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Tranexamic acid Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M=-H, Random, 95% CI M=H, Random, 95% CI

Bagnenka 2011 1 22 3025 2% 0.381[0.04, 3.28] +

Biggs 1976 2 103 4 47 37% 0.47[0.08, 2.51]

an Halstein 1987 2 72 4 B2 3EX 057011, 2.02]

Cormack 1973 3 76 3074 43% 0,87 [0.20, 4.67]

Tavakoli 2018 3 271 & 129 56X 0.26 [0.07, 1L.01] —_— ]

Hawkey 2001 4 103 5103 63k 080022, 2.89] S E—

Saidi 2017 4 67 9 64 B3X 0421014, 1.21] R

Bergopst 1980 7 25 825 145% 08B [0.27, 2.05] I —

Engopist 1979 11 7% 12 73 185% 0BE[0.4], 1.87] ) —

Barer 1983 16 256 35 260 22.8% 046 [0.26, 0.82] ——

Total (95% CI) 1071 942 100.0% 0.59[0.43, 0.82] <4

Tatal events 53 89

Heterageneity, Taw? = 0.00; Chi® = 5.22, df = 9 (P = 0.81); I* = 0% 0105 0I2 T % 2I0

Test for overall effect. Z = 3.19 (F = 0.001) Favours tranexamic acid Favours placebo
1. All cause mortality random

Tranexamic acid Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI

Bagnenko 2011 1 22 325 31%  0.38[0.04, 3.38] 4

Biggs 1976 2 103 4 97 45%  0.47[0.09, 2.51]

Yon Holstein 1987 2 72 4 82 4.1% 057[0.11, 2.02]

Cormack 1873 3 76 3 74 33% 0.97[0.20, 4.67]

Tavakoli 2018 3 271 6 139 B7% 026007, 101]

Hawkey 2001 4 103 5 103 5.5%  0.80[0.22, 2.89]

Saidi 2017 4 67 9 &4 10.1%  0.42[0.14, 1.31] —_—r

Bergepist 1980 7 25 8 25 8.8% 0.88[0.27, 2.05] _—

Engovist 1979 11 76 12 73 135%  0.88[0.41, 1.87] —_—

Barer 1983 16 256 35 260 382% 0.46 [0.26, 0.52] —a—

Total (95% CI) 1071 942 100.0%  0.57 [0.42, 0.79] -

Tatal ewvents 532 83

Heterogeneity: Chi* = 5.22, df = 9 (P = 0.813; I = 0% 05.05 0.52 T % 250

Test for overall effect: £ = 3.42 (P = 0.0006)

2. All cause mortality fixed

Favours tranexamic acid Favours placebo



3. Re-bleeding random

Tranexamic acid Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-=H, Random, 95% CI
Bagnenkn 2011 ? 22 525 6% 0.45 [0.10, 2.11]
Saidi 2017 4 67 12 64 5.0% 0.32[0.11, 0.54] R E—
Hawkey 2001 ] 103 10 103 75% 0.90[0.38, 2.12] S
Yon Halstein 1987 10 69 19 72 108% 0.55[0.28, 1.10] —
Tavakali 2018 20 271 13 13% 114% 0.79[0.40, 1.54] —
Cormack 1473 15 76 20 74 13%% 0.73[0.41, 1.31] —
Engopist 1574 23 76 29 73 208% 0.76 [0.4% 1.19] —
Barer 1983 58 256 51260 282K 116 10.83, 1&l] T
Total (95% CI) 940 810 100.0% 0.79[0.61, 1.02] »
Tatal events 141 1548
Heterageneity Tau? = 0.03; Chi® = 9.14, df = 7 (P = 0.24); I* = 23% 5 :05 0:2 i g 2:0

Test for overall effect; Z = L83 (P = 0.07)

4. Re- bleeding fixed

Study or Subgroup

Tranexamic acid
Events

Favours transexamic acid Favours placebo

Risk Ratio
M-H, Fixed, 95% CI

Bagnenko 2011
Saidi 2017
Hamikey 2001
Won Holstein 1987
Tavakoli 2018
Carmack 1973
Engepist 1979
Barer 1983

Total (95% CI)
Total ewents

2 22
4 &7
9 103
10 &9
20 271
15 7e
23 76
58 256
940

141

Heterogeneity Chi* = 9.14, of = 7 (P = 0.241 I = 23%

Test for owerall effect; £ = 186 (F = 0.08)

