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	Author
	Cancer Type

	Melloni 2017 [16]
	Bladder (7%), breast (16%), colon (11%), gastric (2%), lung (3%), melanoma (6%), others (10%), ovarian/uterus (6%), prostate (29%), rectal (3%), renal cell carcinoma (4%), Hodgkin’s lymphoma (1%), leukemia (<1%), lymphoma (1%), Non- Hodgkin’s lymphoma (1%) 

	Ording 2017 [20]
	Urological cancer was diagnosed in 15% of cancer patients, followed by breast cancer (12%), gastrointestinal cancer (12%), lung cancer (4%), hematological cancer (3%), and intracranial cancer (0.1%), other sites (54%)

	Kim 2018 [19]
	Stomach (20.6%), colorectal (14.9%), thyroid (10.8%), prostate (9.3%), lung (12.2%), melanoma (5.9%), biliary tract (5.4%), urinary tract (6.1%), genitourinary (12.2%), head and neck (4.1%), hepatocellular carcinoma (3.0%), breast (2.4%), others (11.1%)

	Fanola 2018 [15]
	Prostate (13.7%), breast (6.5%), bladder (7.5%), gastrointestinal (20.5%), lung or pleura (11%), skin (5.9%), pancreatic (3.8%), liver, gallbladder, or bile ducts (3.8%), esophageal (2.5%), oropharyngeal (2.6%), renal (2.5%), uterine (2.1%), brain (2.1%), genital (1.3%), thyroid (1.1%),others (7.8%)

	Shah 2018 [18]
	Breast (19.2%), gastrointestinal (12.7%), lung (12.3%), genitourinary (29.2%), gyneco-oncological (2.4%), hematological (9.8%), others (14.4%) 

	Chen 2019 [14]
	Prostate (28.6%), breast (14.7%), colorectal (16.1%), gastrointestinal (3%), lung (3.1%), melanoma (5.9%), leukemia or lymphoma (5.2%), gynecological (6.6%), genitourinary (12.2%), head and neck (3.9%), thyroid (2.5%), brain (0.3%), others (3%), unspecified cancer type (3.9%) 

	Sawant 2019 [21]
	N.A.

	Yasui 2019 [23]
	Gastrointestinal (44.2%), lung (24.1%), genitourinary (11.2%), head and neck (9.8%), breast (4%), hematological (3.1%), other (3.6%)

	Wu 2020 [22]
	N.A.




Table S1. Type and prevalence of cancer in the included studies







	Author
	Definition of active cancer

	Melloni 2017 [16]
	Recently diagnosed or active cancer or patients who have been treated 6 months prior and were in remission at enrollment

	Ording 2017 [20]
	N.A.

	Kim 2018 [19]
	Newly diagnosed cancer while taking DOAC for history of non-valvular atrial fibrillation

	Fanola 2018 [15]
	New incident cancer or recurrence of remote cancer (> 5 years prior) during study period

	Shah 2018 [18]
	Actively treated cancer with chemotherapy, radiation therapy, or cancer surgery within 6 months prior to the start of anticoagulation

	Chen 2019 [14]
	Actively treated cancer receiving treatment with hormonal or chemoterapeutic agents

	Sawant 2019 [21]
	N.A.

	Yasui 2019 [23]
	Evidence of neoplasm on imaging, or ongoing cancer therapy

	Wu 2020 [22]
	Cancer receiving treatment or diagnosed within last 6 months 




Table S2. Definitions of active cancer
DOACs: direct oral anticoagulant
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Figure S1. Forest plots showing the comparison between DOACs vs VKAs in patients with cancer and AF. The RRs for efficacy outcomes obtained using a fixed-effects model are shown.
AD: all-cause death; CVD: cardiovascular death; HS: hemorrhagic stroke; IS: ischemic stroke; MI: myocardial infarction; SSE: stroke or systemic embolism.
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Figure S2. Forest plots showing the comparison between DOACs vs VKAs in patients with cancer and AF. The RRs for safety outcomes obtained using a fixed-effects model are shown.
MB: major bleeding; NMCRB: non-major clinically relevant bleeding; IC: intracerebral; GIB: gastrointestinal bleeding.
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Figure S3. Forest plots showing the comparison between DOACs vs VKAs in patients with cancer and AF. The RRs for efficacy outcomes obtained pooling data from Retrospective Cohort studies are shown.
AD: all-cause death; CVD: cardiovascular death; HS: hemorrhagic stroke; IS: ischemic stroke; MI: myocardial infarction; SSE: stroke or systemic embolism.
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Figure S4. Forest plots showing the comparison between DOACs vs VKAs in patients with cancer and AF. The RRs for safety outcomes obtained pooling data from Retrospective Cohort studies are shown.
IC: intracerebral; GIB: gastrointestinal bleeding.
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Figure S5. Forest plots showing the comparison between DOACs vs VKAs in patients with cancer and AF. The RRs for efficacy outcomes obtained pooling data from Post-hoc Analysis studies are shown.
AD: all-cause death; CVD: cardiovascular death; HS: hemorrhagic stroke; IS: ischemic stroke; MI: myocardial infarction; SSE: stroke or systemic embolism.
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Figure S6. Forest plots showing the comparison between DOACs vs VKAs in patients with cancer and AF. The RRs for safety outcomes obtained pooling data from Post-hoc Analysis studies are shown.
MB: major bleeding; NMCRB: non-major clinically relevant bleeding; IC: intracerebral; GIB: gastrointestinal bleeding.
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Figure S7. Forest plots showing the comparison between DOACs vs VKAs in patients with cancer and AF. The RRs for efficacy outcomes obtained pooling data from Propensity-score Matched or Adjusted Analyses are shown.
AD: all-cause death; CVD: cardiovascular death; IS: ischemic stroke; MI: myocardial infarction; SSE: stroke or systemic embolism.
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Figure S8. Forest plots showing the comparison between DOACs vs VKAs in patients with cancer and AF. The RRs for safety outcomes obtained pooling data from Propensity-score Matched or Adjusted Analyses are shown.
MB: major bleeding; NMCRB: non-major clinically relevant bleeding; IC: intracerebral; GIB: gastrointestinal bleeding.
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Figure S9. Forest plots showing the comparison between DOACs vs VKAs in patients with cancer and AF. The RRs for efficacy outcomes obtained pooling data about patients with active cancer are shown.
[bookmark: _GoBack]AD: all-cause death; CVD: cardiovascular death; IS: ischemic stroke; MI: myocardial infarction; SSE: stroke or systemic embolism.
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Figure S10. Forest plots showing the comparison between DOACs vs VKAs in patients with cancer and AF. The RRs for safety outcomes obtained pooling data about patients with active cancer are shown.
MB: major bleeding; NMCRB: non-major clinically relevant bleeding; IC: intracerebral; GIB: gastrointestinal bleeding.
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Major Bleeding

