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Appendix 1-1. Search strategy for MEDLINE , EMBASE AND PUBMED

Pubmed (inception to December 31th, 2021)
--------------------------------------------------------------------------------
1    (("brain injuries, traumatic"[MeSH Terms] OR ("brain"[All Fields] AND "injuries"[All Fields] AND "traumatic"[All Fields]) OR "traumatic brain injuries"[All Fields] OR ("brain"[All Fields] AND "injuries"[All Fields] AND "traumatic"[All Fields]) OR "brain injuries, traumatic"[All Fields]) OR ("brain injuries, traumatic"[MeSH Terms] OR ("brain"[All Fields] AND "injuries"[All Fields] AND "traumatic"[All Fields]) OR "traumatic brain injuries"[All Fields] OR ("traumatic"[All Fields] AND "brain"[All Fields] AND "injury"[All Fields]) OR "traumatic brain injury"[All Fields])) OR ("brain injuries"[MeSH Terms] OR ("brain"[All Fields] AND "injuries"[All Fields]) OR "brain injuries"[All Fields] OR ("brain"[All Fields] AND "injury"[All Fields]) OR "brain injury"[All Fields])) OR TBI[All Fields])  OR ("head"[All Fields] AND "injury"[All Fields]) OR "head injury"[All Fields]))  OR ("head"[All Fields] AND "trauma"[All Fields]) OR "head trauma"[All Fields]))         (228,539)
2     "Tranexamic Acid"” or "TXA" or "AMCHA” or “AMCA” or “cyklokapron” or “kabi-2161” or “transamin” or “ugurol” or “t-amcha”    (6,283)
3      ((randomized controlled trial[pt] OR controlled clinical trial[pt]) OR (randomized OR randomised OR randomly OR placebo[tiab]) OR (trial[ti]) OR (“Clinical Trials as Topic”[MeSH Major Topic])) NOT ((“Animals”[Mesh]) NOT (“Humans”[Mesh] AND “Animals”[Mesh]))    (1,552,469)
4      1 and 2 and 3  (497)


Ovid MEDLINE (inception to December 31th, 2021)
--------------------------------------------------------------------------------
1     exp Brain Injuries/ (50123)
2     Craniocerebral Trauma/ (20765)
3     (traumatic brain adj (injur$ or concussion$ or contusion$ or laceration$)).tw. (18456)
4     (traumatic cerebral adj (injur$ or concussion$ or contusion$ or laceration$)).tw. (56)
5     (tbi or tbis).tw. (12567)
6     exp Intracranial Hemorrhages/ (58594)
7     ((brain or basal ganglia or cerebral or cranial or intracranial or posterior fossa or Subarachnoid) adj2 (bleed$ or h?emorrhag$)).tw. (30410)
8     Pituitary Apoplexy.tw. (779)
9     or/1-8 (147629)
10     Antifibrinolytic Agents/ (4010)
11     Tranexamic Acid/ (1982)
12     txa.tw. (933)
13     amca.tw. (329)
14     amcha.tw. (123)
15     amchafibrin.tw. (0)
16     amikapron.tw. (1)
17     amstat.tw. (0)
18     anexan.tw. (0)
19     antivoff.tw. (0)
20     caprilon.tw. (0)
21     (cl 65336 or cl65336).tw. (0)
22     cy?lo?apron.tw. (56)
23     exacyl.tw. (7)
24     fibrinon.tw. (0)
25     frenolyse.tw. (1)
26     hemostan.tw. (0)
27     hexa?apron.tw. (0)
28     kabi 2161.tw. (1)
29     kalnex.tw. (0)
30     lysteda.tw. (9)
31     micranex.tw. (0)
32     rikaparin.tw. (0)
33     ronex.tw. (0)
34     spotof.tw. (0)
35     t-amcha.tw. (51)
36     theranex.tw. (0)
37     tramic.tw. (0)
38     tranex.tw. (0)
39     tranexam.tw. (9)
40     tranexa?ic acid.tw. (1907)
41     tranexic.tw. (0)
