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Supplementary Table and Figures

Table S1 | Quality assessment of the included observational studies by the Newcastle—Ottawa scale

Cohort Studies

Selection Outcome
. Total
Study Exposed Nonexposed | Ascertainment | Outcome Comparablllty Assessment Length of | Adequacy of
score
Cohort Cohort of exposure of interest of outcome follow-up | follow-up
Aydinyilmaz (41) 1 0 1 1 1

Chow (42)

Corrochano (43)

Frohlich (44)

Gupta (45)

Aghajani (46)

Ho (47)

1zzi-Engbeaya (48)

Liu (49)

Matli (50)

Meizlish (51)

Merzon (52)

Mura (53)

Osborne (54)

Pan (55)

Russo (56)

Sahai (57)

Santoro (58)

Sisinni (59)

Soldevila (60)

Terlecki (61)

Tremblay (62)

Zhao (63)
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Study

Omitting Aydinyillmaz, Turkey
Omitting Chow,United States
Omitting Corrochano,Spain
Omitting Fréhlich,Germany
Omitting Gupta,United States
Omitting Aghajani,Iran

Omitting Ho,United States
Omitting Izzi-Engbeaya,UK
Omitting Liu,China

Omitting Matli,Lebanon
Omitting Meizlish,United States
Omitting Merzon,Israel
Omitting Mura,30countries
Omitting Osborne,United States
Omitting Pan,United States
Omitting Russo, ltaly

Omitting Sahai,United States
Omitting Santoro,7countries
Omitting Sisinni,ltaly

Omitting Soldevila,Spain
Omitting Terlecki,Poland
Omitting Tremblay,United States
Omitting Zhao,United States

Total (95% CI)

Figure S1 | Sensitivity analysis of the pooled analysis
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Study or Odds Ratio Odds Ratio
Subgroup TE SE Weight IV, Random, 95% CI v, Randpm, 95% ClI

Aydinyllmaz, Turkey -0.26 0.1304 55% 0.77 [0.60, 1.00]
Chow,United States -0.21 0.0345 6.3% 0.81[0.76, 0.87]
Aghajani,Iran -0.28 0.1398 54% 0.75[0.57, 0.99]
Matli,Lebanon -0.89 0.7051 12% 0.41[0.10, 1.63]
Meizlish,United States -0.65 0.2251 4.4% 0.52[0.34, 0.81]
Santoro,7countries -0.94 0.1034 58% 0.39[0.32, 0.48]
Sisinni,ltaly -0.36 0.1442 54% 0.70[0.53, 0.92]
Tremblay,United States 0.03 0.1803 4.9%  1.03[0.72, 1.47]
Zhao,United States -0.33 0.1468 53% 0.72[0.54, 0.96]

Corrochano,Spain 0.17 0.1738 5.0% 1.18[0.84, 1.66]
Frohlich,Germany 0.10 0.0854 6.0% 1.10[0.93, 1.30]
Gupta,United States -0.77 0.2860 3.7% 0.46[0.26, 0.81]
Ho,United States -0.12 01687 51% 0.89[0.64, 1.24]
|zzi-Engbeaya,UK -0.66 0.3190 3.4% 0.52[0.28, 0.96]
Liu,China -2.24 11128 05% 0.11[0.01, 0.94]
Merzon, Israel -1.02 1.4888 0.3% 0.36[0.02, 6.66]
Mura,30countries -0.24 01311 55% 0.79 [0.61, 1.02)
Osborne,United States -0.97 0.0791 6.0%  0.38 [0.33, 0.44]
Pan,United States 0.12 0.2438 42% 1.13[0.70, 1.82]
Russo, Italy -0.67 0.4338 24% 0.51[0.22,1.19]
Sahai,United States -0.16 0.2594 4.0% 0.85[0.51, 1.41]
Soldevila,Spain 0.09 0.1604 52% 1.09[0.80, 1.49]
Terlecki,Poland -0.43 02173  4.5% 0.65[0.42, 0.99]
Total (95% Cl) 100.0% 0.72 [0.61, 0.85]

Heterogeneity: Tau” = 0.12; Chi’ = 170.66, df = 22 (P < 0.01); I* = 87%
Residual heterogeneity: Tau? = NA:; Chi® = 169.80, df =21 (P <0.01); 1°=88% 0.1 051 2 10
Test for overall effect: Z =-3.90 (P < 0.01)

Test for subgroup differences: Chi® = 0.15, df = 1 (P = 0.70)

Figure S2 | Subgroup analysis of the included studies based on the original effect size
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Study or Odds Ratio Odds Ratio