Risk Ratio

Risk Ratio

log[Risk Ratio]  SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.343 0.268  0.0%  0.71[0.42, 1.20]
Fanola 2018 -0.094 0.163  0.0%  0.91[0.66, 1.25]
Kim 2018 -1.504 0384 16.4%  0.22[0.10,0.47] —
Melloni 2017 -0.274 0.267  0.0%  0.76[0.45, 1.28]
Shah Api -0.994 0397 16.1%  0.37[0.17,0.81] —
Shah Dabi -0.041 0.147 23.1%  0.96[0.72, 1.28] -+
Shah Riva 0.086 0.164 22.7%  1.09[0.79, 1.50] -
Wu 2020 -1.347 0541 12.3%  0.26[0.09, 0.75] —_—
Yasui 2019 -0.27 0.694  9.3%  0.76[0.20, 2.97] —_—T
Total (95% Cl) 100.0%  0.56 [0.33, 0.94] -
Heterogeneity: Tau? = 0.29; Chi? = 24.25, df = 5 (P = 0.0002); I* = 79% ’ + t J
Test for overall effect: Z = 2.20 (P = 0.03) 0.01 o DOACs VKAs 10 100
ICor GIB . _ . Risk Ratio Risk Ratio
_ log[Risk Ratio]  SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -1.772 109 0.0%  0.17[0.02, 1.44]
Fanola 2018 -0.128 0.178  0.0%  0.88[0.62, 1.25]
Kim Gl -1.273 0422 11.0%  0.28[0.12, 0.64] —_—
Kim IC -2.08 106 2.8%  0.12[0.02,1.000 ——————
Melloni 2017 -2.935 145  0.0%  0.05[0.00,0.91]
Ording 2017 -0.205 0.205 19.1%  0.81[0.55,1.22] —r
Shah Api -0.994 0397 11.8%  0.37[0.17,0.81] —_—
Shah Dabi -0.041 0.147 215%  0.96[0.72, 1.28] -+
Shah Riva 0.086 0.164 20.8%  1.09[0.79, 1.50] -+
Wu 2020 -1.022 0561  7.7%  0.36[0.12, 1.08] —
Yasui 2019 -0.49 072 53%  0.61([0.15,2.51] — T
Total (95% CI) 100.0%  0.64 [0.44, 0.92] L 4
Heterogeneity: Tau? = 0.14; Chi? = 20.10, df = 7 (P = 0.005); I = 65% ' + t J
Test for overall effect: Z = 2.40 (P = 0.02) o.01 o1 DOACs  VKAS 10 100
N Risk Ratio Risk Ratio
Any Bleed{ng log[Risk Ratio] _ SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 0.14 0.114  0.0%  1.15[0.92, 1.44]
Fanola 2018 -0.186 0.182  0.0%  0.83[0.58, 1.19]
Melloni 2017 -0.186 0.094  0.0%  0.83[0.69, 1.00]
Ording 2017 -0.315 0.145 44.8%  0.73[0.55,0.97] -
Shah 2018 0 0.103 55.2%  1.00([0.82,1.22]
Total (95% Cl) 100.0%  0.87[0.64, 1.18]
Heterogeneity: Tau? = 0.03; Chi® = 3.14, df = 1 (P = 0.08); I = 68% ot o1 ' T o0

Test for overall effect: Z = 0.90 (P = 0.37)
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SSE Risk Ratio Risk Ratio
log[Risk Ratio] _ SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.654 0.439 16.0%  0.52[0.22, 1.23]
Fanola 2018 -0.315 0.224 61.5% 0.73[0.47, 1.13]
Kim 2018 -1.492 0.362 0.0% 0.221[0.11, 0.46]
Melloni 2017 0.086 0.37 22.5% 1.09[0.53, 2.25] -
Ording 2017 -0.376 0.154  0.0%  0.69[0.51,0.93]
Sawant Api -0.14 0.189  0.0%  0.87 [0.60, 1.26]
Sawant Dabi -0.431 0.247  0.0%  0.65[0.40, 1.05]
Sawant Riva -0.274 0.165 0.0% 0.76 [0.55, 1.05]
Wu 2020 -0.868 0.286 0.0% 0.42[0.24, 0.74]
Yasui 2019 -0.56 0.752  0.0%  0.57[0.13,2.49]
Total (95% CI) 100.0%  0.76 [0.54, 1.07] &
Heterogeneity: Tau? = 0.00; Chi? = 1.73, df = 2 (P = 0.42); I* = 0% ' t y i
Test for overall effect: Z = 1.59 (P = 0.11) 001 01 DOACs VKAs 0 100
IS Risk Ratio Risk Ratio
log[Risk Ratio] _ SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -1.05 0.591 22.7%  0.35[0.11, 1.11] —
Fanola 2018 -0.357 0.248 45.2%  0.70[0.43, 1.14] —
Kim 2018 -1.492 0.362 0.0% 0.22[0.11, 0.46]
Melloni 2017 0.464 0.426 32.0% 1.59[0.69, 3.67] T
Ording 2017 -0.31 0.166  0.0%  0.73[0.53, 1.02]
Sawant Api 0.038 0.026  0.0%  1.04[0.99, 1.09]
Sawant Dabi -0.195 0.024 0.0% 0.82[0.79, 0.86]
Sawant Riva -0.116 0.026 0.0% 0.89[0.85, 0.94]
Shah Api -0.343 0.673 0.0% 0.71[0.19, 2.65]
Shah Dabi -0.117 0.236 0.0% 0.89[0.56, 1.41]
Shah Riva -0.301 0.314 0.0% 0.74 [0.40, 1.37]
Yasui 2019 0.136 0.903  0.0%  1.15[0.20, 6.73]
Total (95% CI) 100.0% 0.78 [0.38, 1.58] ?
Heterogeneity: Tau? = 0.23; Chi* = 4.83, df = 2 (P = 0.09); I* = 59% .01 o1 1 10 100
Test for overall effect: Z = 0.69 (P = 0.49) . B DOACs VKAs
HS Risk Ratio Risk Ratio
log[Risk Ratio] _ SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -1.022 1.121 100.0% 0.36 [0.04, 3.24] —
Ording 2017 -0.445 0.43 0.0% 0.64 [0.28, 1.49]
Sawant Api -0.341 0.114 0.0% 0.71[0.57, 0.89]
Sawant Dabi -0.689 0.11  0.0%  0.50[0.40, 0.62]
Sawant Riva -0.457 0.11  0.0%  0.63[0.51,0.79]
Total (95% CI) 100.0%  0.36 [0.04, 3.24] s
Heterogeneity: Not applicable [ + + J
Test for overall effect: Z = 0.91 (P = 0.36) 0.01 01 DOACs VKAs 10 100
VTE Risk Ratio Risk Ratio
log[Risk Ratio] _ SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2019 0.086 0.71 53.7%  1.09[0.27,4.38] -
Melloni 2017 -0.274 0.764 46.3%  0.76 [0.17, 3.40] —a—
Ording 2017 -0.888 0.298 0.0% 0.41[0.23, 0.74]
Shah Api -1.966 0.388  0.0%  0.14[0.07,0.30]
Shah Dabi -1.273 0.151  0.0%  0.28[0.21,0.38]
Shah Riva -0.673 0.11 0.0% 0.51[0.41, 0.63]
Total (95% CI) 100.0% 0.92 [0.33, 2.56] ’
Heterogeneity: Tau? hi? = 0.12,df = 1 (P = 0.73); I? = 0% 5ot o o 00