42     trans achma.tw. (0)
43     trans amcha.tw. (19)
44     transamin.tw. (18)
45     transexamic acid.tw. (5)
46     traxamic.tw. (0)
47     trenaxin.tw. (0)
48     ugurol.tw. (5)
49     or/10-48 (7906)
50     9 and 49 (388)

Embase (inception to December 31th, 2021)
--------------------------------------------------------------------------------
1     exp brain injury/ (112797)
2     head injury/ (36287)
3     (traumatic brain adj (injur$ or concussion$ or contusion$ or laceration$)).tw. (24818)
4     (traumatic cerebral adj (injur$ or concussion$ or contusion$ or laceration$)).tw. (52)
5     (tbi or tbis).tw. (19172)
6     exp brain hemorrhage/ (82666)
7     ((brain or basal ganglia or cerebral or cranial or intracranial or posterior fossa or Subarachnoid) adj2 (bleed$ or h?emorrhag$)).tw. (39870)
8     Pituitary Apoplexy.tw. (902)
9     or/1-8 (229865)
10     antifibrinolytic agent/ (3841)
11     tranexamic acid/ (6543)
12     txa.tw. (527)
13     amca.tw. (271)
14     amcha.tw. (90)
15     amchafibrin.tw. (19)
16     amikapron.tw. (3)
17     amstat.tw. (1)
18     anexan.tw. (0)
19     antivoff.tw. (0)
20     caprilon.tw. (9)
21     (cl 65336 or cl65336).tw. (1)
22     cy?lo?apron.tw. (435)
23     exacyl.tw. (103)
24     fibrinon.tw. (0)
25     frenolyse.tw. (13)
26     hemostan.tw. (0)
27     hexa?apron.tw. (11)
28     kabi 2161.tw. (4)
29     kalnex.tw. (0)
30     lysteda.tw. (33)
31     micranex.tw. (0)
32     rikaparin.tw. (0)
33     ronex.tw. (0)
34     spotof.tw. (6)
35     t-amcha.tw. (33)
36     theranex.tw. (0)
37     tramic.tw. (0)
38     tranex.tw. (17)
39     tranexam.tw. (12)
40     tranexa?ic acid.tw. (2691)
41     tranexic.tw. (0)
42     trans achma.tw. (0)
43     trans amcha.tw. (5)
44     transamin.tw. (59)
45     transexamic acid.tw. (12)
46     traxamic.tw. (0)
47     trenaxin.tw. (0)
48     ugurol.tw. (44)
49     or/10-48 (9852)
50     9 and 49 (698)

COCHRANE Controlled Clinical Trials Registry 
--------------------------------------------------------------------------------
#1	MeSH descriptor: [Tranexamic Acid] explode all trees	(1236)
#2	MeSH descriptor: [Craniocerebral Trauma] explode all trees	(3938)
#3	MeSH descriptor: [Brain Injuries] explode all trees	(2612)
#4	MeSH descriptor: [Intracranial Hemorrhages] explode all trees	(2098)
#5	((brain or basal ganglia or head or "cerebro-cranial" or cerebrocranial or "intra-cranial" or crani* or cerebral or intracranial or posterior fossa or subarachnoid) adj2 (trauma$ or concussion$ or wound$ or contusion$ or laceration$ or injur* or h?emorrhage* or h?ematoma$)).ti,ab,kw.	(4603)
#6	(Trauma* adj encephal*).ti,ab,kw.	(31)
#7	(tbi or tbis or pituitary apoplexy).ti,ab,kw.	(69)
#8	#2 or #3 or #4 or #5 or #6 or #7 or #8 	(9880)
#9	#1 and #8	(79)

Google Scholar
tranexamic AND (brain or basal ganglia or head or cranium or cerebral or intracranial or posterior fossa or subarachnoid)                    (120)

	
Table 1 Baseline characteristics of included studies
. RCT randomized-controlled trial, TXA tranexamic acid, GCS Glasgow Coma Scale, GOS Glasgow Outcome Scale , TBI traumatic brain injury, SDH subdural hemorrhage, EDH epidural hemorrhage,  ICH intracranial hemorrhage, N/A not applicable

