Study Proportion effect size 95%Cl P Std residual Dffits Cook's dist. Covariance ratio Hat value

Omitting Fujino et a?®”2013 0.10 0.06 - 0.17 0.80 3.09 0.90 0.35 0.55 0.14
Omitting Ichiba et af>%212018 0.11 0.05-0.22 0.90 0.86 0.36 0.14 1.24 0.14
Omitting Sato et af?%% 2021 f 0.11 0.05-0.24 0.91 0.30 0.16 0.03 1.36 0.14
Omitting Doi et al®®1 2020 0.12 0.05-0.24 0.91 -0.13 -0.02 0.00 1.32 0.13
Omitting Kitagawa et af?*12019 0.12 0.06 - 0.25 0.90 -0.44 -0.14 0.02 1.27 0.13
Omitting Joaquim et al?%%12017 : 0.13 0.06 - 0.25 0.91 -0.55 -0.18 0.03 1.21 0.11
Omitting Gilshtein et af?°'12016 : 0.14 0.07 - 0.25 0.90 -1.29 -0.48 0.21 1.01 0.11
Omitting Chen et al'%12009 0.14 0.07 - 0.25 0.90 -1.36 -0.45 0.19 0.99 0.09
Overall effect (random model) <= 0.12

12 = 90% [82%; 94%)] ! ! ! ! ! !
0 02 04 06 08 1

Supplementary Figure 16 Leave-one-out influential analysis for colonic diverticular bleeding. Cl: Confidence interval
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Supplementary Table 1 Literature search

Database

Search key

Embase

PubMed

CENTRAL

(‘'gastrointestinal haemorrhage' OR ‘gastrointestinal hemorrhage' OR 'gastrointestinal bleed*' OR 'Gl bleed*' OR GIB
OR UGIB OR LGIB OR ((nonvariceal OR 'non variceal' OR variceal OR varix OR ulcer) AND bleeding)) AND
((shock) OR ((hemodynamic* OR haemodynamic*) AND (instability OR unstable OR compromised))

(gastrointestinal haemorrhage OR gastrointestinal hemorrhage OR gastrointestinal bleed* OR Gl bleed* OR GIB OR
UGIB OR LGIB OR ((nonvariceal OR non variceal OR variceal OR varix OR ulcer) AND bleeding)) AND ((shock)
OR ((hemodynamic* OR haemodynamic*) AND (instability OR unstable OR compromised)))

(gastrointestinal haemorrhage OR gastrointestinal hemorrhage OR gastrointestinal bleed* OR Gl bleed* OR GIB OR
UGIB OR LGIB OR ((nonvariceal OR non variceal OR variceal OR varix OR ulcer) AND bleeding)) AND ((shock)
OR ((hemodynamic* OR haemodynamic*) AND (instability OR unstable OR compromised)))
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Supplementary Table 2 Studies removed after full text selection

First Author Year Reason for exclusion Title

Abid ef dl. 2015 Condition is not reported Va}lue of.Ad]usted ]?lood Requirement Index in determining failure to control bleed in patients
with variceal bleeding

Afessa of al. 2000 Condition is not reported Upp?r gastromtestmal bleeding in patients with hepatic cirrhosis: clinical course and mortality
prediction

Afshar ot al. 2018 Ineligible study design The role of. early. colonoscopy in patle.:nts presenting with acute lower gastrointestinal bleeding:
a systematic review and meta-analysis

Aietal 2020 Ineligible study design Loop combined endoscopic clip and cyanoacrylate injection to treat severe gastric varices with
spleno-renal shunt
Gastrointestinal Bleeding With Edoxaban Versus Warfarin: results From the ENGAGE AF-TIMI

Aisenberg et al. 2018 Condition is not reported 48 Trial (Effective Anticoagulation With Factor Xa Next Generation in Atrial Fibrillation-
Thrombolysis In Myocardial Infarction)

Albeiruti ef l. 2019 Not the targeted population Inc1depce, Predlctors, and Ogtcomes of Gastrointestinal Bleeding in Patients Admitted With ST-
Elevation Myocardial Infarction

Albrecht ef dl. 2016 Condition is not reported Doul'ole—balloon e.nteroscopy—detect.ed 11p1c'1 islets in the.small bowel. are strong predictors of
cardiovascular disease when associated with angiectasia and bleeding

Alkhamis ef al. 2021 Condition is not reported Preyalence, Predlctors and 9utcomes of bleeding events in patients with COVID-19 infection on
anticoagulation: Retrospective cohort study

Allescher et al. 2010 Condition is not reported Prophylactic Endotracheal Intubation for Emergency Endoscopy in Critically 11l Patients?

Allison e dl. 1983 Ineligible study design The role of 1n]e§t10n sclerotherapy in the emergency and definitive management of bleeding
esophageal varices

Almeida ef l. 2009 Condition is not reported ;fé;celzt capsule endoscopy is useful in severe obscure-overt gastrointestinal bleeding: Original

Almela ef al. 2004 Condition is not reported A risk score system for identification of patients with upper-GI bleeding suitable for outpatient
management

Alsamman ef l. 2019 Condition is not reported Critical Care Ut111'zat10n in Patlents with Diabetic Ketoacidosis, Stroke, and Gastrointestinal
Bleed: Two Hospitals Experience

Alzoubaidi ef al. 2020 Condition is not reported Outhmes from an 1nternat10na.l multicenter registry of patients with acute gastrointestinal
bleeding undergoing endoscopic treatment with Hemospray

Amorim ef al. 2012 Not the targeted population In—hosplt.al ponvarlceal u.pper.gastromtestmal b.leedmg following cardiac surgery: Patient
characteristics, endoscopic lesions and prognosis

Arabi et al. 2004 Condition is not reported Outcome predictors of cirrhosis patients admitted to the intensive care unit

Arabi ef al. 2010 Condition is not reported Low-dose hydrocortisone in patients with cirrhosis and septic shock: a randomized controlled

trial
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Archontakis et al.

Arretal.
Avgerinos et al.
Baares et al.

Barletta ef al.

Becattini et al.

Benhaddouch et al.

Berns et al.

Bettinger et al.

Bhattarai ef al.
Blair et al.

Bo Lu et al.
Bouget et al.
Buddam et al.

Bumaschny et al.
Bunt et al.
Camus et al.
Carlin ef al.

Castera et al.

Chan et al.

Chen et al.