Subgroup TE SE Weight IV, Random, 95% CI IV, Random, 95% CI
Chow,United States -0.21 0.0345 6.3% 0.81[0.76, 0.87]
Frohlich,Germany 0.10 0.0854 6.0% 1.10[0.93, 1.30]
Ho,United States -0.12 0.1687 5.1% 0.89[0.64, 1.24]
|zzi-Engbeaya,UK -0.66 0.3190 3.4% 0.52[0.28, 0.96]
Meizlish,United States -0.65 0.2251 4.4% 0.52[0.34, 0.81]
Merzon,Israel -1.02 1.4888 0.3% 0.36[0.02, 6.66]
Mura,30countries -0.24 0.1311 55% 0.79[0.61, 1.02]
Osborne,United States -0.97 0.0791 6.0%  0.38[0.33, 0.44]
Russo,ltaly -0.67 0.4338 2.4% 0.51[0.22, 1.19]

Sahai,United States -0.16 0.2594 4.0% 0.85[0.51, 1.41]
Santoro, 7countries -0.94 0.1034 5.8% 0.39[0.32, 0.48]
Sisinni,ltaly -0.36 0.1442 54% 0.70[0.53, 0.92)
Soldevila,Spain 0.09 0.1604 5.2% 1.09[0.80, 1.49]
Tremblay,United States 0.03 0.1803 4.9% 1.03[0.72, 1.47]
Zhao,United States -0.33 0.1468 5.3% 0.72[0.54, 0.96]

Aydinyilmaz, Turkey -0.26 0.1304 55% 0.77 [0.60, 1.00]

Corrochano,Spain 0.17 0.1738 5.0% 1.18[0.84, 1.66]

Gupta,United States ~ -0.77 0.2860 3.7%  0.46 [0.26, 0.81]

Aghajani,Iran -0.28 0.1398 54% 0.75[0.57, 0.99]

Liu,China 224 11128 05% 0.11[0.01, 0.94]

Matli,Lebanon -0.89 0.7051 1.2% 0.41[0.10, 1.63]

Pan,United States 0.12 0.2438 4.2% 1.13[0.70, 1.82]

Terlecki,Poland -0.43 02173 45% 0.65[0.42, 0.99]

Total (95% CI) 100.0% 0.72 [0.61, 0.85] *
Heterogeneity: Tau” = 0.12; Chi® = 170.66, df = 22 (P < 0.01); I = 87% f '

Residual heterogeneity: Tau? = NA; Chi® = 169.41, dfi=21 (P <0.01);1°=88% 0.1 051 2 10
Test for overall effect: Z = -3.90 (P < 0.01)

Test for subgroup differences: Chi? = 0.30, df = 1 (P = 0.58)

Figure S3 | Subgroup analysis of the included studies based on the study center
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Study or
Subgroup

Chow,United States
Corrochano,Spain
Fréhlich,Germany
Gupta,United States
Ho,United States
Izzi-Engbeaya, UK
Liu,China
Matli,Lebanon
Meizlish,United States
Merzon,Israel
Osborne,United States
Pan,United States
Russo,Italy
Sahai,United States
Santoro, 7countries
Sisinni,ltaly
Soldevila,Spain
Terlecki,Poland
Tremblay,United States

Aydinyilmaz, Turkey
Aghajani,lran
Mura,30countries
Zhao,United States

Total (95% CI)

TE

-0.21
0.17
0.10

-0.77

-0.12

-0.66

-2.24

-0.89

-0.65

-1.02

-0.97
0.12

-0.67

-0.16

-0.94

-0.36
0.09

-0.43
0.03

-0.26
-0.28
-0.24
-0.33

Odds Ratio
SE Weight IV, Random, 95% CI

0.0345 6.3% 0.81[0.76, 0.87]
0.1738 5.0% 1.18[0.84, 1.66]
0.0854 6.0% 1.10[0.93, 1.30]
0.2860 3.7% 0.46[0.26, 0.81]
0.1687 5.1% 0.89[0.64, 1.24]
0.3190 34% 0.52[0.28, 0.96]
1.1128 0.5% 0.11[0.01, 0.94]
0.7051 1.2%  0.41[0.10, 1.63]
0.2251 44% 0.52[0.34, 0.81]
1.4888 0.3% 0.36 [0.02, 6.66]
0.0791 6.0% 0.38[0.33, 0.44]
0.2438 42% 1.13[0.70, 1.82]
0.4338 24% 0.51[0.22, 1.19]
0.2594 4.0% 0.85[0.51, 1.41]
0.1034 5.8% 0.39[0.32, 0.48]
0.1442 54% 0.70[0.53, 0.92]
0.1604 52%  1.09[0.80, 1.49]
0.2173 4.5% 0.65[0.42, 0.99]
0.1803 4.9% 1.03[0.72, 1.47]
0.1304 55% 0.77 [0.60, 1.00]
0.1398 54% 0.75[0.57, 0.99]
0.1311  55% 0.79[0.61, 1.02]
0.1468 5.3% 0.72[0.54, 0.96]