Appendix 1-2. Subgroup analysis (including study design (multisite RCT or single site RCT), Enrollment time after trauma (< 3h or > 3h), and TXA dose (2g TXA bolus followed by a placebo infusion or 1g TXA bolus followed by 1g TXA maintenance))
Study design (multisite RCT or single site RCT)
Supplement Figure 10. Forest plot.  Comparing TXA and placebo for the outcome of all-cause mortality in study design (multisite RCT or single site RCT)
[image: study design-death]
Supplement Figure 11. Forest plot.  Comparing TXA and placebo for all adverse events in study design (multisite RCT or single site RCT)
[image: study design-Adverse Event]
Supplement Figure 12. Forest plot.  Comparing TXA and placebo for the need of neurosurgical intervention in study design (multisite RCT or single site RCT)
[bookmark: _GoBack][image: Forest plot]
Supplement Figure 13. Forest plot.  Comparing TXA and placebo for the number people of new bleeding in study design (multisite RCT or single site RCT)
[image: study design-new bleeding]
Supplement Figure 14. Forest plot.  Comparing TXA and placebo for mean hemorrhage volume in study design (multisite RCT or single site RCT)
[image: mean hemorrhage volume]
Supplement Figure 15. Forest plot.  Comparing TXA and placebo for the outcome of all-cause mortality in enrollment time after trauma (< 3h or > 3h)
[image: Time-death]
Supplement Figure 16. Forest plot.  Comparing TXA and placebo for all adverse events in enrollment time after trauma (< 3h or > 3h)
[image: time-Adverse Events]
Supplement Figure 17. Forest plot.  Comparing TXA and placebo for the need of neurosurgical intervention in enrollment time after trauma (< 3h or > 3h)
[image: time-neurosurgical]
Supplement Figure 18. Forest plot.  Comparing TXA and placebo for the number people of new bleeding in enrollment time after trauma (< 3h or > 3h)
[image: time-new bleeding]
Supplement Figure 19. Forest plot.  Comparing TXA and placebo for mean hemorrhage volume in enrollment time after trauma (< 3h or > 3h)
[image: mean hemorrhage volume]
Supplement Figure 20. Forest plot.  Comparing TXA and placebo for the outcome of all-cause mortality in TXA dose (2g TXA bolus followed by a placebo infusion or 1g TXA bolus followed by 1g TXA maintenance)
[image: TXA dose-death]
Supplement Figure 21. Forest plot.  Comparing TXA and placebo for all adverse events in TXA dose (2g TXA bolus followed by a placebo infusion or 1g TXA bolus followed by 1g TXA maintenance)
[image: TXA dose-Adverse Events]
Supplement Figure 22. Forest plot.  Comparing TXA and placebo for the need of neurosurgical intervention in TXA dose (2g TXA bolus followed by a placebo infusion or 1g TXA bolus followed by 1g TXA maintenance)
[image: TXA dose-neurosurgical]