Test for overall effe

.16 (P = 0.88)
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Ml Risk Ratio Risk Ratio
og[Risk Ratio] E_Weight 1V, Random, 95 ] IV, Random, 95' 1
log[Risk Ratio] S igh dom, 95% CI dom, 95% C
Chen 2019 -0.163 0.515 18.1%  0.85[0.31,2.33] ——
Fanola 2018 -0.431 0.301 52.9% 0.65[0.36, 1.17] —
Melloni 2017 0.02 0.406 29.1% 1.02 [0.46, 2.26] —
Ording 2017 -0.758 0.288 0.0% 0.47[0.27, 0.82]
Wu 2020 0.652 073  0.0%  1.92[0.46, 8.03]
Total (95% CI) 100.0%  0.78 [0.51, 1.19] L 3
Heterogeneity: Tau? = 0.00; Chi? = 0.83, df = 2 (P = 0.66); I> = 0% b + + J
Test for overall effect: Z = 1.15 (P = 0.25) oo o1 DOACs VKAs 0 100
cVD Risk Ratio Risk Ratio
log[Risk Ratio] __ SE_Weight IV, Fixed, 95% ClI 1V, Fixed, 95% ClI
Chen 2019 -0.386 0312 34.4% 0.68[0.37, 1.25]
Fanola 2018 -0.211 0.226  65.6% 0.81[0.52, 1.26]
Total (95% CI) 100.0% 0.76 [0.53, 1.09] <
Heterogeneity: Chi? = 0.21, df = 1 (P = 0.65); I = 0% ; + + |
Test for overall effect: Z = 1.48 (P = 0.14) 0.01 01 DOACs VKAs 10 100
AD Risk Ratio Risk Ratio
log[Risk Ratio] __SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.416 0.231 25.8%  0.66 [0.42, 1.04] —=
Fanola 2018 0.08 0.093 45.4% 1.08 [0.90, 1.30] "
Kim 2018 -0.82 0.173 0.0% 0.44[0.31, 0.62]
Melloni 2017 0.278 0.207 28.8% 1.32[0.88, 1.98] =
Wu 2020 -0.031 0.138 0.0% 0.97 [0.74, 1.27]
Total (95% CI) 100.0%  1.01[0.73, 1.39] L 2
Heterogeneity: Tau? = 0.05; Chi? = 5.39, df = 2 (P = 0.07); I = 63% ‘001 0‘1 1‘0 100‘

Test for overall effect: Z = 0.05 (P = 0.96)

DOACs VKAs









MI

	

CVD

	

AD

	


image9.emf
Major Bleeding

log[Risk Ratio]

Risk Ratio
SE_Weight IV, Random, 95% CI

Risk Ratio
1V, Random, 95% CI

Chen 2019 -0.343 0.268 21.2%  0.71[0.42,1.20]
Fanola 2018 -0.094 0.163 57.4%  0.91[0.66, 1.25]
Kim 2018 -1.504 0.384  0.0%  0.22[0.10, 0.47]
Melloni 2017 -0.274 0.267 21.4%  0.76 [0.45, 1.28] —
Shah Api -0.994 0397  0.0%  0.37[0.17,0.81]
Shah Dabi -0.041 0.147  0.0%  0.96[0.72, 1.28]
Shah Riva 0.086 0.164  0.0%  1.09[0.79, 1.50]
Wu 2020 -1.347 0541  0.0%  0.26[0.09,0.75]
Yasui 2019 -0.27 0.694  0.0%  0.76[0.20, 2.97]
Total (95% Cl) 100.0%  0.83 [0.65, 1.06] L
Heterogeneity: Tau? = 0.00; Chi? = 0.77, df = 2 (P = 0.68); I’ = 0% T
Test for overall effect: Z = 1.50 (P = 0.13) DOACs VKAs
Risk Ratio Risk Ratio
MB or NMCRB log[Risk Ratio] __ SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 0.086 0.145 42.3%  1.09[0.82, 1.45] 3
Fanola 2018 -0.128 0.17 30.8%  0.88[0.63,1.23] -
Melloni 2017 -0.223 0.182 26.9%  0.80[0.56, 1.14] =T
Total (95% CI) 100.0%  0.94[0.78, 1.13] <
Heterogeneity: Tau? = 0.00; Chi? = 1.97, df = 2 (P = 0.37); 1> = 0% %
Test for overall effect: Z = 0.67 (P = 0.50) DOACs  VKAS
ICor GIB Risk Ratio Risk Ratio
log[Risk Ratio] _ SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -1.772 109 28.5%  0.17[0.02,1.44 ———«—
Fanola 2018 -0.128 0.178 50.2%  0.88[0.62, 1.25] -+
Kim GI -1.273 0422  0.0%  0.28[0.12,0.64]
Kim IC -2.08 1.06  0.0%  0.12[0.02, 1.00]
Melloni 2017 -2.935 145 21.3%  0.05[0.00,0.91] ¢——=—|
Ording 2017 -0.205 0.205  0.0%  0.81[0.55,1.22]
Shah Api -0.994 0397  0.0%  0.37[0.17,0.81]
Shah Dabi -0.041 0.147  0.0%  0.96[0.72, 1.28]
Shah Riva 0.086 0.164  0.0%  1.09[0.79, 1.50]
Wu 2020 -1.022 0561  0.0%  0.36[0.12, 1.08]
Yasui 2019 -0.49 072 0.0%  0.61([0.15,2.51]
Total (95% CI) 100.0%  0.30 [0.05, 1.68] .
Heterogeneity: Tau? = 1.49; Chi? = 5.80, df = 2 (P = 0.06); I = 66% o
Test for overall effect: Z = 1.37 (P = 0.17) DOACs VKAS
i Risk Ratio Risk Ratio
Any Bleeding log[Risk Ratio] _ SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 0.14 0.114 36.0%  1.15[0.92, 1.44] =
Fanola 2018 -0.186 0.182 23.6%  0.83[0.58,1.19] =
Melloni 2017 -0.186 0.094 40.4%  0.83[0.69, 1.00] =
Ording 2017 -0.315 0.145  0.0%  0.73[0.55,0.97]
Shah 2018 0 0.103  0.0%  1.00[0.82, 1.22]
Total (95% Cl) 100.0%  0.93[0.74, 1.18] <
Heterogeneity: Tau? = 0.03; Chi? = 5.32, df = 2 (P = 0.07); I = 62% T

