Apixaban Rivaroxaban Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Bott-Kitslaar 2018 [ 302 B 298 46% 0.959[0.32, 3.02]
Dawwwas 2019 14 3091 84 12163 181% 0.66[0.37,1.14] —
Lutsey 2019 38 6638 132 14751 44.5% 0.64 [0.45, 0.92] -
Sindet-FPedersen 2018 26 1504 126 BAB3  329% 0.92 [0.6D, 1.39] —a—
Total (95% Cl) 11535 33895 100.0% 0.74 [0.58, 0.94] L 3
Total events a4 348
?etni;agenewl:lT?ru ;gfg;fehlpz_zdun?{ df=3 (P=0.56); *=0% o o o o0
estfor overall effect Z=2.48 (P = 0.01) Favours [apixaban] Favours [rivaroxaban]
Supplementary file figure 1 — (removing Howe et al.) — sensitivity analysis
Apixaban Rivaroxaban Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
Bott-Kitslaar 2018 ] anz 4] 298 BT% 0.99[0.32, 3.02]
Dawnaas 2019 14 3091 84 12163 2B5% 066 [0.37,1.158] —
Howe 2018 1 24 2 14 1E6% 0.291[0.03, 2.93]
Lutsey 2019 38 G638 132 14751 65.2% 0.64 [0.45, 0.93] E =
Total (95% CI) 10055 27226 100.0% 0.65 [0.49, 0.88] &5
Total events a9 224
?eh?;ogeneltyl:lT?fu ;g?g;;ﬁhlpzju.nuﬂu,ff: AP=080);F=0% o 0 10 o0
estfor overall effect £=2.86 (P =0. ) Favours [apixaban] Favours [rivaroxaban]
Supplementary file figure 2 — (removing Sindet-Pederson et al.) — sensitivity analysis
Apixaban Rivaroxban Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Bott-Kitslaar 2018 9 302 17 298 35% 052[0.24,1.19] r
Dawwas 2019 180 3091 1166 12163 96.0% 0.61[0.52, 0.71] .
Howe 2018 1 24 3 14 0.5% 0191[0.02,1.69]
Total (95% Cl) 3417 12475 100.0% 0.60 [0.52, 0.70] L]
Total events 1490 1186
Heterogeneity: Tau?= 0.00; Chif=1.18, df=2 (P = 0.55); F= 0% ID o DI'I 150 1DD=
Testfor overall effect: 2= 6.71 (P = 0.00001) Favours [Apixaban] Favours [Rivaroxban]
Supplementary file figure 3: composite of major and minor bleeding
Apixaban Rivaroxban Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 85% Cl M-H, Random, 85% Cl
Bott-Kitslaar 2018 9 302 17 298 123% 0.52[0.24,1.15] —
Dawwas 2019 34 309 192 12163 38.0% 0.70[0.48, 1.00] —
Sindet-Pedersen 2018 59 1504 274 BEB3I  40.8% 0.96[0.73,1.26] E
Total (95% CI) 4807 19144 100.0% 0.79 [0.58, 1.06] &
Total events 102 483
Heterogeneity: Tau®= 0.03; Chi®= 3.23, df=2 (P = 0.20); = 38% o o s 00

Testfor overall effect Z=1.57 (P=012

Favours [Apixaban] Favours [Rivaroxban]

Supplementary file figure 4: composite of major bleeding and VTE recurrence



Study or Subgroup log[Hazard Ratio]

Hazard Ratio

SE Weight IV, Random, 95% Cl

Hazard Ratio
IV, Random, 95% Cl

Dawwas 20149 -0.6162 01928
Lutsey 20149 -0.5447  0AFTF
Total (95% CI)

45.7% 0.54 [0.37,0.79]
54.3% 0.58[0.41, 0,82
100.0% 0.56 [0.43, 0.72]

Heterogeneity: Tau®=0.00; Chi*=0.07, df =1 (P=0.78) F=0%

Testfor overall effect: £= 443 (F = 0.00001)
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Supplementary file figure 5: HR of major bleeding in 3 months
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Outcome Numberof | Numberof Risk ratio [ 95% CI) P value Heterogeneity (1* %)
studies Patients
Apixaban vs. Rivaroxaban
RecurrentVTE 3 24,041 0.83 (0.67 —1.19) 0.45 0%
Major Bleeding 5 45,468 0.73 (0.58 — 0.93) 0.010 0%
Minor Bleeding 3 15,892 0.59 (0.50 — 0.70) <0.01 0%
Composite of majorand 2 15,854 0.60 (0.52 — 0.69) <0.01 0%
minor bleeding
Composite of VTE and major | 3 24,041 0.77 (0.58—1.06) 0.12 38%
bleeding
Hazard ratio for major bleedingat 3 months: 0.56 {Cl: 0.43-0.72, I°: 0%, P<0.01)
Supplementary Table 1: Total number of efficacy and safety end point events in apixaban and
rivaroxaban patients
Cl = confidence interval
WTE = venous thromboembaolism
Included Selection Comparability Outcome Classification
studies
Study (Year) Repr tative- Repr tative- Ascertain- Determination Comparison of A tof Long gh  Adequacy
ness of ness of the non- ment of that outcome  cohorts oufcome follow-up? of follow-
exposure group exposed group exposure  not present up?
initially
Sindet- Yes Yes Secure Yes Yes Reported Yes (3 mos No (lostto 7
Pedersen record and 6 mos) follow-up
(2018) not
reported)
Lutsey (2019) Yes Yes Secure Yes Yes Major Yes (90 days) No(lostto 6
record bleeding follow-up
reported not
(minor reported)
missing)
Bott-Kitslaar Yes Yes No - Not Yes Yes Reported Yes (3 mos) No (lostto 6
(2018) reported follow-up
not
reported)
Dawwas Yes Yes Secure Yes Yes Reported Yes (99 days) No(lostto 7
(2019) record follow-up
not
reported)
Howe (2018)  Yes Yes Secure Yes Yes Reported Yes (180 days) No (lostto 7
record follow-up
not
reported)

Supplementary Table 2: Assessment of the quality of included studies (Newcastle-Ottawa Scale used for determination of quality)