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Study or Subgroup 10.5.1 Multisite RCT Perel et al.2012 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 0.64 (P = 0.52) 10.5.2 Single site RCT Ebrahimi et al.2019 Jokar et al.2017 Mojallal et al.2020 Mousavinejad et al.2020 Subtotal (95% CI) Heterogeneity: Tau² = 0.01; Chi² = 3.28, df = 3 (P = 0.35); I² = 8% Test for overall effect: Z = 3.46 (P = 0.0005) Total (95% CI) Heterogeneity: Tau² = 0.05; Chi² = 7.96, df = 4 (P = 0.09); I² = 50% Test for overall effect: Z = 2.51 (P = 0.01) Test for subgroup differences: Chi² = 4.52, df = 1 (P = 0.03), I² = 77.9% Mean 5.9 891.19 23.3 4.91 921.68 SD 26.8 153.02 6.4 2.8 157.01 Total 133 133 20 40 56 20 136 269 Mean 8.1 925.2 26.5 5.91 1,032.605 SD 29.2 102.11 6.4 3.4 0.81 Total 137 137 20 40 44 20 124 261 Weight 32.1% 32.1% 13.3% 20.0% 22.4% 12.3% 67.9% 100.0% IV, Random, 95% CI -0.08 [-0.32, 0.16] -0.08 [-0.32, 0.16] -0.26 [-0.88, 0.37] -0.50 [-0.94, -0.05] -0.32 [-0.72, 0.08] -0.98 [-1.64, -0.32] -0.46 [-0.72, -0.20] -0.35 [-0.62, -0.08] Experimental Control Std. Mean Difference Std. Mean Difference IV, Random, 95% CI -100 -50 0 50 100 Favours [TXA] Favours [placebo]
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Study or Subgroup 8.1.1 <3h Roberts et al.2019 Rowell et al.2020 van Wessem et al.2021 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.23, df = 2 (P = 0.54); I² = 0% Test for overall effect: Z = 1.42 (P = 0.15) 8.1.2 >3h Ebrahimi et al.2019 Mojallal et al.2020 Mousavinejad et al.2020 Perel et al.2012 Yutthakasemsunt et al.2013 Subtotal (95% CI) Total events Heterogeneity: Chi² = 3.26, df = 4 (P = 0.51); I² = 0% Test for overall effect: Z = 1.43 (P = 0.15) Total (95% CI) Total events Heterogeneity: Chi² = 5.86, df = 7 (P = 0.56); I² = 0% Test for overall effect: Z = 1.71 (P = 0.09) Test for subgroup differences: Chi² = 1.23, df = 1 (P = 0.27), I² = 18.7% Events 855 101 32 988 4 8 3 14 12 41 1029 Total 4613 551 120 5284 40 56 20 133 120 369 5653 Events 892 54 25 971 6 3 3 24 17 53 1024 Total 4512 272 114 4898 40 44 20 137 118 359 5257 Weight 85.7% 6.9% 2.4% 95.0% 0.6% 0.3% 0.3% 2.2% 1.6% 5.0% 100.0% M-H, Fixed, 95% CI 0.94 [0.86, 1.02] 0.92 [0.69, 1.24] 1.22 [0.77, 1.92] 0.94 [0.87, 1.02] 0.67 [0.20, 2.18] 2.10 [0.59, 7.44] 1.00 [0.23, 4.37] 0.60 [0.33, 1.11] 0.69 [0.35, 1.39] 0.76 [0.51, 1.11] 0.93 [0.86, 1.01] Experimental Control Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.01 0.1 1 10 100 Favours [TXA] Favours [placebo]
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Study or Subgroup 8.2.1 <3h Perel et al.2012 Roberts et al.2019 Rowell et al.2020 van Wessem et al.2021 Yutthakasemsunt et al.2013 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.01; Chi² = 6.59, df = 4 (P = 0.16); I² = 39% Test for overall effect: Z = 1.07 (P = 0.28) 8.2.2 >3h Chakroun‑Walha et al.2018 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.80 (P = 0.07) Total (95% CI) Total events Heterogeneity: Tau² = 0.02; Chi² = 9.96, df = 5 (P = 0.08); I² = 50% Test for overall effect: Z = 0.71 (P = 0.48) Test for subgroup differences: Chi² = 3.81, df = 1 (P = 0.05), I² = 73.7% Events 6 949 123 54 0 1132 14 14 1146 Total 133 6359 657 120 120 7389 96 96 7485 Events 12 929 71 56 4 1072 5 5 1077 Total 137 6280 309 114 118 6958 84 84 7042 Weight 4.1% 41.2% 25.7% 24.6% 0.5% 96.1% 3.9% 3.9% 100.0% M-H, Random, 95% CI 0.52 [0.20, 1.33] 1.01 [0.93, 1.10] 0.81 [0.63, 1.06] 0.92 [0.70, 1.20] 0.11 [0.01, 2.01] 0.91 [0.77, 1.08] 2.45 [0.92, 6.52] 2.45 [0.92, 6.52] 0.93 [0.76, 1.14] Experimental Control Risk Ratio Risk Ratio M-H, Random, 95% CI 0.01 0.1 1 10 100 Favours [TXA] Favours [placebo]