Test for overall effect: Z = 0.58 (P = 0.56)
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SSE Risk Ratio Risk Ratio
log[Risk Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.654 0.439 15.9% 0.52[0.22, 1.23] T
Fanola 2018 -0.315 0.224 24.8% 0.73[0.47, 1.13] =
Kim 2018 -1.492 0.362 18.8% 0.22[0.11, 0.46] —
Melloni 2017 0.086 0.37 18.5% 1.09[0.53, 2.25] -
Ording 2017 -0.376 0.154 0.0% 0.69[0.51, 0.93]
Sawant Api -0.14 0.189 0.0% 0.87[0.60, 1.26]
Sawant Dabi -0.431 0.247 0.0% 0.65 [0.40, 1.05]
Sawant Riva -0.274 0.165 0.0% 0.76 [0.55, 1.05]
Wu 2020 -0.868 0.286 22.0% 0.42 [0.24, 0.74] -
Yasui 2019 -0.56 0.752 0.0% 0.57[0.13, 2.49]
Total (95% CI) 100.0%  0.53[0.32, 0.86] -
Heterogeneity: Tau? = 0.20; Chi? = 12.02, df = 4 (P = 0.02); I = 67% [ } J
Test for overall effect: Z = 2.54 (P = 0.01) 0.01 DOACs VKAs 10 100
1S Risk Ratio Risk Ratio
log[Risk Ratio] SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -1.05 0.591 9.1% 0.35[0.11, 1.11] T
Fanola 2018 -0.357 0.248 19.1% 0.70[0.43, 1.14] ™
Kim 2018 -1.492 0.362 15.0% 0.22[0.11, 0.46] -
Melloni 2017 0.464 0.426 13.1% 1.59[0.69, 3.67] T
Ording 2017 -0.31 0.166 0.0% 0.73[0.53, 1.02]
Sawant Api 0.038 0.026 0.0% 1.04[0.99, 1.09]
Sawant Dabi -0.195 0.024 0.0% 0.82[0.79, 0.86]
Sawant Riva -0.116 0.026 0.0% 0.89[0.85, 0.94]
Shah Api -0.343 0.673 7.6% 0.71[0.19, 2.65] e
Shah Dabi -0.117 0.236  19.5% 0.89[0.56, 1.41] .
Shah Riva -0.301 0.314 16.7% 0.74 [0.40, 1.37] a
Yasui 2019 0.136 0.903 0.0% 1.15 [0.20, 6.73]
Total (95% CI) 100.0%  0.65 [0.42, 1.01] R 2
Heterogeneity: Tau? = 0.20; Chi? = 15.96, df = 6 (P = 0.01); I = 62% ‘001 + 100‘
Test for overall effect: Z = 1.91 (P = 0.06) DOACs VKAs
VTE Risk Ratio Risk Ratio
log[Risk Ratio] SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 0.086 0.71 10.2% 1.09 [0.27, 4.38]
Melloni 2017 -0.274 0.764 9.2% 0.76 [0.17, 3.40] —
Ording 2017 -0.888 0.298 0.0% 0.41[0.23, 0.74]
Shah Api -1.966 0.388 19.7% 0.14 [0.07, 0.30] —_—
Shah Dabi -1.273 0.151 29.8% 0.28 [0.21, 0.38] -
Shah Riva -0.673 0.11 31.1% 0.51[0.41, 0.63] -
Total (95% CI) 100.0% 0.37 [0.22, 0.63] -
- Taw? = - Chi? = _ _ 2= | ; |
Heterogeneity: Tau® = 0.23; Chi® = 20.49, df = 4 (P = 0.0004); I* = 80% o1 ) 100

Test for overall effect: Z = 3.64 (P = 0.0003)
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MI Risk Ratio Risk Ratio
log[Risk Ratio] SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.163 0.515 16.6% 0.85[0.31, 2.33] T
Fanola 2018 -0.431 0.301 48.5% 0.65[0.36, 1.17] —T
Melloni 2017 0.02 0.406 26.7%  1.02 [0.46, 2.26] ——
Ording 2017 -0.758 0.288  0.0%  0.47[0.27, 0.82]
Wu 2020 0.652 0.73  8.2% 1.92 [0.46, 8.03] —
Total (95% CI) 100.0% 0.84 [0.56, 1.26] <
Heterogeneity: Tau® = 0.00; Chi® = 2.24, df = 3 (P = 0.52); I’ = 0% [ + y J
Test for overall effect: Z = 0.84 (P = 0.40) o.01 01 DOACs VKAs 10 100
CcVD Risk Ratio Risk Ratio
log[Risk Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.386 0.312 34.4% 0.68[0.37, 1.25]
Fanola 2018 -0.211 0.226 65.6% 0.81[0.52, 1.26]
Total (95% Cl) 100.0%  0.76 [0.53, 1.09] L
Heterogeneity: Tau® = 0.00; Chi® = 0.21, df = 1 (P = 0.65); I = 0% [ + y J
Test for overall effect: Z = 1.48 (P = 0.14) o.01 o DOACs VKAs 10 100
AD Risk Ratio Risk Ratio
log[Risk Ratio] SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.416 0.231 17.4% 0.66 [0.42, 1.04] |
Fanola 2018 0.08 0.093 22.9% 1.08[0.90, 1.30] il
Kim 2018 -0.82 0.173  19.9% 0.44 [0.31, 0.62] -
Melloni 2017 0.278 0.207 18.4% 1.32[0.88, 1.98] T
Wu 2020 -0.031 0.138 21.3% 0.97 [0.74, 1.27] -
Total (95% CI) 100.0% 0.84 [0.59, 1.20] &
- Tau? - Chi? = _ i | ; ; |
Heterogeneity: Tau? = 0.13; Chi® = 26.48, df = 4 (P < 0.0001); I* = 85% o1 of o 100