2019

2014

1997

2002

2014

2017

2007

1998

2015

2020

1986

2015

2015

2021

1988
1985
2014
2017
1996

2013

2011

Ineligible study design

Ineligible study design
Condition is not reported
Ineligible study design

Condition is not reported
Condition is not reported
Condition is not reported
Condition is not reported

Condition is not reported

Condition is not reported
Condition is not reported
Condition is not reported
Condition is not reported
Condition is not reported

Condition is not reported
Not the targeted population
Not the targeted population
Condition is not reported

Not the targeted population

Not the targeted population

Not the targeted population

Combination of low-dose glucocorticosteroids and mineralocorticoids as adjunct therapy for
adult patients with septic shock: A systematic review and meta-analysis of randomized trials
and observational studies

The treatment of haematemesis and upper gastrointestinal bleeding in United Kingdom Armed
Forces and other deployed units

Early administration of somatostatin and efficacy of sclerotherapy in acute oesophageal variceal
bleeds: the European Acute Bleeding Oesophageal Variceal Episodes (ABOVE) randomised trial

Endoscopic treatment versus endoscopic plus pharmacologic treatment for acute variceal
bleeding: A meta-analysis

Histamine-2-Receptor Antagonist Administration and Gastrointestinal Bleeding When Used for
Stress Ulcer Prophylaxis in Patients With Severe Sepsis or Septic Shock

Major bleeding with vitamin K antagonists or direct oral anticoagulants in real-life
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database

Can Superselective Embolization be Definitive for Colonic Diverticular Hemorrhage? An
Institution’s Experience over 9 Years

Epidemiology and risk factors of adverse outcome in nonvariceal upper gastrointestinal
bleeding

Predicting mortality for cirrhotic patients with acute oesophageal variceal haemorrhage using
liver-specific scores

Hemorrhages of the gastroenteric tract (in cirrhotic patients) and myocardial infarction

Ethnoracial Disparity in Hospital Survival following Transjugular Intrahepatic Portosystemic
Shunt Creation for Acute Variceal Bleeding in the United States
Factors influencing mortality from bleeding peptic ulcers

Colonic diverticular bleeding and predictors of the length of hospitalization: An observational
study
33rd International Symposium on Intensive Care and Emergency Medicine

Aggressive colonoscopic approaches to lower intestinal bleeding

Comparison between laparoscopic and open repair of perforated peptic ulcer disease in the
elderly

Adverse events after outpatient colonoscopy in the Medicare population

Endoscopic hemostasis makes the difference: Angiographic treatment in patients with lower
gastrointestinal bleeding

Upper versus lower gastrointestinal bleeding: A direct comparison of clinical presentation,
outcomes, and resource utilization

Decreased Serum Monocyte Chemoattractant Protein-1 (MCP-1) Expression in Patients with
Upper Gastrointestinal Bleeding

Terlipressin May Decrease In-Hospital Mortality of Cirrhotic Patients with Acute
Gastrointestinal Bleeding and Renal Dysfunction: A Retrospective Multicenter Observational
Study

Enhanced CT for initial localization of active lower gastrointestinal bleeding
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Yang et al.

Yata Shinsaku et al.

Yen et al.

Yuasa et al.

Zaragoza et al.

Zhan et al.

Zhao et al.

Zimmerman et al.

2020

2013

2018

1997

2002

2015

2017
1995

Condition is not reported

Condition is not reported

Ineligible study design

Condition is not reported

Condition is not reported

Not the targeted population

Ineligible study design

Not the targeted population

Correlation between the Glasgow-Blatchford score, shock index, and Forrest classification in
patients with peptic ulcer bleeding

Transcatheter arterial embolization of acute arterial bleeding in the upper and lower
gastrointestinal tract with N-Butyl-2-cyanoacrylate

Blood transfusion strategies for acute upper gastrointestinal bleeding: Are we back where we
started?

Clinical study of the application of the concepts of systemic inflammatory response syndrome
(SIRS) in liver cirrhosis with or without hepatocellular carcinoma with upper gastrointestinal
hemorrhage--a retrospective study]

Pre-endoscopic prognostic factors in non-varicose upper gastrointestinal bleeding.
Development of a predictive algorithm

Prevalence and risk factors for clinically significant upper gastrointestinal bleeding in patients
with severe acute pancreatitis

BEST POSTER PRIZE IN ADULT MEDICINE - FELLOW AND TRAINEE
Predictors of mortality in hospitalized patients with secondary upper gastrointestinal
haemorrhage
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Supplementary Table 3 Studies removed for overlapping population

Number First Author and year Title

1 Abougergi et allll 2018 Thirty-Day Readmission Among Patients With Non-Variceal Upper Gastrointestinal
Hemorrhage and Effects on Outcomes

5 Asaki ef a2l 1985 Multiinstitutional evaluation of 1(')ca1 injection of absolute ethanol as the new hemostatic
method for upper G-I tract bleeding

3 Branicki et all31 1990 Bleeding peptic ulcer: A prospective evaluation of risk factors for rebleeding and mortality

A Choudari ef a4l 1992 Comparison of endoscopic injection therapy versus the heater probe in major peptic ulcer
haemorrhage

5 Choudari ef all5 1994 The outcome of peptic ulce.r baemorrhage in relation to consumption of nonsteroidal anti-
inflammatory drugs or aspirin

6 Gonzélez-Gonzélez ef allél 2011 Nonvariceal upper .gastroint'estinal ]'aleeding iI'I patients with .liver cirrhosis. Clinical features,
outcomes and predictors of in-hospital mortality. A prospective study.

. i . . . : . ) )

. Lin ef ll7] 1990 What k'm.d of non ble?dlng visible vessel in a peptic ulcer needs aggressive therapy? Long
term clinical observation

g Marmo ef all¥l 2014 Pred%ctmg mortality in patients with in-hospital nonvariceal upper GI bleeding: A prospective,
multicenter database study.

9 Nishida ef all¥l 2021 Feasi]:.)ility and safety of CF)lonoscopy performed by nonexperts for acute lower gastrointestinal
bleeding: Post hoc analysis

10 Rios et all1%1 2005 Acute lower gastrointestinal hemorrhages in geriatric patients

11 Wierzchowski et all111 2012 Urgent endoscopy in elderly patients with non-variceal upper gastrointestinal bleeding
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Supplementary Table 4 Main characteristics of the included studies

Female n of .
+
First author and year Study design Country n of " Of. GIB percentag hemodynamic n of Age, mean = SD or Bleeding
centers patients . o shock median (ranges) source
e (%) instability
Ballester-Clau et alli2l 2018 Re“:z)s}f’oe::we Spain 1 86 31 19 N/A 68 £16.9 GIB
. Retrospective VA
(13]

Cangemi et all131 2017 cohort USA database 163 1.8 26 N/A For subgroups only GIB

Catano et alli4l 2021 Retrczs}f;i“"e France 3 141 37 N/A 64 60 (48-69) 1 GIB

Hampers et al151 2002 Retrcc())s}i;cttlve USA 1 124 56.7 39 N/A For subgroups only GIB