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Study or Subgroup 8.3.1 <3h Rowell et al.2020 Yutthakasemsunt et al.2013 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.11, df = 1 (P = 0.74); I² = 0% Test for overall effect: Z = 1.16 (P = 0.25) 8.3.2 >3h Chakroun‑Walha et al.2018 Fakharian et al.2017 Perel et al.2012 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.48, df = 2 (P = 0.48); I² = 0% Test for overall effect: Z = 0.02 (P = 0.99) Total (95% CI) Total events Heterogeneity: Chi² = 2.02, df = 4 (P = 0.73); I² = 0% Test for overall effect: Z = 0.94 (P = 0.35) Test for subgroup differences: Chi² = 0.48, df = 1 (P = 0.49), I² = 0% Events 137 6 143 23 8 20 51 194 Total 657 120 777 96 74 133 303 1080 Events 54 6 60 16 12 21 49 109 Total 309 118 427 84 75 137 296 723 Weight 56.9% 4.7% 61.5% 13.2% 9.2% 16.0% 38.5% 100.0% M-H, Fixed, 95% CI 1.19 [0.90, 1.59] 0.98 [0.33, 2.96] 1.18 [0.89, 1.55] 1.26 [0.71, 2.22] 0.68 [0.29, 1.56] 0.98 [0.56, 1.72] 1.00 [0.70, 1.44] 1.11 [0.89, 1.38] Experimental Control Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.01 0.1 1 10 100 Favours [TXA] Favours [placebo]
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Study or Subgroup 8.5.1 <3h Mahmood et al.2021 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 0.95 (P = 0.34) 8.5.2 >3h Chakroun‑Walha et al.2018 Fakharian et al.2017 Perel et al.2012 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.14; Chi² = 4.66, df = 2 (P = 0.10); I² = 57% Test for overall effect: Z = 0.46 (P = 0.64) Total (95% CI) Total events Heterogeneity: Tau² = 0.06; Chi² = 5.84, df = 3 (P = 0.12); I² = 49% Test for overall effect: Z = 0.19 (P = 0.85) Test for subgroup differences: Chi² = 0.55, df = 1 (P = 0.46), I² = 0% Events 108 108 23 17 13 53 161 Total 261 261 96 74 123 293 554 Events 129 129 11 14 20 45 174 Total 284 284 84 75 126 285 569 Weight 44.7% 44.7% 18.1% 19.0% 18.2% 55.3% 100.0% M-H, Random, 95% CI 0.91 [0.75, 1.10] 0.91 [0.75, 1.10] 1.83 [0.95, 3.53] 1.23 [0.66, 2.31] 0.67 [0.35, 1.28] 1.14 [0.65, 2.02] 1.03 [0.73, 1.46] Experimental Control Risk Ratio Risk Ratio M-H, Random, 95% CI 0.01 0.1 1 10 100 Favours [TXA] Favours [placebo]
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Study or Subgroup 8.4.1 <3h Jokar et al.2017 Subtotal (95% CI) Heterogeneity: Not applicable Test for overall effect: Z = 2.18 (P = 0.03) 8.4.2 >3h Ebrahimi et al.2019 Mojallal et al.2020 Mousavinejad et al.2020 Perel et al.2012 Subtotal (95% CI) Heterogeneity: Tau² = 0.06; Chi² = 6.71, df = 3 (P = 0.08); I² = 55% Test for overall effect: Z = 1.94 (P = 0.05) Total (95% CI) Heterogeneity: Tau² = 0.05; Chi² = 7.96, df = 4 (P = 0.09); I² = 50% Test for overall effect: Z = 2.51 (P = 0.01) Test for subgroup differences: Chi² = 0.36, df = 1 (P = 0.55), I² = 0% Mean 23.3 891.19 4.91 921.68 5.9 SD 6.4 153.02 2.8 157.01 26.8 Total 40 40 20 56 20 