Test for overall effect: Z = 0.96 (P

0.34)
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A . Risk Ratio Risk Ratio
Major Bleeding . zick ratio] _SE_weight_1v, Random, 95% I IV, Random, 95% CI
Chen 2019 -0.343 0.268 12.8% 0.71[0.42, 1.20] /T
Fanola 2018 0094 0163 16.4%  0.91[0.66, 1.25] -+
Kim 2018 1504 0.384  9.4%  0.221(0.10,047] _
Melloni 2017 -0.274 0.267 12.9% 0.76 [0.45, 1.28] ™
Shah Api -0.994 0397 9.1%  0.37[0.17, 0.81] _—
Shah Dabi -0.041 0.147 16.9% 0.96 [0.72, 1.28] -
Shah Riva 0.086 0.164 16.4% 1.09 [0.79, 1.50] T
Wu 2020 -1347 0541  6.2%  0.26[0.09,0.75] —_—
Yasui 2019 027 0694  0.0%  0.76[0.20, 2.97]
Total (95% CI) 100.0% 0.67 [0.49, 0.92] ‘
Heterogeneity: Tau? = 0.14; Chi? = 25.01, df = 7 (P = 0.0008); I = 72% bt o } o0
Test for overall effect: Z = 2.47 (P = 0.01) : L DOACs VkAs
Risk Ratio Risk Ratio
MBor NMCRB | 0 iRisk Ratio]  SE_Weight IV, Random, 95% Ci IV, Random, 95% CI
Chen 2019 0.086 0.145 42.3% 1.09 [0.82, 1.45] -
Fanola 2018 -0.128 0.17 30.8% 0.88[0.63, 1.23] -
Melloni 2017 0223 0182 26.9%  0.8010.56, 1.14] =
Total (95% CI) 100.0%  0.94[0.78, 1.13] ¢
Heterogeneity: Tau? = 0.00; Chi? = 1.97, df = 2 (P = 0.37); I* = 0% ; : ’ |
Test for overall effect: Z = 0.67 (P = 0.50) 001 01 wkas 01
IC or GIB . . ) Risk Ratio Risk Ratio
i log[Risk Ratio] __SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2019 C1772 109 3.0%  0.17[0.02, 1.44] =
Fanola 2018 0128 0.178 19.5%  0.88(0.62, 1.25] -
Kim GI 41273 0.422 115%  0.28(0.12, 0.64] —_
Kim IC -2.08 1.06 3.2% 0.12 [0.02, 1.00] |
Melloni 2017 -2.935 1.45 1.8% 0.05[0.00,0.91] &———
Ording 2017 -0.205 0.205 0.0% 0.81[0.55, 1.22]
Shah Api -0.994 0.397 12.2% 0.37[0.17, 0.81] —
Shah Dabi 0041 0.147 20.4%  0.96[0.72, 1.28] -+
Shah Riva 0.086 0.164 19.9%  1.09(0.79, 1.50] +
Wu 2020 -1.022 0.561 8.4% 0.36 [0.12, 1.08] D
Yasui 2019 -0.49 0.72 0.0% 0.61[0.15, 2.51]
Total (95% C) 100.0%  0.58[0.39, 0.87] -
Heterogeneity: Tau? = 0.18; Chi’ = 25.73, df = 8 (P = 0.001); I* = 69% ; i ! |
Test for overall effect: Z = 2.67 (P = 0.008) 001 01 cswkas 01
Arly Bleeding . . ) Risk Ratio Risk Ratio
) i\ log[Risk Ratio] __SE_Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2019 0.14 0.114 25.9%  1.15[0.92, 1.44] =
Fanola 2018 -0.186 0.182 14.3%  0.83[0.58, 1.19] -t
Melloni 2017 0186 0.094 3L1%  0.83[0.69, 1.00] =
Ording 2017 -0.315 0.145 0.0% 0.73 [0.55, 0.97]
Shah 2018 0 0.103 28.7% 1.00 [0.82, 1.22] -
Total (95% C) 100.0%  0.95[0.81, 1.12] 4
Heterogeneity: Tau? = 0.01; Chi? = 5.66, df = 3 (P = 0.13); I* = 47% T 5 Tod

Test for overall effect: Z = 0.60 (P = 0.55)
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SSE Risk Ratio Risk Ratio
og[Risk Ratio] SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
log[Risk Ratio] igh d d
Chen AC 0.167 1.38  3.5% 1.18[0.08, 17.67] —
Fanola 2018 -0.315 0.224 33.4%  0.73[0.47, 1.13] —my
Kim 2018 -1.492 0362 24.2%  0.22[0.11, 0.46] —
Wu 2020 -0.868 0.286 29.1%  0.421[0.24,0.74] —
Yasui 2019 -0.56 0.752  9.8%  0.57[0.13, 2.49] —T
Total (95% CI) 100.0%  0.46 [0.27, 0.78] -
Heterogeneity: Tau? = 0.16; Chi? = 8.51, df = 4 (P = 0.07); I = 53% D + t ]
Test for overall effect: Z = 2.88 (P = 0.004) 0.01 01 DOACs VKAs 10 100
IS Risk Ratio Risk Ratio
og[Risk Ratio] E_Weight IV, Random, 95% Cl 1V, Random, 95% CI
log[Risk Ratio] S igh d % d % C
Chen AC 1.2 161  2.0% 3.32[0.14,77.91] —
Fanola 2018 -0.36 0.248 24.4%  0.70[0.43, 1.13] —
Kim 2018 -1.492 0362 18.6%  0.22[0.11, 0.46] —_—
Shah Api -0.343 0673  8.9%  0.71[0.19, 2.65] e
Shah Dabi -0.12 0.236 25.1%  0.89[0.56, 1.41] -
Shah Riva -0.301 0314 21.0%  0.74[0.40, 1.37] —
Total (95% Cl) 100.0%  0.63 [0.40, 0.99] |
Heterogeneity: Tau? = 0.16; Chi? = 11.61, df = 5 (P = 0.04); I = 57% ' t t d
Test for overall effect: Z = 1.99 (P = 0.05) 0.01 01 DOACs VKAs 10 100
Ml Risk Ratio Risk Ratio
log[Risk Ratio]  SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.163 0.515  0.0%  0.85[0.31,2.33]
Fanola 2018 -0.431 0301 68.9%  0.65[0.36,1.17] —
Melloni 2017 0.02 0.406  0.0%  1.02[0.46, 2.26]
Ording 2017 -0.758 0.288  0.0%  0.47[0.27,0.82]
Wu 2020 0.652 0.73 31.1%  1.92[0.46, 8.03] —T
Total (95% Cl) 100.0%  0.91[0.34, 2.43] ’
Heterogeneity: Tau? = 0.27; Chi? = 1.88, df = 1 (P = 0.17); I = 47% 5ot o T 5 o0
Test for overall effect: Z = 0.19 (P = 0.85) . "~ DOACs VKAs
cVD Risk Ratio Risk Ratio
log[Risk Ratio] _ SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% Cl
Chen 2019 0.167 138  2.6% 1.18([0.08,17.67]
Fanola 2018 -0.211 0.226 97.4% 0.81[0.52, 1.26]
Total (95% CI) 100.0% 0.82 [0.53, 1.27]
Heterogeneity: Chi? = 0.07, df = 1 (P = 0.79); I> = 0% [ + T + J
Test for overall effect: Z = 0.90 (P = 0.37) o001 01 DOACsviAs 10 100
AD Risk Ratio Risk Ratio
log[Risk Ratio] _ SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.238 0.866  5.4%  0.79[0.14,4.30]
Fanola 2018 0.08 0.093 29.6%  1.08[0.90, 1.30] "
Kim 2018 -0.82 0.173 26.2%  0.44[0.31, 0.62] -
Melloni 2017 -0.8 0.53 1L1%  0.45(0.16, 1.27] —
Wu 2020 -0.031 0.138 27.8%  0.97[0.74,1.27] -+
Total (95% Cl) 100.0%  0.74[0.48, 1.14] L
Heterogeneity: Tau? = 0.16; Chi? = 23.06, df = 4 (P = 0.0001); I = 83% ot o1 b 00

Test for overall effect: Z = 1.37 (P = 0.17)
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Risk Ratio

Major Bleedin
alo ee,d 8 SE_Weight 1V, Random, 95% CI

log[Risk Ratio]