100.0% 0.72[0.61, 0.85]

Heterogeneity: Tau® = 0.12; Chi® = 170.66, df = 22 (P < 0.01); I = 87%

Residual heterogeneity: Tau® = NA; Chi® = 170.47, df = 21 (P < 0.01); ° = 88%
Test for overall effect: Z =-3.90 (P < 0.01)

Test for subgroup differences: Chi® = 0.42, df = 1 (P = 0.51)

Odds Ratio
IV, Random, 95% CI

01 0512 10

Figure S4 | Subgroup analysis of the included studies based on illness severity
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Study or Odds Ratio Odds Ratio

Subgroup TE SE Weight IV, Random, 95% CI IV, Random, 95% CI
Aydinyllmaz, Turkey -0.26 0.1304 55% 0.77 [0.60, 1.00]

Aghajani,lran -0.28 0.1398 5.4% 0.75[0.57, 0.99]

Liu,China -2.24 11128  0.5% 0.11[0.01, 0.94] :
Meizlish,United States -0.65 0.2251 4.4% 0.52[0.34, 0.81] =
Merzon,Israel -1.02 1.4888 0.3% 0.36 [0.02, 6.66] :
Mura,30countries -0.24 01311 55% 0.79[0.61, 1.02]

Osborne,United States -0.97 0.0791 6.0%  0.38 [0.33, 0.44]
Sahai,United States -0.16 0.2594 4.0% 0.85[0.51, 1.41]
Zhao,United States -0.33 0.1468 5.3% 0.72 [0.54, 0.96]

Chow,United States -0.21 0.0345 6.3% 0.81[0.76, 0.87]

Corrochano,Spain 0.17 0.1738 50% 1.18 [0.84, 1.66]

Frohlich,Germany 0.10 0.0854 6.0% 1.10[0.93, 1.30]

Ho,United States -0.12 0.1687 51% 0.89 [0.64, 1.24]

Matli,Lebanon -0.89 0.7051 1.2% 0.41[0.10, 1.63]

Pan,United States 0.12 0.2438 4.2% 1.13[0.70, 1.82]

Russo, ltaly -0.67 0.4338 24% 0.51[0.22, 1.19]

Santoro,7countries -0.94 0.1034 58% 0.39]0.32, 0.48]

Sisinni,ltaly -0.36 0.1442 54% 0.70[0.53, 0.92]

Soldevila,Spain 0.09 0.1604 52% 1.09[0.80, 1.49]

Terlecki,Poland -0.43 0.2173 45% 0.65[0.42, 0.99]

|zzi-Engbeaya, UK -0.66 0.3190 3.4% 0.52[0.28, 0.96] —H

Tremblay,United States 0.03 0.1803 4.9% 1.03[0.72, 1.47] :

Gupta,United States  -0.77 0.2860 3.7% 0.46 [0.26, 0.81] =
-

Total (95% Cl) 100.0% 0.72 [0.61, 0.85] .

Heterogeneity: Tau” = 0.12; Chi’ = 170.66, df = 22 (P < 0.01); I° = 87% I !

Residual heterogeneity: Tau® = NA; Chi® = 130.07, df= 19 (P <0.01): 1°=85% 0.1 051 2 10
Test for overall effect: Z =-3.90 (P < 0.01)

Test for subgroup differences: Chi® = 4.00, df = 3 (P = 0.26)

Figure S5 | Subgroup analysis of the included studies based on antiplatelet agents
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Study or Odds Ratio Odds Ratio

Subgroup TE SE Weight IV, Random, 95% CI IV, Random, 95% CI
Izzi-Engbeaya,UK -0.66 0.3190 3.4% 0.52[0.28,0.96] —H
Mura,30countries -0.24 0.1311 55% 0.79[0.61,1.02]
-
Aghajani,Iran -0.28 0.1398 54% 0.75[0.57,0.99] =
Liu,China -2.24 1.1128 0.5% 0.11[0.01,0.94] :
Matli,Lebanon -0.89 0.7051 1.2% 0.41[0.10, 1.63] ——
Meizlish,United States -0.65 0.2251 4.4% 0.52[0.34, 0.81] 8 3
Santoro,7countries -0.94 0.1034 58% 0.39[0.32, 0.48] i
Zhao,United States -0.33 0.1468 5.3% 0.72[0.54, 0.96] B
-

Aydinyllmaz, Turkey -0.26 0.1304 55% 0.77[0.60, 1.00]
Chow,United States -0.21 0.0345 6.3% 0.81[0.76, 0.87]