Konecki et all16] 2017 Retrospective Poland 1 16 50 N/A 2 65 (24-93) GIB
descriptive

Lee ef all7) 2012 Retrospective - ada 2 83 32 30 N/A 67.8 (21-96) * GIB

cohort

Mebhta et all18] 2015 Retzc;sg);itlve USA 1 48 37.5 19 N/A For subgroups only GIB

Mohan ef alli9l 2018 Retrospective USA 2 86 52 51 N/A 63+17.1 GIB
descriptive

R :

Nagata et all201 2017 etz(z)s}f)oercttwe Japan 1 314 38.8 N/A 62 For subgroups only GIB

Nishida ef al21 1992 Retrospective Japan 1 69 21 N/A 27 77.7 (mean) GIB
descriptive

Obprita et al?? 2018 Retrospective | ania 1 610 254 N/A 232 5835 + 18.27 GIB
descriptive
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Parker et all231 2017

Robert et all241 2006
Sabat et all251 1998

Yap et all201 2013

Trebicka et all271 2021

Van Weyenberg et all?81 2012

Siddiqui et all?91 2019

Adamopoulos et all01 2003

Alexandrino et all311 2019

Asaki et alt321 1988

Bilal et all331 2019

Céardenas et all341 2001

Chaabane et all351 2011

Chandnani et all®¢1 2019

Retrospective
cohort

Prospective
cohort

RCT

Retrospective
cohort

Prospective
cohort

Retrospective
cohort

Retrospective
cohort

Prospective
cohort

Retrospective
cohort

Interventional,

non-randomised

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Prospective
cohort

USA

France
Spain

USA

Spain

Netherlan
ds

USA

Greece

Portugal

Japan

USA

Spain

Tunisia

Western
India

12

NIS
database

NIS
database

161

223

46

95

216

56

6411838

190

102

672

747

174

401

300

36

41.6

31.8

45.6

442

N/A

29

50.8

35.3

245

20.9

48.1

30

4211

31

78

N/A

N/A

27

N/A

N/A

70

N/A

N/A

N/A

N/A

N/A

N/A

N/A

80

N/A

25

N/A

137406

N/A

42

182

82

20

38

64

For subgroups only

61.2 (mean)
For subgroups only

62 (27-91) t

N/A

7212

N/A

63.7 £16

67.18 £14.17

57.3 (19-92) +

59.7 (56.3-63.0) §

59 +1 (18 - 85)

For subgroups only

435+17.2

GIB

GIB

GIB

GIB

GIB

GIB

GIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB



Chi et all371 2021

Chirapongsathorn et all381 2021

Clason et all391 1986

Dewan et all40] 2014

El Mekkaoui et all411 2011

Elsebaey et all*21 2018

Hayat et alt*31 2017

Jaka et all441 2012

Kaviani et all451 2010

Kiefhaber et all461 1986

Lai et all471 2018

Li et all481 2019

MacLeod et all#91 1982

Retrospective
cohort

Retrospective
cohort

Prospective
cohort

Prospective
descriptive

Retrospective and
prospective
cohort

Prospective
cohort

Retrospective
cohort

Retrospective
cohort

Prospective
cohort

Retrospective
descriptive

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

China

Thailand

UK

Nepal

Morocco

Egypt

Ohio

Tanzania

Iran

Germany

Taiwan

China

Scotland

345

1144

326

120

1303

286

361

240

572

1092

442

793

389

37

243

12

N/A

25

36.5

39.4

39.5

321

34

N/A

48.4

31.7

31.6

N/A

N/A

N/A

N/A

N/A

162

N/A

N/A

N/A

N/A

N/A

136

N/A

105

858

59

26

26

N/A

160

68

26

520

54

N/A

29

For subgroups only

53312

N/A

48.76 £17.19

47.6£17.7
48 (16 - 110)
68 +5.65
(60-86)

60.8+14.6

39.8+16
37 (11-85)

54.9£18.7

N/A

N/A

56.20 £12.24

N/A

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB



Makhlouf et all501 2012

Noraini et all51 2013

Ntagirabiri et all>21 2012

Park et all531 2016

Pauwels et all>4 1996

Rivory et all>5 2014

Rudolph et all>01 2003

Scibelli et all571 2021

Sereda et all>81 1977

Skok et all>91 2011

Sheibani et all601 2013

Shih et all61 2018

Yap et all201 2013

Wordenhoff et all621 1982

Prospective
cohort

Retrospective
cohort

Prospective
cohort

Retrospective
cohort

RCT and
Prospective
cohort

Prospective
cohort

Retrospective
cohort

Retrospective
cohort

Prospective
descriptive

Prospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
descriptive

Egypt

Malaysia

Burundi

Korea

France

France

USA

USA

Australia

Slovenia

USA

Taiwan

USA

Germany

15

159

478

61

703

119

145

220

13440

513

54

106

202

76

36

38

233

N/A

39.3

245

40.3

35.9

31.4

52

26.3

13

37

19.8

447

33.3

N/A

N/A

27

N/A

N/A

N/A

N/A

N/A

N/A

N/A

48

N/A

23

N/A

15

167

N/A

39

46

12

150

294

124

24

N/A

45

N/A

17

55.18 + 0.88 (SE)

N/A

492+8

N/A

For subgroups only

For subgroups only

For subgroups only

For subgroups only

(16 - 90) 1

61.6+14.2

57 +12

55.7+13.3

60 (27 - 91) +

(65 -82) 1

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB



Yadav et all631 2021

Sood et all64 2012

Vivas et all651 2001

Siddiqui et all?%1 2019

Bunchorntavakul et allé6] 2017

Chen et all671 2003

Lanas et all681 1998

Minakari et all691 2017

Sayhan et all701 2012

Abougergi et all”11 2017

Ahn et all”21 2016

Baracat et all731 2020

Chirapongsathorn et all381 2021

Di Felice et all741 1987

Prospective
cohort

Retrospective
cohort

Prospective
cohort

Retrospective
cohort

Retrospective
cohort

Prospective
cohort

Case-control

Cross-sectional

Cross-sectional

Retrospective
cohort

Retrospective
cohort

Pilot RCT

Retrospective
cohort

Interventional,
one arm

India 1
NIS
A
us database
Greece 1
NIS
USA database
Thailand 1
Taiwan 1
Spain 2
Iran 1
Turkey 1
NIS
A
us database
Korea 1
Brazil 1
Thailand 2
Italy 1