Placebo Risk Ratio
Total Events Total Weight M-H, Fixed, 95% Cl
5025 2.8% 045010, 2.11]
12 64 75%  032[0.11, 0.94]
10 103 6.1%  0.90[0.38 2.12]
15 72 1l4% 055 [0.28 1.10]
12 139 105%  0.74[0.40, 1.54]
20 74 12.4%  0.73[0.41 131]
29 73 181%  076[048 1.19)
51 260 310%  116[083 181]
810 100.0%  0.82 [0.67, 1.01]

153

1
0.05 0.2 1 5
Favours transexamic acid Favours placebo

20



5. Surgical interventions random

Tranexamic acid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M=H, Random, 95% CI M=H, Random, 95% CI
Saidi 2017 0 67 0 64 Mot estimable
Bagnenko 2011 2 22 4 25 £.5% 0570011, 2.81] —
Tavakoli 2018 8 271 20139 69% 2.05[0.44 453]  —
Won Holstein 1487 3 72 15 &2 9.5% 0.23[0.07, 0.76] e
Hankey 2001 5 103 6 103 10.0% 083 [0.26, 2.64] —
Biggs 197¢ 7 102 21 97 142% 031014, 0.71] —
Engopist 1979 10 76 18 73 157% 053026, 1.08] —&—
Bergopwist 1980 11 25 10 25 165% 1100057, 2.11] —t
Barer 1983 47 256 40 260 20.7% 1190081, 1.75] e
Total (95% CI) 995 868 100.0% 0.70 [0.43, 1.13] P
Total events 93 116

i = (i = = = e f f f f
;Ietterfogenew”Teflfu t_- 20-251 :? ; _1;.115, df = 7 (P =0.01); I° = 60% ooos o1 T T o0
est for overall effect: 7 = 1.47(F = 0.14) Favours transexamic acid Favours placebo
6. Surgical interventions fixed

Tranexamic acid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Saidi 2017 0 67 0 &4 Mat estimakle
Bagnenko 2011 2 22 4 25 32% 057[0.11, 2.81)
Tavakoli 2018 g 271 2139 23% 205 [0.44, 9.53)
Won Holstein 1987 3 72 15 82 12.1% 023 [0.07, 0.76] ——
Hawkey 2001 5 1032 6 103 5.2% 0,83 [0.26, 2.64] e T
Biggs 1976 7 1032 21 97 186%  031[0.14, 0.71) _—
Engopwist 1979 10 76 18 73 15.8% 0.53[0.26 1.08] —_—
Bergopist 1980 11 25 10 25 8ex  L10[057 2.11] —_—
Barer 1983 47 256 40 260 324.2%  1.19[0.81, 1.75] —Tm—
Total (95% CI) 995 868 100.0%  0.78 [0.61, 1.01] <
Tatal events 493 1lle

i - - _ T Il Il ! 1

Heterogeneity, Chic = 17.47, df = 7 {F = 0.01); I* = 60% o5 o3 T 4 2

Test for overall effect: £ = 1.92 (P = 0.05)

Favours transexamic acid Favours placebo



7. Frequency of blood transfusion random

Tranexamic acid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Tavakoli 2018 10 271 2 138 0.2% 256057, 11.54]
Cormack, 1473 8 76 11 74 08% 0.71[0.30, 1.66]
Engopdst 1479 21 76 0 73 27% 067 [0.43, 1.06]
Yon Holstein 1987 47 72 54 82 106% 0.99[0.79, 1.25] . E—
Hawkey 2001 58 102 64 103 10.8% 0810072, 1.14] s
Biggs 1976 77 102 71487 207% 1.02 [0.87, L.20] — e
Barer 1983 140 225 133 218 25.8% 1.02 [0.88, 1.19] —
Bergowist 1480 24 25 23 25 283% 1.04[0.91, 1.20] —
Total (95% CI) 951 812 100.0% 1.00 [0.93, 1.08] <P
Total events 385 188
i . H . | 1 |
Heterogeneity: Tau® = 0.00; Chi* = 6.73, df = 7 (F = 0.46); IF = 0% o o ] G

Test for owerall effect: 7 = Q.00 (F = 1.00)

8. Frequency of blood transfusion fixed

Study or Subgroup

Tranexamic acid
Events

Total Events Total

Risk Ratio
Weight M-H, Fixed, 95% CI

Favours tranexamic acid Favours placebo

Risk Ratio
M-H, Fixed, 95% CI

Tawakoli 2018
Cormack 1973
Engouist 19759
Waon Halstein 1987
Hakery 2001
Biggs 197¢

Barer 1983
Bergouwist 1980

Total (95% CI)
Total events

10 271
] e
21 e
47 7
58 103
77 103
140 223
24 25
951

385

Placebo
2 139
11 74
30 73
4 g2
64 103
71l a7
13z 213
23 25
812

188

Heterogeneity, Chi® = 6.73, df = 7 (P = 0.46); I = 0%

Test for owerall effect: 2 = 0.57 (P = 0.57)