Risk Ratio

1V, Random, 95% CI

Chen 2019 -0.533 119  2.4%  0.59[0.06, 6.05]
Fanola 2018 -0.094 0.163 19.1%  0.91[0.66, 1.25] -
Kim 2018 -1.504 0384 11.9%  0.22[0.10,0.47] —_—
Melloni 2017 -1.66 115 2.6%  019[0.02,1.8] ————————
Shah Api -0.994 0397 11.5%  0.37[0.17,0.81] —_—
Shah Dabi -0.041 0.147 19.5%  0.96[0.72, 1.28] -+
Shah Riva 0.086 0.164 19.0%  1.09[0.79, 1.50] -
Wu 2020 -1.347 0541  8.2%  0.26[0.09,0.75] —_—
Yasui 2019 -0.27 0.694  5.8%  0.76[0.20, 2.97] s
Total (95% Cl) 100.0%  0.62 [0.42, 0.90] L 2
Heterogeneity: Tau? = 0.17; Chi? = 26.31, df = 8 (P = 0.0009); I> = 70% [ + + J
0.01 ) 10 100
Test for overall effect: Z = 2.48 (P = 0.01) DOACs VKAs
Risk Ratio Risk Ratio
M8 or NMFRB log[Risk Ratio] _ SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 0.027 0.433 14.5%  1.03[0.44, 2.40] —
Fanola 2018 -0.128 0.17 43.9%  0.88[0.63, 1.23] -
Melloni 2017 -0.58 0.182 41.6%  0.56[0.39, 0.80] -
Total (95% Cl) 100.0%  0.75 [0.52, 1.07] <&
Heterogeneity: Tau? = 0.05; Chi? = 3.95, df = 2 (P = 0.14); I = 49% p + t J
Test for overall effect: Z = 1.59 (P = 0.11) 0.01 01 DOACs VKAs 100
ICorGIB Risk Ratio Risk Ratio
log[Risk Ratio]  SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -1.772  1.09 Not estimable
Fanola 2018 -0.128 0.178 20.2%  0.88[0.62, 1.25]
Kim Gl -1.273 0422 10.7%  0.28[0.12,0.64]
Kim IC -2.08 1.06 2.7%  0.12[0.02, 1.00]
Melloni 2017 -2.935 145 Not estimable
Ording 2017 -0.205 0.205  0.0%  0.81[0.55,1.22]
Shah Api -0.994 0397 11.5%  0.37[0.17,0.81] —_—
Shah Dabi -0.041 0.147 21.5%  0.96[0.72, 1.28] -
Shah Riva 0.086 0.164 20.8%  1.09[0.79, 1.50] -+
Wu 2020 -1.022 0561  7.5%  0.36[0.12, 1.08] —
Yasui 2019 -0.49 072 5.1%  0.61([0.15,2.51] I
Total (95% Cl) 100.0%  0.65 [0.46, 0.94] L 4
Heterogeneity: Tau? = 0.13; Chi? = 20.15, df = 7 (P = 0.005); I = 65% p t v J
Test for overall effect: Z = 2.32 (P = 0.02) 0.01 01 DOACs VKAs ! 100
: Risk Ratio Risk Ratio
Any Bleeding log[Risk Ratio]  SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.081 0.286  8.1%  0.92[0.53, 1.62]
Fanola 2018 -0.186 0.182 20.0%  0.83[0.58, 1.19]
Melloni 2017 -0.073 0.268  9.2%  0.93[0.55, 1.57]
Shah 2018 0 0.103 62.6%  1.00[0.82,1.22]
Total (95% Cl) 100.0%  0.95 [0.81, 1.12]
ity: 2 = ; i2 = = = D12 = F + T t 1
Heterogeneity: Tau? = 0.00; Chi? = 0.81, df = 3 (P = 0.85); I = 0% ot o1 o0

Test for overall effect: Z = 0.62 (P = 0.53)
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SSE Risk Ratio Risk Ratio
R _ log[Risk Ratio] SE_Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Chen 2019 -0.654 0.439 2.9% 0.52[0.22, 1.23] N
Fanola 2018 -0.315 0.224 11.2% 0.73[0.47, 1.13] ™
Kim 2018 -1.492 0.362 4.3% 0.22[0.11, 0.46] I
Melloni 2017 0.086 0.37 4.1% 1.09 [0.53, 2.25]  —
Ording 2017 -0.376 0.154 23.8% 0.69[0.51, 0.93] |
Sawant Api -0.14 0.189 15.8% 0.87[0.60, 1.26] =
Sawant Dabi -0.431 0.247 9.2% 0.65 [0.40, 1.05] ™
Sawant Riva -0.274 0.165 20.7% 0.76 [0.55, 1.05] ™
Wu 2020 -0.868 0.286 6.9% 0.42[0.24, 0.74] —_—
Yasui 2019 -0.56 0.752 1.0% 0.57[0.13, 2.49] —
Total (95% CI) 100.0% 0.68 [0.59, 0.79] +
Heterogeneity: Chi2 = 16.52, df = 9 (P = 0.06); 1> = 46% [ + t J
Test for overall effect: Z = 5.18 (P < 0.00001) o001 01 DOACs VKAs 10 100
IS Risk Ratio Risk Ratio
. log[Risk Ratio] SE_Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Chen 2019 -1.05 0.591 0.1% 0.35[0.11, 1.11] I —
Fanola 2018 -0.357 0.248 0.3% 0.70[0.43, 1.14] s
Kim 2018 -1.492 0.362 0.2% 0.22[0.11, 0.46] -
Melloni 2017 0.464 0.426 0.1% 1.59[0.69, 3.67] T
Ording 2017 -0.31 0.166 0.8% 0.73[0.53, 1.02] -
Sawant Api 0.038 0.026 30.9% 1.04[0.99, 1.09] .
Sawant Dabi -0.195 0.024 36.2% 0.82[0.79, 0.86] u|
Sawant Riva -0.116 0.026 30.9% 0.89 [0.85, 0.94] L|
Shah Api -0.343 0.673  0.0% 0.71[0.19, 2.65] —
Shah Dabi -0.117 0.236 0.4% 0.89[0.56, 1.41]
Shah Riva -0.301 0.314 0.2% 0.74[0.40, 1.37]
Yasui 2019 0.136 0.903 0.0% 1.15[0.20, 6.73]
Total (95% CI) 100.0% 0.90 [0.88, 0.93] |
Heterogeneity: Chi? = 66.61, df = 11 (P < 0.00001); I? = 83% ' t t J
Test for overall effect: Z = 7.06 (P < 0.00001) o001 01 DOACs VKAs 10 100
HS Risk Ratio Risk Ratio
. _ _[Risk Ratio] SE_Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Chen 2019 -1.022 1.121 0.3% 0.36 [0.04, 3.24]
Ording 2017 -0.445 0.43 2.2% 0.64[0.28, 1.49] T
Sawant Api -0.341 0.114 31.0% 0.71[0.57,0.89] -
Sawant Dabi -0.689 0.11 33.3% 0.50[0.40, 0.62] -
Sawant Riva -0.457 0.11 33.3% 0.63[0.51,0.79] -
Total (95% CI) 100.0% 0.61 [0.54, 0.69] 4
ity: Chi? L2
Heterogeneity: Chi* = 5.28, df = 4 (P = 0.26); I* = 24% o1 o1 10 100