194

398213

91

3190822

286

76

736

4747

194

227480

158

39

431

40

39

18

50

18.7

47

28.3

21.1

27.3

30.8

38.1

45.2

27.8

33.3

12.8

N/A

N/A

N/A

N/A

N/A

32

N/A

N/A

1889

N/A

N/A

39

N/A

N/A

71

17246

20

81180

N/A

98

N/A

14

11761

N/A

N/A

341

23

For subgroups only

N/A

For subgroups only

N/A

53.59 £15.17

57+13

62.1+16.7
55.46 +21.98
(65 - 97)
7634 +7.91
(65 - 79)
N/A
60.5 £16.6
(18 - 101)

56.8 £15.7

533 +11.6

(41-76) 1

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

UGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB



Edmunds et all751 1988

Elsebaey et all*21 2018

Gao et all761 2019

Gonzaélez et all’71 2011

Hwang et all781 2016

Jairath et all71 2012

Kwon et all801 2018

Lai et all471 2018

Maggio et all811 2013

Morsy et all821 2014

Nguyen et all#1 2010

Park et alt%31 2016

Restellini et all84 2013

Prospective
descriptive

Prospective
cohort

Retrospective
cohort

Prospective
cohort

Prospective
cohort

Prospective
national audit

Retrospective
descriptive

Retrospective
cohort

Retrospective
cohort

Prospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Australia

Egypt

China

Mexico

Korea

UK

Korea

Taiwan

Canada

Egypt

USA

Korea

Canada

212

21

NIS
database

18

28

125

230

1067

1584

2709

46

118

61

93

7260

539

1677

40

39.3

33.6

23.5

35

26.4

58.9

54.4

35.6

34.4

34.4

100

25.7

38.3

N/A

55

21

287

156

N/A

26

N/A

26

27

N/A

N/A

N/A

14

N/A

N/A

N/A

N/A

996

N/A

11

N/A

N/A

927

19

535

N/A

68.55 + 6.03
(60 - 86)

For subgroups only

58.8+18.9
60 (45 - 74) IQR
63+16
65 (52 - 76)

For subgroups only

For subgroups only

N/A

For subgroups only

533 +11.2

For subgroups only

60.8£15.6

66.2 £16.8

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB
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Sey et all801 2019
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Siddiqui et all?%1 2019

Bunchorntavakul et allé6] 2017
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Amitrano et all°1 2012
Ardevol et all911 2018

Bilal et al®21 2020

Chirapongsathorn et all381 2021

Choi et all®31 2018

Elsebaey et all*21 2018

Fallatah et all%41 2012

Prospective
analysis

Retrospective
cohort

Retrospective and
prospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Interventional,
non-randomised

Retrospective
cohort

cohort analysis

Retrospective
cohort

Retrospective
cohort

Retrospective
descriptive

Prospective
cohort

Retrospective
cohort

Italy

UK

Poland

China

USA

Thailand

Taiwan

Italy
Spain

USA

Thailand

Korea

Egypt

Saudi
Arabia

PNED
databases

212

NIS
database

2048

2398

4474

482

223

3127786

180

129

349

646

2003

713

66

161

125

41

34.2

40

40.9

16.1

47.3

344

28.7

344

33

29.3

10.5

6.1

26.1

N/A

243

N/A

N/A

N/A

N/A

15

N/A

N/A

N/A

N/A

N/A

34

107

N/A

N/A

1602

93

47

77850

N/A

28

90

187

198

517

N/A

N/A

22

For subgroups only

71 (54 - 81) 1

62.7+£15.6

For subgroups only

N/A

54.68 £17.06

For subgroups only

For subgroups only
59+13.2

57 (56 - 57.6) §

533122

53 (46.8 - 59.5) t

67.58 +5.32
(60 - 83)

N/A

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

NVUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB



Hassanien et all%51 2018

Hermie et all%¢ 2018

Ismail et all®71 2008

Kim J et all81 2021

Kim D et all*12018

Kim S et all100] 2017

Lai et all471 2018

Lee H et all101]1 1992

Liu T et al1021 2006

Liu Y et al1031 2009

Maiwall et all104 2020

Naeshiro et all1951 2014

Park et all®31 2016

Singal et all106] 2012

Villanueva et all1071 1999

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
case-control

Retrospective
case-control

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
descriptive

RCT

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

RCT

Egypt

Belgium

Pakistan

Korea

Korea

Korea

Taiwan

Australia

Taiwan

China
India

Japan

Korea

USA

Spain

1050

725

30

420

1573

454

264

324

101

42

14

214

63

164

27422

100

42

31

31.3

37.1

19.5

15

17.1

53.1

38.6

23.8

14.3

4.2

32.8

19.5

31

34

N/A

N/A

256

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

208

14

N/A

128

194

49

43

59

42

18

20

798

27

For subgroups only

553 %91

For subgroups only

For subgroups only

59+11.3

For subgroups only

N/A

50£13.5

59.8 £15

50.92 +15.44
For subgroups only

70 (median)

55+11.5

N/A

For subgroups only

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB

VUGIB
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RCT
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Retrospective
cohort

Prospective
retrospective
cohort analysis

Prospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Cross-sectional
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Retrospective
cohort analysis
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Hongkong

Greece

Taiwan

Taiwan

France
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USA

Thailand

Pakistan

USA

Egypt

Spain

Spain

NIS
database

179

94

141

131

157

121

68

63036

106

115

101

224

144

28

43

26.9

28.8

19.2

16.8

159

223

235

31.8

17.9

23.5

30.7

37

28

28.6

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

17

24

N/A

39

N/A

N/A

58

18

26

59

71

14

12

3330

N/A

N/A

48

N/A

29

For subgroups only

(17 - 78) 1

60.5+13.5

54.45+14.2

53.66 £ 13.6

609+104

For subgroups only

N/A

51.75+11.08

524+54

44.2 (mean)

53110

(20 - 87)

63 +£12.6

67 (50 - 94) *
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Prospective
cohort

Prospective
cohort

Prospective
cohort

RCT

Retrospective
cohort

Prospective
cohort

Retrospective
cohort

Interventional,
non-randomised
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Prospective
cohort

Prospective
descriptive

RCT

Prospective
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Retrospective
cohort
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UK

China

Taiwan

Korea

Scotland

Scotland

Denmark

Australia

Spain
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106

178

44

785

426

143

326

247

3056

22

41

265

676

44

N/A

21.7

32

38.6

50.6

29.1

13.3

35.9

32

44.6

N/A

17.1

45

23.9

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A

N/A
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100

N/A
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25

39

18

101

80
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373

14

N/A

N/A

182

51.2+165
(23 - 80)

