Study HR (95% CI) Endpoint S
V-D
Southworth 2013 —— 0.46 (0.31,0.67) Gl bleeding D
Bengtson Abstract 2014 - 1.30(1.20,1.40) Glbleeding D
Chang 2015 —— 1.21(0.96,153) Glbleeding D
Lauffenburger 2015 —— 1.11(1.01,1.21) Glbleeding D
Avgil-Tsadok 2016 —_——T 0.85(0.53,1.37) Glbleeding D110 (<75Y)
Avgil-Tsadok 2016 — 1.31(1.13,1.51) Glbleeding D110 (>75Y)
Avgil-Tsadok 2016 —_— 0.96 (0.74,1.24) Gl bleeding D150 (<75Yy)
Avgil-Tsadok 2016 —— 1.35(1.01,1.81) Glbleeding D150 (>75Y)
Chan YH 2016 —r— 0.93(0.61,1.42) Glbleeding D
Chan Y-H 2016 —_— 0.99 (0.66,1.49) Gl bleeding D
Ellis 2016 —_—— 1.79 (1.37,2.33) Gl bleeding D110
Ellis 2016 —— 0.98 (0.62,1.56) Gl bleeding D150
Nishtala 2016 —— 1.16 (0.87,1.55) Glbleeding D
Nishtala 2016 —_—— 1.05(0.70,1.57) Gl bleeding D110
Nishtala 2016 —_—,—t 0.81(0.48,1.36) Gl bleeding D150
Yap 2016 <€ g 0.60 (0.14,253) Gl bleeding D
Yavuz 2016 € 0.20 (0.06, 0.64) Gl bleeding D110
Yavuz 2016 . 1.48 (0.62,355) Glbleeding D150
Seeger 2016 —_—— 0.97(0.79,1.19) Gl bleeding D
Halvorsen 2017 _L—.:— 1.26 (1.01,157) Glbleeding D
Hohnloser 2017 1.11(0.87,1.42) Glbleeding D
Bengtson 2017 —_— 1.04(0.88,1.22) Glbleeding D
Bengtson 2017 — 1.83(1.58,2.12) Glbleeding DSwitch
Adeboyeje 2017 - 1.17(1.04,1.32) Glbleeding D
Subtotal (I-squared = 77.3%, p = 0.000) <> 1.12 (1.02, 1.24)
V-A
Deitelzweig 2017 —— e — 0.53(0.42,0.66) Gl bleeding A
Halvorsen 2017 ——] 0.77 (0.59, 1.01) Gl bleeding A
Hohnloser 2017 —_—— 0.53(0.39,0.72) Gl bleeding A
Li X 2017 — 0.62 (0.55,0.70) Gl bleeding A
Adeboyeje 2017 ——t 0.82(0.63,1.06) Gl bleeding A
Subtotal (I-squared = 58.0%, p = 0.049) <> 0.64 (0.55, 0.75)
V-R
Bengtson Abstract 2014 -<- 0.90 (0.47,1.71) Gl bleeding R
Chang 2015 0.98 (0.36,2.68) Glbleeding R
Chan YH 2016 —— 1.43(0.88,2.33) Glbleeding R
Ellis 2016 —_—— 1.27(0.81,2.00) Glbleeding R
Gorst-Rasmussen 2016 g % 2.00(0.66,6.08) Glbleeding R15
Gorst-Rasmussen 2016 -&- 1.20 (0.56, 2.55) Gl bleeding R20
Halvorsen 2017 —— 1.37(1.12,1.68) Glbleeding R
Hohnloser 2017 —— 1.39(1.21,1.60) Glbleeding R
Norby 2017 - 1.07 (0.95,1.20) Glbleeding R
Norby 2017 1 —— 1.55(1.32,1.83) Glbleeding RSwitch
Adeboyeje 2017 ——— 1.00 (0.87,1.15) Glbleeding R
Subtotal (I-squared = 63.2%, p = 0.002) <> 1.25(1.09, 1.42)

| | | |
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ESM 17. Supplementary Fig. 4. Forest plot of hazard ratios of DOACs versus VKAs for gastrointestinal bleeding. If a
specific subgroup was analyzed this is indicated after the indicator ‘D’, ‘R’ or ‘A’ in the right column, a number after these
indicators refers to the dose in mg once (R) or twice per day (D, A). The meta-analytical DerSimonian-Laird random effect
estimates are indicated as diamonds in the subtotal line. Overall heterogeneity tests with I-squared and p-values are
shown in these lines as well.