Test for overall effect: Z = 7.88 (P < 0.00001)
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VTE Risk Ratio Risk Ratio
. _ log[Risk Ratio]  SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Chen 2019 0.086 0.71 1.3% 1.09[0.27, 4.38]
Melloni 2017 -0.274 0.764 1.2% 0.76 [0.17, 3.40] —
Ording 2017 -0.888 0.298 7.6% 0.41[0.23,0.74] —_
Shah Api -1.966 0.388 4.5% 0.14[0.07, 0.30] I
Shah Dabi -1.273 0.151 29.6% 0.28[0.21, 0.38] -
Shah Riva -0.673 0.11 55.8% 0.51[0.41,0.63] =
Total (95% CI) 100.0% 0.40 [0.34, 0.47] *
ity: Chi? = - - 2 _ I t d
He(erfogenel(y”C?fl = 20;49, d.fs— 5 (PO_O%OOODI)‘ 1> =76% o1 ) 100
Test for overall effect: Z = 11.08 (P < 0. 1 DOACs VKAs
MI Risk Ratio Risk Ratio
_ log[Risk Ratio]  SE_Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
Chen 2019 -0.163 0.515 10.8% 0.85[0.31, 2.33] 1
Fanola 2018 ~0.431 0301 31.7% 0.651[0.36, 1.17] —at
Melloni 2017 0.02 0.406 17.4% 1.02[0.46, 2.26] -
Ording 2017 -0.758 0.288 34.6% 0.47[0.27,0.82] —.
Wu 2020 0.652 0.73 5.4% 1.92[0.46, 8.03] -
Total (95% CI) 100.0% 0.69 [0.49, 0.96] L 2
Heterogeneity: Chi? = 4.90, df = 4 (P = 0.30); I = 18% [ + J
Test for overall effect: Z = 2.23 (P = 0.03) 0.01 DOACs VKAs 10 100
cVvD Risk Ratio Risk Ratio
log[Risk Ratio] SE_Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Chen 2019 -0.386 0.312 34.4% 0.68[0.37, 1.25]
Fanola 2018 -0.211 0.226 65.6% 0.81[0.52, 1.26]
Total (95% CI) 100.0% 0.76 [0.53, 1.09] <
Heterogeneity: Chi? = 0.21, df = 1 (P = 0.65); I = 0% [ + J
Test for overall effect: Z = 1.48 (P = 0.14) 0.01 DOACs VKAs 10 100
AD Risk Ratio Risk Ratio
_ log[Risk Ratio] SE_Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Chen 2019 -0.416 0.231 7.7% 0.66[0.42, 1.04] |
Fanola 2018 0.08 0.093 47.5% 1.081[0.90, 1.30] .
Kim 2018 -0.82 0.173 13.7% 0.44[0.31, 0.62] -
Melloni 2017 0.278 0.207 9.6% 1.32[0.88,1.98] T
Wu 2020 -0.031 0.138 21.6% 0.97[0.74, 1.27] -+
Total (95% CI) 100.0% 0.92 [0.81, 1.04] [
- Chi? = _ 2o \ ; ,
Heterogeneity: Chi* = 26.48, df = 4 (P < 0.0001); I* = 85% o1 10 100

Test for overall effect: Z = 1.35 (P = 0.18)
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Risk Ratio