For subgroups only

For subgroups only

63 (19 - 89)
57.6 + 4.8

(18 - 78)
N/A

55.2+13.7

(17 - 85)
(17-95) 1
For subgroups only

74.2 (65.1 - 82.7) 1

For subgroups only
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cohort
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cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

Retrospective
cohort

RCT

Retrospective
cohort

Retrospective
cohort
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Retrospective
cohort

Prospective
cohort

Prospective
cohort

Retrospective
cohort

Australia

Australia

Taiwan

Japan

Japan

Japan

Scotland

Taiwan

Morocco

Taiwan

Spain
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China

Japan

Japan
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Japan
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143
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171
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3221016

20

10

73

142
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104
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74

144

49

52.2

47.8

46

42.11

54.56

30

40

41

38.03

33.33

51.92

30.5

37.8

39.6

N/A

110

29

N/A

13

N/A

N/A

N/A

60

N/A

N/A

58

N/A

N/A

56226

N/A

N/A

16
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N/A

N/A

13

74 (57-83) t
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68 £17
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N/A
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CDB
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Retrospective

Sato et all2051 2021
case-control

Japan 1 608 31.8 N/A 92 724 +13 CDB

VA: Veteran affairs; NIS: National inpatient sample; NHIRD: National health insurance research database; DCRES: Danish clinical register of emergency surgery; PNED:
Progetto nazionale emorragia digestive; SE: Standard error; SD: Standard deviation; IQR: Interquartile range; N/A: Not available; GIB: Gastrointestinal bleeding; UGIB:
Upper gastrointestinal bleeding; NVUGIB: Non-variceal upper gastrointestinal bleeding; VUGIB: Variceal upper gastrointestinal bleeding; PUB: Peptic ulcer bleeding; LGIB:
Lower gastrointestinal bleeding; CDB: Colonic diverticular bleeding; RCT: Randomized controlled trial

1, median with interquartile range; ¥, mean with age ranges; §, mean with confidence interval; §, age ranges only; 11, median with confidence interval
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Supplementary Table 5 Results of risk of bias assessment

Study 1 2 3 4 5 6 7 8 9 Overall score (0-9)
Ballester-Clau et all'21 2018 Y Y Y Y Y N N Y Y 7
Cangemi et all'3] 2017 Y Y Y Y Y N N Y Y 7
Hampers et all’51 2002 8] 8] Y Y Y Y Y Y Y 7
Lee et all171 2012 Y Y Y Y Y Y Y Y Y 9
Mehta et all181 2015 U U Y Y Y Y Y Y Y 7
Mohan et all*1 2018 Y Y Y Y Y Y Y Y Y 9
Parker et all231 2017 Y Y Y Y Y N N Y Y 7
Yap et all261 2013 Y Y Y N Y N N Y Y 6
Van Weyenberg et all281 2012 U U Y Y Y Y Y Y Y 7
Catano et all141 2021 U U Y Y Y Y Y Y Y 7
Konecki et all21 2017 Y Y N Y Y Y Y Y Y 8
Nagata et all201 2017 Y Y Y Y Y Y Y Y Y 9
Nishida et all211 1992 Y Y Y Y Y N N Y Y 7
Oprita et all221 2018 U U Y Y Y N N Y Y 5
Robert et all24 2006 U U Y Y Y N N Y Y 5
Sabat et all251 1998 Y Y Y Y Y Y Y Y Y 9
Trebicka et all271 2021 Y U N Y Y N N Y Y 5
Siddiqui et all21 2019 U U Y Y Y Y Y Y Y 7
Adamopoulos et all3 2003 Y Y Y Y Y Y Y Y Y 9
Elsebaey et all*21 2018 U Y Y Y Y Y Y Y Y 8
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1. Was the sample frame appropriate to address the target population?

2. Were study participants sampled in an appropriate way?

3. Was the sample size adequate?

4. Were the study subjects and the setting described in detail?

5. Was the data analysis conducted with sufficient coverage of the identified sample?

6. Were valid methods used for the identification of the condition?

7. Was the condition measured in a standard, reliable way for all participants?

8. Was there appropriate statistical analysis?

9. Was the response rate adequate, and if not, was the low response rate managed appropriately?
N: No; NA: Not applicable; U: Unclear; Y: Yes
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Supplementary Table 6 Certainty of evidence in general gastrointestinal bleeding

Certainty assessment Effect
N2 of -
studies Certainty Importance
- Risk of . . - Other N2 of N2 of Rate
Study design bias Inconsistency Indirectness Imprecision considerations events individuals (95% CI)
Hemodynamic instability on admission
5 observational very very serious not serious not serious none 151 446 event rate @OOO CRITICAL
studies serious 0.3% (0.12 Very low
to 0.56)
Hemodynamic instability during hospital stay
4 observational not very serious not serious serious none 146 456 event rate @OOO CRITICAL
studies serious 0.3% (0.11 Very low
to 0.68)
Shock on admission
4 observational serious very serious not serious serious none 382 1193 event rate @OOO CRITICAL
studies 0.3% (0.08 Very low
to 0.6)
Shock during hospital stay
5 observational serious very serious not serious not serious none 137524 6412280 event rate @OOO CRITICAL
studies 0.1% (0.05 Very low
to 0.36)

CI: Confidence interval
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Supplementary Table 7 Certainty of evidence in upper gastrointestinal bleeding

Certainty assessment Effect
N9 of .
studies Certainty Importance
. Risk of . . - Other N2 of N2 of Rate
Study design bias Inconsistency Indirectness Imprecision considerations events individuals (95% CI)
Hemodynamic instability on admission
8 observational not very serious not serious not serious none 2387 6545 event rate @@OO CRITICAL
studies serious 0.3% Low
(0.16 to
0.56)
Shock on admission
17 observational serious very serious not serious not serious publication bias 1497 7000 event rate @OOO CRITICAL
studies strongly suspected 0.1% Very low
(0.09 to
0.25)
Shock during hospital stay
18 observational serious very serious not serious not serious publication bias 100432 3608125 event rate @OOO CRITICAL
studies strongly suspected 0.2% Very low
(0.12 to
0.3)

CI: Confidence interval
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Supplementary Table 8 Certainty of evidence in variceal upper gastrointestinal bleeding

