A) VTE recurrence in the subgroup age >75 years

NOAC Warfarin Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AMPLIFY 7 389 13 360 18.3% 0.50 [0.20, 1.24] I —
EINSTEIN DVT & PE 15 656 23 627 36.7% 0.62 [0.33, 1.18] — &
HOKUSAI 14 560 27 544 37.5% 0.50 [0.27, 0.95] —a—
RECOVER | & Il 3 253 5 276 7.5% 0.65 [0.16, 2.71]
Total (95% CI) 1858 1807 100.0% 0.55 [0.38, 0.82] S 4
Total events 39 68

ity 2 _ . i2 = = 12 = 0% t t t t t +
Heterogeneity: Tau® = 0.00; Chi* = 0.32, df = 3 (P = 0.96); I = 0% i1 0> o5 5 L

Test for overall effect: Z = 2.98 (P = 0.003)

Favours [INOAC] Favours [Warfarin]

B) VTE recurrence in the subgroup CrCl <50 ml/min

NOAC Warfarin Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AMPLIFY 7 169 7 158 24.7% 0.93 [0.34, 2.61] i":
EINSTEIN DVT & PE 11 332 11 322 36.3% 0.97 [0.43, 2.21]
HOKUSAI 8 268 16 273 35.5% 0.51[0.22, 1.17] —a—
RECOVER | & I 0 129 5 138 3.4% 0.10[0.01, 1.74] ¢
Total (95% CI) 898 891 100.0% 0.71[0.41, 1.21] ‘
Total events 26 39
Heterogeneity: Tau? = 0.03; Chi® = 3.35, df = 3 (P = 0.34); I° = 10% (5) 1 052 055 2‘ é l(:)

Test for overall effect: Z = 1.26 (P = 0.21)

Favours [NOAC] Favours [Warfarin]

C) Major bleeding in the subgroup age >75 years

NOAC VKA Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AMPLIFY 4 398 16 370 28.8% 0.23[0.08,0.69] —&—
EINSTEIN DVT & PE 8 655 28 624 37.6% 0.27[0.13, 0.59] — &
HOKUSAI 0 0 0 0 Not estimable
RECOVER I & I 8 231 10 262 33.6% 0.91 [0.36, 2.26] —
Total (95% ClI) 1284 1256 100.0% 0.39 [0.17, 0.90] .
Total events 20 54
. 2 _ 2 _ _ 12 — 609 t ; } t t
Heterogeneity: Tau’ = 0.33; Chi* = 5.02, df = 2 (P = 0.08); I° = 60% 0102 o5 5 10

Test for overall effect: Z = 2.20 (P = 0.03)
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Favours [NOAC] Favours [VKA]

D) Major bleeding in the subgroup CrCl <50 ml/min

NOAC VKA Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
AMPLIFY 5 175 9 163 35.8% 0.52[0.18, 1.51] — &
EINSTEIN DVT & PE 3 329 13 320 30.9% 0.22 [0.06,0.78] +—®&—
HOKUSAI 0 0 0 0 Not estimable
RECOVER | & Il 6 106 5 114 33.3% 1.29[0.41, 4.10] —
Total (95% CI) 610 597 100.0% 0.54 [0.21, 1.42] —l
Total events 14 27

- 2 _ . Chi2 — _ _ .12 — £99 } } } t } t
Heterogeneity: Tau® = 0.37; Chi 4.13,df =2 (P=0.13); | 52% 0102 05 3 : 10

Test for overall effect: Z = 1.25 (P = 0.21)

Favours [NOAC] Favours [VKA]
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