0.7% 2.56[0.57, 11.54]
2.9% 0710030, 1.66]
7.9%  0.67[0.43, 1.06]

13.0%  0.99[0.79, 1.25]
16.4% 0.91[0.72, 1.14]
18.8% 102 [0.87, 1.20]
34.6%  1.02 [0.88 1.19]

5.9%  1.04[0.91, 1.20]
100.0%  0.98 [0.89, 1.06]

- =
S
} } }
0.5 0.7 i 15

Favours tranexamic acid Favours placebo



9. Thromboembolic events random

Tranexamic acid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M=-H, Random, 95% CI M=H, Random, 95% CI
Cormack 1973 0 76 0 74 Mot estimakle
Bagnenko 2011 i} 2 ] 25 Kot estimable
Saidi 2017 0 67 0 &4 Mot estimahle
Yon Holstein 1987 1 72 0 B2 lB6% 3.41[0.14, B2.44]
Engopist 1479 4 76 2 73 O37e% 1.92 [0.36, 10.17] —r
Tavakoli 2018 3 271 6 139 43.5% 0,26 [0.07, 1.01] ——
Total (95% CI) 584 457 100.0% 0.89 [0.17, 4.59] -
Total events 8 8
Heterogeneity: Taw® = 1.12; Chi® = 4.43, df = 2 (P = 0. 113 * = 55% IO 001 0’1 ] 1I0 1000!

Test for averall effect: Z = 0.14 (F = 0.89) Favours tranexamic acid Favours placebo

10. Thromboembolic event fixed

Tranexamicacid  Placeho Risk Ratio Risk Ratio
Study or Subgroup ~ Events  Total Events Total Weight M-H, Fixed, 95% Cl M=H, Fixed, 95% Cl
Carmack 1973 0 76 n 74 Mot estimale
Bagnenka 2011 0 2 045 Mot estimale
Saidi 2017 0 a7 0 64 Mot estimahle
‘fon Halstein 1987 1 72 0 B2 45% 3410014, 8244
Engopist 1479 4 76 273 195% 1820036, 10.17) —T
Tavakali 2018 3 271 6 139 760%  0.26[0.07 101 ——
Total (95% CI) 584 457 100.0%  0.72[0.30, 1.73] 4
Total events g ]
Heterogeneity, Chi® = 4.43, df = 2 (F = 0.11); F = 55% IO L 011 T 110 10001

Testfor overall effect. 2 = 0.73 F = 0.47) Favours tranexamic acid Favours placebo



11. Thrombophlebitis random

Tranexamicacid  Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95%Cl M-H, Random, 95% CI
Yan Halstein 1987 2 72 0 82 255k SeE[028 11650] ! &
Bings 1976 3 103 2097 745k 1411024, 827
Total (95% CI) 175 179 100.0% 2.02 [0.44, 9.26)

Total events 5 2
Hetarogeneity. Tau? = 0.00; Chi* = 0.62, df = 1(F = 0.43); F = 0%

0.002 0.1 1 10 510

Test for overdll effect: Z = 0.90 (F = 0.37) Favours tranexamic acid Favours placebo
12. Thrombophlebitis fixed
Tranexamic acid Placebo Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-=H, Fixed, 95% CI M=H, Fixed, 95% CI
‘on Holstein 1987 2 72 0 82 185% 5.68[0.28 118.50] 1 &
Biggs 1476 3 103 247 BlS% 141024, 827
Total (95% CI) 175 179 100.0%  2.20(0.51, 9.50]
Total events 5 2
i 2= = = = f f } f
Heterogeneity, Chic = 0.62, df = L{P = 0.43); I° = (% 0002 o T 15 500

Test for awerall effect: 2 = 106 (P = 0.29)

Favours tranexamic acid Favours placebo



FRandom sequence generation (selection bias)

Allocation concealment (selection bias)

Elinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

0% 2t% 5o 7% Toow

0

[ Low risk of bias [ ]unclear risk of bias

[ High risk of bias

Risk of bias graph: review authors' judgements about each risk of bias item presented as percentages
across all included studies.
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Baghenko 2011

parer 1922 @ | @B | @ | (O @

Bergowist 15980 | (7

Biggs 157 | 7

Cormack 1973

Enacist 1979 | @D | @ | @ @ | @ | @ | @
Hawkey 2001 | @B | @B | @ (@ (@ | 7

saici 2017 | @D | D D S 0 S @
Tavakoli 2015 | @ | @ @ @ @ & &

Yon Holstein 1987 | 7

Risk of bias summary: review authors' judgements about each risk of bias item for each included study.