Certainty assessment Effect
N9 of .
studies Certainty Importance
. Risk of . . - Other N2 of N2 of Rate
Study design bias Inconsistency Indirectness Imprecision considerations events individuals (95% CI)
Hemodynamic instability on admission
4 observational not very serious not serious serious none 419 911 event rate @OOO CRITICAL
studies serious 0.4% (0.12 Very low
to 0.73)
Hemodynamic instability during hospital stay
2 observational not very serious not serious not serious none 58 181 not pooled @@OO CRITICAL
studies serious Low
Shock on admission
18 observational not very serious not serious not serious publication bias 5083 69224 event rate @OOO CRITICAL
studies serious strongly suspected 0.3% (0.18
Very low
to 0.36)
Shock during hospital stay
10 observational very very serious not serious not serious publication bias 1179 30130 event rate @OOO CRITICAL
studies serious strongly suspected 0.2% (0.1
t00.3) Very low

CI: Confidence interval
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Supplementary Table 9 Certainty of evidence in non-variceal gastrointestinal bleeding

Certainty assessment Effect
N9 of .
studies Certainty Importance
. Risk of . . - N2 of N2 of Rate
Study design bias Inconsistency Indirectness Imprecision considerations events individuals (95% CI)
Hemodynamic instability on admission
9 observational not very serious not serious not serious none 722 4351 event rate @@OO
studies serious 0.2% (0.12 Low
to 0.36)
Hemodynamic instability during hospital stay
2 observational not very serious not serious serious none 182 1630 not pooled @OOO
studies serious Very low
Shock on admission
9 observational very very serious not serious not serious none 3643 10088 event rate @OOO
studies serious 0.4% (0.21 Very low
to 0.53)
Shock during hospital stay
5 observational not very serious not serious not serious none 90604 3363288 event rate @@OO
studies serious 0.1% (0.02 Low
to 0.18)

CI: Confidence interval
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Supplementary Table 10 Certainty of evidence in peptic ulcer bleeding

Certainty assessment Effect
N9 of .
studies Certainty Importance
. Risk of . . - . . N9 of N2 of Rate
Study design bias Inconsistency Indirectness Imprecision Other considerations events individuals (95% CI)
Hemodynamic instability on admission
6 observational not very serious not serious not serious none 3224 13950 event rate @@OO CRITICAL
studies serious 0.2% (0.09 Low
to 0.44)
Hemodynamic instability during hospital stay
4 observational not very serious not serious serious none 126 411 event rate @OOO CRITICAL
studies serious 0.4% (0.12 Very low
to 0.78)
Shock on admission
34 observational serious very serious not serious not serious publication bias 6574 36215 event rate @OOO CRITICAL
studies strongly suspected 0.3% (0.19 Vv
ery low
to 0.32)
Shock during hospital stay
23 observational serious very serious not serious not serious publication bias 1143 6306 event rate @OOO CRITICAL
studies strongly suspected 0.2% (0.17 Vv
ery low
to 0.33)

CI: Confidence interval
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Supplementary Table 11 Certainty of evidence in lower gastrointestinal bleeding

Certainty assessment Effect
N9 of .
studies Certainty Importance
. Risk of . . - Other N2 of N2 of Rate
Study design bias Inconsistency Indirectness Imprecision considerations events individuals (95% CI)
Hemodynamic instability on admission
3 observational serious very serious not serious serious none 143 1388 event rate @OOO CRITICAL
studies 0.1% (0.01 Very low
to 0.81)
Hemodynamic instability during hospital stay
10 observational serious very serious not serious not serious publication bias 350 928 event rate @OOO CRITICAL
studies strongly suspected 0.5% (0.27 Vv
ery low
to 0.71)
Shock on admission
2 observational not very serious not serious not serious none 4173 127148 not pooled @@OO CRITICAL
studies serious Low
Shock during hospital stay
2 observational serious very serious not serious not serious none 56247 3221047 not pooled @OOO CRITICAL
studies

Very low

CI: Confidence interval
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Supplementary Table 12 Certainty of evidence in colonic diverticular bleeding

Certainty assessment Effect
N2 of .
studies Certainty Importance
. Risk of . . . Other N2 of N2 of Rate
Study design bias Inconsistency Indirectness Imprecision considerations events individuals (95% CI)
Hemodynamic instability
2 observational not very serious not serious not serious none 65 386 not pooled @@OO CRITICAL
studies serious Low
Shock
6 observational not very serious not serious not serious none 167 1131 event rate @@OO CRITICAL
studies serious 0.1% (0.05 Low
to 0.26)

CI: Confidence interval
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Supplementary Table 13 Definitions of hemodynamic instability among the included studies

Study

Definition of Hemodynamic instability

Abbeas et all183] 2005

Adamopoulos et all30]
2003

Ahn et all721 2016

Albeldawi et all184] 2014

Arroja et all1851 2011
Ballester-Clau et all1?]
2018

Bua-ngam et all1861 2017

Bunchorntavakul et all66]
2017

Cangemi et all131 2017
Farooqi et all1151 2001

Foley et all1%01 2010

Gado et all182] 2014

Gao et all761 2019

Garcia et all1871 2001

SBP of <90 mmHg.
SBP <100 mmHg and/or HR > 100 bpm and/ or orthostatic changes in SBP (a decrease of > 10%) or HR (an increase
of >10%) between a supine and seated position.

SBP of less than 100 mmHg, with symptoms or signs of organ hypoperfusion.

Gastrointestinal blood loss, anemia, or shock requiring packed red blood cell transfusions or vasopressor therapy.
Syncope and/or SBP <100 mmHg and/or HR > 100 bpm.

SBP <100 mmHg with/without tachycardia (> 100 bpm).

SBP of <90 mmHg and HR > 100/ min.

SBP <100 mmHg, a HR >100 bpm and/ or orthostatic changes in SBP (a decrease of >10%) or HR (an increase
of >10%) between a supine and seated position.

SBP <90 mmHg or HR > 100 bpm.
Pulse rate > 120, SBP < 60, pallor, oligo-anuria.

Tachycardia, hypotension (SBP < 100 mm Hg), or postural drop in BP.
HR > 100 bpm, hypotension with a SBP < 90 mmHg and/or diastolic value < 60 mmHg,.

Tachycardia or hypotension; defined as a HR of > 120 bpm, SBP of < 90 mmHg or a reduction in the SBP from
baseline of > 30 mmHg, or a hemoglobin level of <50 g/L).

SBP < 90 mmHg, HR > 100 bpm, orthostatic hypotension (documentation after switching from the decubitus to the

orthostatic position of a patient) a decrease in SBP > 20 mmHg and an increase in HR > 20 bpm and signs of low
peripheral perfusion.
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Garrido et all1291 2008

Gilshtein et all201]1 2016

Gonzaélez et all771 2011

Halland et al(1301 2011
Hampers et all151 2002
Hermie et all1881 2021

Hwang et all781 2016

Ichiba et all202] 2018

Ismail et all%71 2008
Kwon et all801 2018
Laursen et all143] 2016

Lausaevic et all1441 2007
Lee et all171 2012

Li et all481 2019

Mine et all1491 2013
Mohan et all1°1 2018
Niikura et all1911 2020
Ntagirabiri et all>21 2012
Nykénen et all1921 2018
Parker et all231 2017

When two or more of the following criteria were present: SBP less than 100 mmHg, HR greater than 100 bpm,
presence of signs of peripheral hypoperfusion, changes in BP or HR after orthostatism.