Major Blegdlng log[Risk Ratio] __SE_Weight IV, Fixed, 95% ClI

Risk

Ratio

1V, Fixed, 95% CI

Chen 2019 -0.343 0.268  8.3% 0.71[0.42, 1.20] —
Fanola 2018 -0.094 0.163 22.4% 0.91[0.66, 1.25] -
Kim 2018 -1.504 0.384  4.0% 0.22[0.10, 0.47] —_—
Melloni 2017 -0.274 0.267  8.4% 0.76[0.45, 1.28] -
Shah Api -0.994 0397  3.8% 0.37[0.17,0.81]
Shah Dabi -0.041 0.147 27.6% 0.96[0.72, 1.28] -+
Shah Riva 0.086 0.164 22.2% 1.09[0.79, 1.50] -
Wu 2020 -1.347 0.541  2.0% 0.26[0.09, 0.75]
Yasui 2019 -0.27 0.694  1.2% 0.76[0.20, 2.97] —
Total (95% CI) 100.0% 0.82 [0.71, 0.96] |
Heterogeneity: Chi’ = 25.03, df = 8 (P = 0.002); I* = 68% P y t J
Test for overall effect: Z = 2.51 (P = 0.01) 0.01 01 DOACs VKAs 10 100
Risk Ratio Risk Ratio
MB or NM(?RB log[Risk Ratio] __ SE_Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Chen 2019 0.086 0.145 42.3% 1.09[0.82, 1.45] 3
Fanola 2018 -0.128 0.17 30.8% 0.88[0.63, 1.23] -
Melloni 2017 -0.223 0.182 26.9% 0.80[0.56, 1.14] =t
Total (95% CI) 100.0% 0.94 [0.78, 1.13] 4
Heterogeneity: Chi? = 1.97, df = 2 (P = 0.37); I> = 0% P + + |
] 0.01 0.1 10 100
Test for overall effect: Z = 0.67 (P = 0.50) DOACs VKAs
Risk Ratio Risk Ratio
ICorGiB log[Risk Ratio] __ SE_Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Chen 2019 -1.772 109  0.5% 0.17[0.02, 1.44] —
Fanola 2018 -0.128 0.178 20.0% 0.88[0.62, 1.25] -
Kim Gl -1.273 0.422  3.6% 0.28[0.12,0.64]
Kim IC -2.08 1.06  0.6% 0.12[0.02,1.000 ————————]
Melloni 2017 -2.935 145  0.3% 0.05[0.00,0.91] +———————————
Ording 2017 -0.205 0.205 15.1% 0.81[0.55, 1.22] —T
Shah Api -0.994 0397  4.0% 0.37[0.17,0.81]
Shah Dabi -0.041 0.147 29.3% 0.96[0.72, 1.28] -+
Shah Riva 0.086 0.164 23.5% 1.09[0.79, 1.50] -
Wu 2020 -1.022 0.561  2.0% 0.36[0.12, 1.08] T
Yasui 2019 -0.49 072 1.2% 0.61[0.15, 2.51]
Total (95% CI) 100.0% 0.83 [0.71, 0.97] 4
Heterogeneity: Chi’ = 25.92, df = 10 (P = 0.004); I* = 61% P t ¥ J
Test for overall effect: Z = 2.39 (P = 0.02) 0.01 01 DOACs VKAs 10 100
: Risk Ratio Risk Ratio
Any Bleeding log[Risk Ratio]  SE Weight IV, Fixed, 95% CI WV, Fixed, 95% CI
Chen 2019 0.14 0.114 21.2% 1.15[0.92, 1.44] fo-
Fanola 2018 -0.186 0.182  8.3% 0.83[0.58, 1.19] -1
Melloni 2017 -0.186 0.094 31.3% 0.83[0.69, 1.00] bl
Ording 2017 -0.315 0.145 13.1% 0.73[0.55,0.97] —
Shah 2018 0 0.103 26.0% 1.001[0.82, 1.22] *
Total (95% CI) 100.0% 0.92 [0.83, 1.02] 4
Heterogeneity: Chi? = 8.55, df = 4 (P = 0.07); I = 53% [ + t J
Test for overall effect: Z = 1.62 (P = 0.10) 001 01 DOACs VKAs 10 100
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SSE Risk Ratio Risk Ratio
log[Risk Ratio] __ SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.654 0.439  0.0%  0.52[0.22, 1.23]
Fanola 2018 -0315 0.224  0.0%  0.73[0.47, 1.13]
Kim 2018 -1.492 0362  9.8%  0.22[0.11, 0.46] —_—
Melloni 2017 0.086 037  0.0%  1.09[0.53,2.25]
Ording 2017 -0.376 0.154 20.7%  0.69[0.51,0.93] -
Sawant Api -0.14 0.189 18.4%  0.87 [0.60, 1.26] —r
Sawant Dabi -0.431 0.247 14.9%  0.65[0.40, 1.05] —
Sawant Riva -0.274 0.165 20.0%  0.76 [0.55, 1.05] -
Wu 2020 -0.868 0.286 12.9%  0.42[0.24,0.74] —_
Yasui 2019 -0.56 0.752  3.1%  0.57[0.13,2.49] —
Total (95% CI) 100.0%  0.61[0.46, 0.80] *
Heterogeneity: Tau? = 0.07; Chi? = 14.31, df = 6 (P = 0.03); I* = 58% [ + t d
Test for overall effect: Z = 3.53 (P = 0.0004) .01 01 DOACs VKAs 0 100
S Risk Ratio Risk Ratio
_ log[Risk Ratio] _ SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -1.05 0591  0.0%  0.35[0.11, 1.11]
Fanola 2018 -0.357 0.248  0.0%  0.70[0.43, 1.14]
Kim 2018 -1.492 0362  2.9%  0.22[0.11, 0.46] —
Melloni 2017 0.464 0.426  0.0%  1.59[0.69, 3.67]
Ording 2017 -0.31 0.166  9.9%  0.73[0.53, 1.02] —
Sawant Api 0.038 0.026 25.3%  1.041[0.99, 1.09] .
Sawant Dabi -0.195 0.024 25.4%  0.82[0.79, 0.86]
Sawant Riva -0.116 0.026 25.3%  0.89[0.85,0.94]
Shah Api -0.343 0.673  0.9%  0.71[0.19, 2.65] —T
Shah Dabi -0.117 0.236  6.0%  0.89[0.56, 1.41] -
Shah Riva -0301 0314  3.8%  0.74[0.40, 1.37] —
Yasui 2019 0.136 0.903  0.5%  1.15[0.20, 6.73]
Total (95% CI) 100.0%  0.85[0.75,0.97] 4
Heterogeneity: Tau? = 0.02; Chi? = 61.21, df = 8 (P < 0.00001); I* = 87% + t J
Test for overall effect: Z = 2.50 (P = 0.01) 001 01 DOACs VKAs 0 100
HS Risk Ratio Risk Ratio
log[Risk Ratio] _ SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -1.022 1121  0.0%  0.36[0.04,3.24]
Ording 2017 -0.445 0.43  4.0%  0.64[0.28, 1.49] — T
Sawant Api -0341 0.114 31.2%  0.71[0.57,0.89] -
Sawant Dabi -0.689 0.11 32.4%  0.50[0.40, 0.62] -
Sawant Riva -0.457 0.11 32.4%  0.63[0.51,0.79] -
Total (95% CI) 100.0%  0.61[0.51,0.73] <
Heterogeneity: Tau? = 0.01; Chi? = 5.07, df = 3 (P = 0.17); > = 41% P + + |
Test for overall effect: Z = 5.58 (P < 0.00001) o010 DOACs VKAs 0 100
VTE Risk Ratio Risk Ratio
) log[Risk Ratio] __ SE_Weight IV, Random, 95% CI 1V, Random, 95% CI
Chen 2019 0.086 0.71  0.0%  1.09[0.27,4.38]
Melloni 2017 -0.274 0.764  0.0%  0.76[0.17, 3.40]
Ording 2017 -0.888 0.298 22.0%  0.41[0.23,0.74] —
Shah Api -1.966 0.388 17.9%  0.14[0.07, 0.30] —_—
Shah Dabi -1.273 0.151 29.2%  0.28[0.21,0.38] -
Shah Riva -0.673 0.11 30.9%  0.51[0.41,0.63] -
Total (95% CI) 100.0%  0.32[0.20, 0.52] L
Heterogeneity: Tau? = 0.18; Chi? = 17.77, df = 3 (P = 0.0005); I = 83% ST o1 & 00

Test for overall effect: Z = 4.64 (P < 0.00001)

DOACs VKAs
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image5.emf
MI Risk Ratio Risk Ratio
log[Risk Ratio] SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI

Chen 2019 -0.163 0.515 0.0% 0.85[0.31, 2.33]
Fanola 2018 -0.431 0.301 0.0% 0.65[0.36, 1.17]
Melloni 2017 0.02 0.406 0.0% 1.02 [0.46, 2.26]
Ording 2017 -0.758 0.288 61.3% 0.47[0.27, 0.82] —
Wu 2020 0.652 0.73 38.7% 1.92 [0.46, 8.03] — Tt
Total (95% CI) 100.0% 0.81[0.21, 3.11] ’
Heterogeneity: Tau® .69; Chi® = 3.23,df = 1 (P = 0.07); I” = 69% [ + + J
Test for overall effect: Z = 0.31 (P = 0.76) 0.01 01 DOACsviAs 10 100

AD Risk Ratio Risk Ratio

log[Risk Ratio] SE_Weight 1V, Random, 95% CI 1V, Random, 95% CI
Chen 2019 -0.416 0.231 0.0% 0.66 [0.42, 1.04]
Fanola 2018 0.08 0.093 0.0% 1.08 [0.90, 1.30]
Kim 2018 -0.82 0.173  49.1% 0.44[0.31, 0.62] -
Melloni 2017 0.278 0.207 0.0% 1.32[0.88, 1.98]
Wu 2020 -0.031 0.138 50.9% 0.97[0.74, 1.27] -
Total (95% CI) 100.0% 0.66 [0.30, 1.43] R
ity Tau? - Chi? = - - A b + + |

Heterogeneity: Tau’ 0.29; Chi® = 12.71, df = 1 (P = 0.0004); I* = 92% 01 o1 10 100

Test for overall effect: Z = 1.06 (P = 0.29)
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