Corrochano,Spain 0.17 01738 5.0% 1.18[0.84, 1.66]
Frohlich,Germany 0.10 0.0854 6.0% 1.10[0.93, 1.30]
Gupta,United States -0.77 0.2860 3.7% 0.46[0.26, 0.81]
Ho,United States -0.12 0.1687 5.1% 0.89[0.64, 1.24]
Merzon,Israel -1.02 1.4888 0.3% 0.36[0.02, 6.66]
Osborne,United States -0.97 0.0791 6.0% 0.38 [0.33, 0.44]
Pan,United States 0.12 0.2438 42% 1.13[0.70, 1.82]
Russo,ltaly -0.67 0.4338 24% 0.51[0.22, 1.19]
Sahai,United States -0.16 0.2594 4.0% 0.85][0.51, 1.41]
Sisinni, Italy -0.36 0.1442 54% 0.70[0.53, 0.92]
Soldevila,Spain 0.09 0.1604 52% 1.09[0.80, 1.49]
Terlecki,Poland -0.43 0.2173 4.5% 0.65[0.42,0.99]

Tremblay,United States 0.03 0.1803 4.9% 1.03 [0.72, 1.47]

Total (95% CI) 100.0% 0.72[0.61, 0.85]
Heterogeneity: Tau® = 0.12; Chi = 170.66, df = 22 (P < 0.01); I’ = 87%
Residual heterogeneity: Tau® = NA; Chi® = 144.52, df =20 (P < 0.01);1?=86% 0.1 0.51 2 10
Test for overall effect: Z =-3.90 (P < 0.01)

Test for subgroup differences: Chi’ = 3.38, df = 2 (P = 0.18)

Figure S6 | Subgroup analysis of the included studies based on treatment timing
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Study or Odds Ratio Odds Ratio
Subgroup TE SE Weight IV, Random, 95% CI IV, Random, 95% CI

Aydinyilmaz, Turkey -0.26 0.1304 5.5% 0.77 [0.60, 1.00]
Gupta,United States  -0.77 0.2860 3.7% 0.46[0.26, 0.81]
Aghajani,Iran -0.28 0.1398 54% 0.75[0.57, 0.99]
Matli,Lebanon -0.89 0.7051 1.2% 0.41[0.10, 1.63]
Meizlish,United States -0.65 0.2251 4.4% 0.52[0.34, 0.81]
Santoro,7countries -0.94 0.1034 5.8% 0.39[0.32, 0.48]
Sisinni,ltaly -0.36 0.1442 5.4% 0.70[0.53,0.92]
Soldevila,Spain 0.09 0.1604 5.2%  1.09[0.80, 1.49]
Zhao,United States -0.33 0.1468 5.3% 0.72[0.54, 0.96]

Chow,United States -0.21 0.0345 6.3% 0.81[0.76, 0.87] [+ |
|zzi-Engbeaya,UK -0.66 0.3190 3.4% 0.52[0.28, 0.96] —|H
Liu,China -2.24 11128 05% 0.11[0.01, 0.94] '
Merzon,Israel -1.02 14888 0.3% 0.36[0.02, 6.66]

Mura,30countries -0.24 0.1311  55% 0.79[0.61, 1.02]

Osborne,United States -0.97 0.0791 6.0%  0.38 [0.33, 0.44]

Pan,United States 0.12 0.2438 4.2% 1.13[0.70, 1.82]

Russo,Italy -0.67 04338 24% 0.51[0.22,1.19]

Sahai,United States -0.16 0.2594 4.0% 0.85[0.51, 1.41]

Terlecki,Poland -0.43 02173 45% 0.65[0.42, 0.99]

Corrochano,Spain 0.17 0.1738 50% 1.18[0.84, 1.66]

Frohlich,Germany 0.10 0.0854 6.0% 1.10[0.93, 1.30]

Ho,United States -0.12 0.1687 5.1% 0.89[0.64, 1.24]

Tremblay,United States 0.03 0.1803 4.9% 1.03[0.72, 1.47]

Total (95% Cl) 100.0% 0.72[0.61, 0.85]
Heterogeneity: Tau? = 0.12; Chi® = 170.66, df = 22 (P < 0.01); 1> = 87%
Residual heterogeneity: Tau? = NA; Chi® = 128.86, df=20 (P <0.01); I°=84% 0.1 0512 10
Test for overall effect: Z=-3.90 (P < 0.01)

Test for subgroup differences: Chi?=17.86,df =2 (P <0.01)

Figure S7 | Subgroup analysis of the included studies based on anticoagulant use
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Figure S8 | Funnel plot for the publication bias tests