SBP < 90 mmHg or HR > 120 bpm.

HR > 100 bpm, hypotension with a SBP < 90 mmHg and/ or diastolic value < 60 mmHg,.

Either HR greater than 100 or SBP under 100 mmHg on presentation.
SBP < 90 mmHg and HR > 100 bpm.
SBP of < 90 mmHg and/ or vasopressor need secondary to blood loss.

SBP < 90 mmHg, diastolic BP < 60 mmHg, or both.

Hypotension (SBP under 100 mmHg), orthostatic hypotension, or hypotension-associated symptoms such as
syncope or light headedness.

SBP <100 mm Hg, a postural change of > 20 mm Hg, and/or pulse rate > 100 bpm.
SBP <100 mmHg, HR > 100 bpm, or both.
Presentation with a combination of SBP below 100 mmHg and HR above 100 bpm.

Pulse greater than 100 bpm and a SBP less than 100 mmHg.
SBP <90 mm Hg * vasopressor use at time of procedure.

HR greater than 100 beats bpm and SBP less than 90 mmHg.

Shock index > 1.

Patient on vasopressors or SBP less than 90 mmHg.
HR > 100 bpm and SBP < 115 mmHg.

HR >100 bpm.

SBP <100 mmHg and/or HR > 100 bpm.

SBP <90 mm Hg and/or HR =120 bpm.

69



Potakhin et all134 2021 SBP <100 mmHg and pulse = 100 bpm on admission and/or having a collapse before admission.
Radaelli et all194 2021 SBP <100 mmHg and/or heart rate > 100 bpm.
Rios et all1951 2007 Hypotension (70-80/30-50 mmHg) and tachycardia (109-135 bpm).

Rotondano et all®51 2014  SBP <100 mmHg and a pulse greater than 100 beats/min, or both.

Sheibani et all®0] 2013 SBP <90 mmHg or HR =100 bpm.
Sung et all1091 1995 SBP < 90 mmHg and pulse > 100 bpm for 2 hours.
Van Weyenberg et all?]

2012 Pulse =100 bpm or SBP < 100 mmHg.

SBP: Systolic blood pressure; HR: Heart rate; bpm: Beats per minute; BP: Blood pressure
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Supplementary Table 14 Definitions of shock among the included studies

Study

Definition of shock

Ardevol et all®11 2018
Bornman et all1191 1985
Branicki et all1691 1992

Brullet et all1201 1996

Brullet et all1211 1996

Cardenas et all341 2001

Carter et all1221 1994

Catano et all41 2021

Chaabane et all351 2011
Chandnani et all3¢1 2019

Chen et all671 2003

Cheng H et all1241 2017
Chirapongsathorn et all381 2021

Choudari et all4l 1992

SBP <100 mmHg and HR > 100 bpm.
SBP <100 mmHg.
SBP <100 mmHg.

The presence of either a SBP less than 100 mmHg or postural hypotension (defined as a fall of more than 20
mmHg while the patient is sitting in an up-right position), associated with a pulse rate higher than 100 bpm and
signs of peripheral circulatory failure (pallor, diaphoresis, tachypnea, or cutaneous vasoconstriction).

SBP < 100 mmHg and peripheral circulatory failure, or the presence of compensated shock, with postural
hypotension defined as a fall of more than 20 mmHg siting in an upright position, associated with peripheral
circulatory failure.

Decrease in SBP < 90 mmHg or a reduction of more than 40 mmHg compared with baseline systolic pressure,
together with signs of hypoperfusion not responsive to the administration of plasma expanders and PRBC.

SBP <100 mmHg in the absence of known hypertension.

Excessive bleeding associated with arterial hypotension resulting in the use of vasopressors and/or excessive
bleeding associated with lactatemia > 2 mmol.

SBP <90 mm Hg.
Pulse > 100 per minute and SBP < 90 mmHg.

Hypovolemic shock and/or the requirement of more than 6 units of PRBC.
SBP <100 mmHg on arrival.

Mean arterial pressure < 50 mmHg.

Pulse rate > 100 bpm and/or a SBP <100 mmHg.
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Choudari et all5! 1994
Choudari et all12¢1 1995
Chung et all1251 2001

Church et all1271 2003

Dewan et all401 2014
Di Felice et all741 1987
Doi et all1%91 2020
Duch et all1281 2016
Edmunds et all751 1988

Fujino et all2001 2013

Hayat et all431 2017

Hermie et all%] 2018
Higa et all1311 2011

Hu et all1341 2010

Hunt et all133] 1983

Hunt et all1321 1991

Ishikawa et all1351 1994
Ishikawa et all136] 1995

Jairath et all7°1 2012
Jaka et all*41 2012

Pulse rate > 100, or a SBP <100 mmHg,.
Pulse rate greater than 100 beats per minute, a systolic blood pressure less than 100 mm Hg, or both.
SBP <100 mmHg and a pulse rate > 100 bpm, accompanied by pallor or cold sweating.

Pulse rate > 100 bpm or a SBP < 100 mmHg or both.

SBP <90 mmHg.
SBP < 100mmHg.
SBP <90 mm Hg.
SBP <100 mmHg and HR > 100/ min.
SBP < 100mmHg.

Inclusive of blood pressure decrease to <100 mmHg, paleness, cold sweat, syncope or unconsciousness.

SBP < 90 mmHg and HR > 100 bpm requiring either fluids or vasopressor agents.

SBP <90 mmHg and/or vasopressor need.
Decrease of SBP to 80 mmHg or less, or SBP:HR of 1.0 or more

Either a SBP of less than 90 mmHg, or less than 100 mmHg plus a pulse rate of more than 100 per minute.

BP of less than 100 mmHg and peripheral circulatory failure on admission, or the presence of compensated shock
with postural hypotension, defined as fall in BP below 100 mmHg or more than 20 mmHg on sitting upright.

BP <100 mmHg and pulse rate > 100 per minute and peripheral shutdown.

SBP of 80 mmHg or less.
SBP of less than 80 mmHg.