133 229 269 Mean 26.5 925.2 5.91 1,032.605 8.1 SD 6.4 102.11 3.4 0.81 29.2 Total 40 40 20 44 20 137 221 261 Weight 20.0% 20.0% 13.3% 22.4% 12.3% 32.1% 80.0% 100.0% IV, Random, 95% CI -0.50 [-0.94, -0.05] -0.50 [-0.94, -0.05] -0.26 [-0.88, 0.37] -0.32 [-0.72, 0.08] -0.98 [-1.64, -0.32] -0.08 [-0.32, 0.16] -0.33 [-0.65, 0.00] -0.35 [-0.62, -0.08] Experimental Control Std. Mean Difference Std. Mean Difference IV, Random, 95% CI -100 -50 0 50 100 Favours [TXA] Favours [placebo]


image11.emf
Study or Subgroup 9.1.1 2g TXA bolus followed by a placebo infusion Rowell et al.2020 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.21 (P = 0.22) 9.1.2 1g TXA bolus followed by 1g TXA maintenance Bossers et al.2021 Ebrahimi et al.2019 Fakharian et al.2017 Mojallal et al.2020 Mousavinejad et al.2020 Perel et al.2012 Roberts et al.2019 van Wessem et al.2021 Yutthakasemsunt et al.2013 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.03; Chi² = 20.30, df = 8 (P = 0.009); I² = 61% Test for overall effect: Z = 0.07 (P = 0.95) Total (95% CI) Total events Heterogeneity: Tau² = 0.03; Chi² = 21.90, df = 9 (P = 0.009); I² = 59% Test for overall effect: Z = 0.25 (P = 0.80) Test for subgroup differences: Chi² = 1.17, df = 1 (P = 0.28), I² = 14.3% Events 46 46 250 4 2 8 3 14 855 32 12 1180 1226 Total 289 289 693 40 74 56 20 133 4613 120 120 5869 6158 Events 54 54 323 6 3 3 3 24 892 25 17 1296 1350 Total 272 272 1134 40 75 44 20 137 4512 114 118 6194 6466 Weight 14.5% 14.5% 26.0% 2.3% 1.1% 2.1% 1.6% 7.2% 28.3% 10.9% 6.0% 85.5% 100.0% M-H, Random, 95% CI 0.80 [0.56, 1.15] 0.80 [0.56, 1.15] 1.27 [1.11, 1.45] 0.67 [0.20, 2.18] 0.68 [0.12, 3.93] 2.10 [0.59, 7.44] 1.00 [0.23, 4.37] 0.60 [0.33, 1.11] 0.94 [0.86, 1.02] 1.22 [0.77, 1.92] 0.69 [0.35, 1.39] 1.01 [0.82, 1.24] 0.98 [0.81, 1.18] Experimental Control Risk Ratio Risk Ratio M-H, Random, 95% CI 0.01 0.1 1 10 100 Favours [TXA] Favours [placebo]
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Study or Subgroup 9.2.1 2g TXA bolus followed by a placebo infusion Rowell et al.2020 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.09 (P = 0.28) 9.2.2 1g TXA bolus followed by 1g TXA maintenance Chakroun‑Walha et al.2018 Perel et al.2012 Roberts et al.2019 van Wessem et al.2021 Yutthakasemsunt et al.2013 Subtotal (95% CI) Total events Heterogeneity: Chi² = 7.76, df = 4 (P = 0.10); I² = 48% Test for overall effect: Z = 0.03 (P = 0.97) Total (95% CI) Total events Heterogeneity: Chi² = 8.84, df = 5 (P = 0.12); I² = 43% Test for overall effect: Z = 0.31 (P = 0.75) Test for subgroup differences: Chi² = 1.06, df = 1 (P = 0.30), I² = 6.0% Events 92 92 14 6 949 54 0 1023 1115 Total 345 345 96 133 6359 120 120 6828 7173 Events 71 71 5 12 929 56 4 1006 1077 Total 309 309 84 137 6280 114 118 6733 7042 Weight 6.9% 6.9% 0.5% 1.1% 85.9% 5.3% 0.4% 93.1% 100.0% M-H, Fixed, 95% CI 1.16 [0.89, 1.52] 1.16 [0.89, 1.52] 2.45 [0.92, 6.52] 0.52 [0.20, 1.33] 1.01 [0.93, 1.10] 0.92 [0.70, 1.20] 0.11 [0.01, 2.01] 1.00 [0.92, 1.08] 1.01 [0.94, 1.09] Experimental Control Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.01 0.1 1 10 100 Favours [TXA] Favours [placebo]