Tachycardia (pulse < 100) and/or hypotension (SBP <100 mmHg)

SBP <90 mmHg.
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Jaramillo et all1681 1994
Joaquim et all2031 2017

Kaviani et all451 2010
Kubba et all138]1 1996

Lai et all141] 1994
Lai et all471 2018
Lee H et all1011 1992

Lin et all1771 1988
Lin et all1741 1988

Lin et all1721 1990
Lin et all1751 1990

Lin et all173] 1993
Lin et all180]1 1995

Lin et all181] 1996

Lin et all178] 1999
Lin et all1791 1999

Liu T et all1021 2006
Lohse et all146] 2015

SBP <100 mmHg, HR > 100 bpm, signs of impaired systemic perfusion.

Patients presenting with syncope, unconsciousness, light headedness, abnormal mental status, postural
dizziness, or hypotensive and tachycardia.

BP < 90/60 mmHg in supine position.
Pulse rate of more than 100 bpm, a SBP of <100 mm Hg, or both.

BP <90 mmHg, HR > 100 bpm.
SBP <100 mmHg and pulse rate > 100 bpm.
SBP < 80 mmHg; HR > 100 bpm; and a decrease in CVP or JVP.

SBP less than 100 mmHg and pulse rate greater than 100 bpm.

SBP < 100 mmHg and pulse rate is > 100 bpm with or without sings of hypovolemia such as cold sweats, dry
mouth, oliguria, or even disturbed consciousness.

SBP <100 mmHg and pulse rate is > 100 bpm.

SBP < 100 mmHg and pulse rate is > 100 bpm accompanied by cold sweating, pallor, and oliguria.

SBP <100 mmHg and pulse rate is > 100 bpm accompanied by cold sweating, pallor, and oliguria.
SBP <100 mmHg and pulse rate > 100.

SBP <100 mmHg and a pulse rate > 100 bpm accompanied by pallor or cold sweating.

SBP <100 mmHg and pulse rate > 100 bpm accompanied by cold sweating, pallor, and oliguria.
SBP <100 mmHg and pulse rate > 100 bpm accompanied by cold sweating, pallor, and oliguria.

SBP <90 mmHg persisting for more than 1 hour despite fluid challenge, and signs of hypotension.
SBP <100 mmHg and HR > 100 bpm.
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Lv et all1901 2019

MacLeod et all491 1982
Maiwall et all1041 2020

Mikeli et all148]1 1996

Makhlouf et all301 2012

Minakari et all691 2017

Morsy et all®21 2014

Nagata et all201 2017
Ntagirabiri et all>21 2012
Oakland et all1931 2018

O'brien et all1501 1986
Ogasawara et all1511 2014

Oxner et all152]1 1992
Park et all331 2016

Parreira et all1531 2002

Rajgopal et all1551 1991

Cardiogenic shock, with SBP levels < 80 mmHg.

Pulse rate of > 100 bpm and a SBP < 100mmHg.
Mean arterial pressure less than 65 mm of Hg.

Pulse of more than 100 bpm, and SBP less than 100 mmHg.

SBP < 90 mmHg, together with signs of hypoperfusion not responsive to the administration of plasma expanders
and PRBC.

Including orthostatic hypotension (defined as reduction of 20 mmHg in SBP or of 10 mmHg in diastolic blood
pressure after three minutes of standing compared with BP from sitting or supine position) and shock (defined
as SBP < 90 mmHg).

SBP <90 mmHg or a reduction of > 40 mmHg compared with the baseline, together with signs of hypoperfusion
unresponsive to the administration of plasma expanders and PRBCs.

SBP < 90 mmHg, paleness, cold sweats, dizziness, syncope, or unconsciousness.

SBP <90 mmHg.
HR =100 bpm and SBP < 100 mmHg.

SBP <100 mmHg or tachycardia = 100 bpm plus a postural fall in BP on sitting up.
SBP of <90 mmHg or a HR of > 100 bpm.

Pulse > 100 bpm, SBP < 100 mmHg, or a fall in haemoglobin greater than 2 g/dl in 24 hour.
Decrease in mean blood pressure below 60 mmHg.
SBP < 90 mmHg, accompanied by HR over 100 bpm.

Pulse rate greater than 100 bpm or a SBP less than 100 mmHg, or both.
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Rosenstock et all156] 2013
Rudolph et all>1 2003

Sabat et all251 1998
Sato et all205] 2021

Sereda et all381 1977

Sey et all®12019
Shih et all61] 2018
Simon-Rudler et all162] 2007

Tekant et all1611 1995
Thomas et all1161 1992
Thomopoulos et all164 2001
Thomopoulos et all163] 2004
Thomopoulos et all110] 2006

Tsai et all1121 2014

Tsai et all111]1 2019

Villanueva et all1071 1999
Villanueva et all108] 2006

Vivas et all65] 2001
Vuachet et all1131 2015
Wang et all711 2015

Yadav et all63] 2021

HR > 100 bpm and SBP < 100 mmHg,.

SBP <100 mmHg.

SBP <100 mmHg and tachycardia (heart rate > 100 bpm), with signs of hypoperfusion.

BP of < 90 mmHg caused by bleeding.

SBP below 100 mmHg and tachycardia (a pulse rate higher than 110 per minute with peripheral sympathetic
overactivity, postural hypotension or a history of syncope).

Tachycardia (pulse =100, SBP > 100) and/ or hypotension (BP < 100).

SBP <90 mmHg at ED triage.

Pulse > 100 bpm or SBP <100 mmHg.

BP <100 mmHg.
SBP <90 mm Hg.
SBP < 100 mmHg, pulse rate > 100 bpm.
SBP <100 mmHg, pulse rate > 100 bpm.
SBP < 100 mmHg, pulse rate > 100 bpm.

Signs of peripheral hypoperfusion on physical examination, along with a SBP below 100 mmHg.

Signs of peripheral hypoperfusion on physical examination, along with a SBP below 100 mmHg.

SBP <100 mmHg and heart rate > 100 bpm.
SBP < 100 mmHg and heart rate > 100 bpm.

SBP below 90 mmHg or a decrease of more than 20 mmHg from the initial value during the bleeding episode.
SBP below 80 mmHg with signs of hypoperfusion.
SBP < 90 mmHg or diastolic blood pressure < 60 mmHg, together with HR exceeding 100 bpm.

Mean arterial blood pressure of < 100 mmHg and tachycardia as pulse rate of > 100 bpm.
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Yang et all1591 2018 SBP < 100 mmHg on arrival.

Yii et all1601 1996 BP <100 mmHg, pulse rate > 110 bpm and peripheral vasoconstriction and indications for emergency operation.

SBP: Systolic blood pressure; HR: Hear rate; bpm: Beats per minute; BP: Blood pressure; CVP: Central venous pressure; JVP: Jugular venous
pressure; ED: Emergency department; PRBC: Packed red blood cell.
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