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Study or Subgroup 9.3.1 2g TXA bolus followed by a placebo infusion Rowell et al.2020 Subtotal (95% CI) Total events Heterogeneity: Not applicable Test for overall effect: Z = 1.36 (P = 0.17) 9.3.2 1g TXA bolus followed by 1g TXA maintenance Chakroun‑Walha et al.2018 Fakharian et al.2017 Perel et al.2012 Yutthakasemsunt et al.2013 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.48, df = 3 (P = 0.69); I² = 0% Test for overall effect: Z = 0.00 (P = 1.00) Total (95% CI) Total events Heterogeneity: Chi² = 2.26, df = 4 (P = 0.69); I² = 0% Test for overall effect: Z = 0.99 (P = 0.32) Test for subgroup differences: Chi² = 0.84, df = 1 (P = 0.36), I² = 0% Events 75 75 23 8 20 6 57 132 Total 345 345 96 74 133 120 423 768 Events 54 54 16 12 21 6 55 109 Total 309 309 84 75 137 118 414 723 Weight 50.6% 50.6% 15.1% 10.6% 18.4% 5.4% 49.4% 100.0% M-H, Fixed, 95% CI 1.24 [0.91, 1.70] 1.24 [0.91, 1.70] 1.26 [0.71, 2.22] 0.68 [0.29, 1.56] 0.98 [0.56, 1.72] 0.98 [0.33, 2.96] 1.00 [0.71, 1.41] 1.12 [0.89, 1.42] Experimental Control Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.01 0.1 1 10 100 Favours [TXA] Favours [placebo]
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Study or Subgroup 10.1.1 Multisite RCT Bossers et al.2021 Perel et al.2012 Roberts et al.2019 Rowell et al.2020 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.04; Chi² = 16.94, df = 3 (P = 0.0007); I² = 82% Test for overall effect: Z = 0.12 (P = 0.90) 10.1.2 Single site RCT Ebrahimi et al.2019 Fakharian et al.2017 Mojallal et al.2020 Mousavinejad et al.2020 van Wessem et al.2021 Yutthakasemsunt et al.2013 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.00; Chi² = 3.70, df = 5 (P = 0.59); I² = 0% Test for overall effect: Z = 0.15 (P = 0.88) Total (95% CI) Total events Heterogeneity: Tau² = 0.03; Chi² = 20.65, df = 9 (P = 0.01); I² = 56% Test for overall effect: Z = 0.02 (P = 0.98) Test for subgroup differences: Chi² = 0.04, df = 1 (P = 0.85), I² = 0% Events 855 101 250 14 1220 4 2 8 3 32 12 61 1281 Total 4613 551 693 133 5990 40 74 56 20 120 120 430 6420 Events 892 54 323 24 1293 6 3 3 3 25 17 57 1350 Total 4512 272 1134 137 6055 40 75 44 20 114 118 411 6466 Weight 28.8% 16.6% 26.1% 6.6% 78.1% 2.1% 1.0% 1.9% 1.4% 10.2% 5.4% 21.9% 100.0% M-H, Random, 95% CI 0.94 [0.86, 1.02] 0.92 [0.69, 1.24] 1.27 [1.11, 1.45] 0.60 [0.33, 1.11] 0.99 [0.79, 1.24] 0.67 [0.20, 2.18] 0.68 [0.12, 3.93] 2.10 [0.59, 7.44] 1.00 [0.23, 4.37] 1.22 [0.77, 1.92] 0.69 [0.35, 1.39] 1.03 [0.73, 1.43] 1.00 [0.84, 1.19] Experimental Control Risk Ratio Risk Ratio M-H, Random, 95% CI 0.01 0.1 1 10 100 Favours [TXA] Favours [placebo]
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Study or Subgroup 10.2.1 Multisite RCT Perel et al.2012 Roberts et al.2019 Rowell et al.2020 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.02; Chi² = 4.17, df = 2 (P = 0.12); I² = 52% Test for overall effect: Z = 0.88 (P = 0.38) 10.2.2 Single site RCT Chakroun‑Walha et al.2018 van Wessem et al.2021 Yutthakasemsunt et al.2013 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.46; Chi² = 5.79, df = 2 (P = 0.06); I² = 65% Test for overall effect: Z = 0.13 (P = 0.90) Total (95% CI) Total events Heterogeneity: Tau² = 0.02; Chi² = 9.96, df = 5 (P = 0.08); I² = 50% Test for overall effect: Z = 0.71 (P = 0.48) Test for subgroup differences: Chi² = 0.10, df = 1 (P = 0.75), I² = 0% Events 6 949 123 1078 14 54 0 68 1146 Total 133 6359 657 7149 96 120 120 336 7485 Events 12 929 71 1012 5 56 4 65 1077 Total 137 6280 309 6726 84 114 118 316 7042 Weight 4.1% 41.2% 25.7% 71.0% 3.9% 24.6% 0.5% 29.0% 100.0% M-H, Random, 95% CI 0.52 [0.20, 1.33] 1.01 [0.93, 1.10] 0.81 [0.63, 1.06] 0.91 [0.73, 1.13] 2.45 [0.92, 6.52] 0.92 [0.70, 1.20] 0.11 [0.01, 2.01] 1.07 [0.39, 2.88] 0.93 [0.76, 1.14] Experimental Control Risk Ratio Risk Ratio M-H, Random, 95% CI 0.01 0.1 1 10 100 Favours [experimental] Favours [control]
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Study or Subgroup 10.2.1 Multisite RCT Perel et al.2012 Rowell et al.2020 Subtotal (95% CI) Total events Heterogeneity: Chi² = 0.37, df = 1 (P = 0.54); I² = 0% Test for overall effect: Z = 1.06 (P = 0.29) 10.2.2 single site RCT Chakroun‑Walha et al.2018 Fakharian et al.2017 Yutthakasemsunt et al.2013 Subtotal (95% CI) Total events Heterogeneity: Chi² = 1.47, df = 2 (P = 0.48); I² = 0% Test for overall effect: Z = 0.06 (P = 0.96) Total (95% CI) Total events Heterogeneity: Chi² = 2.02, df = 4 (P = 0.73); I² = 0% Test for overall effect: Z = 0.94 (P = 0.35) Test for subgroup differences: Chi² = 0.24, df = 1 (P = 0.62), I² = 0% Events 20 137 157 23 8 6 37 194 Total 133 657 790 96 74 120 290 1080 Events 21 54 75 16 12 6 34 109 Total 137 309 446 84 75 118 277 723 Weight 16.0% 56.9% 72.9% 13.2% 9.2% 4.7% 27.1% 100.0% M-H, Fixed, 95% CI 0.98 [0.56, 1.72] 1.19 [0.90, 1.59] 1.15 [0.89, 1.48] 1.26 [0.71, 2.22] 0.68 [0.29, 1.56] 0.98 [0.33, 2.96] 1.01 [0.66, 1.55] 1.11 [0.89, 1.38] Experimental Control Risk Ratio Risk Ratio M-H, Fixed, 95% CI 0.01 0.1 1 10 100 Favours [TXA] Favours [placebo]
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Study or Subgroup 10.4.1 Multisite RCT Mahmood et al.2021 Perel et al.2012 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.00; Chi² = 0.52, df = 1 (P = 0.47); I² = 0% Test for overall effect: Z = 1.37 (P = 0.17) 10.4.2 Single site RCT Chakroun‑Walha et al.2018 Fakharian et al.2017 Subtotal (95% CI) Total events Heterogeneity: Tau² = 0.00; Chi² = 0.69, df = 1 (P = 0.40); I² = 0% Test for overall effect: Z = 1.76 (P = 0.08) Total (95% CI) Total events Heterogeneity: Tau² = 0.11; Chi² = 6.07, df = 3 (P = 0.11); I² = 51% Test for overall effect: Z = 0.15 (P = 0.88) Test for subgroup differences: Chi² = 4.85, df = 1 (P = 0.03), I² = 79.4% Events 108 13 121 23 17 40 161 Total 261 123 384 96 74 170 554 Events 129 20 149 11 14 25 174 Total 284 126 410 84 75 159 569 Weight 39.2% 21.2% 60.4% 19.9% 19.7% 39.6% 100.0% M-H, Random, 95% CI 0.85 [0.60, 1.19] 0.63 [0.30, 1.32] 0.81 [0.59, 1.10] 2.09 [0.95, 4.60] 1.30 [0.59, 2.88] 1.65 [0.94, 2.89] 1.04 [0.66, 1.63] Experimental Control Odds Ratio Odds Ratio M-H, Random, 95% CI 0.01 0.1 1 10 100 Favours [experimental] Favours [control]


