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Effect of tranexamic acid on surgical bleeding:
systematic review and cumulative meta-analysis

BMJ 2012344 :e3054
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Type of surgery No of events (tranexamic acid/control) Pooled risk ratio (95% Cl) P value™ Heterogeneity

Cardiac B22/835 0.65 (0.60 to 0.70) <0.001 B0  <0.001
Orthopaedic 298/462 0.55 (0.49 to 0.61) <0.001 83 <0.001
Hepatic 29/54 0.52 (0.39 to 0.68) <0.001 93  <0.001
_Urological 40/80 0.66 (0.48 to 0.91) 0.01 2 0.31
Vascular 11118 0.58 (0.34 to 0.99) 0.05 — —
Gynaecological 17/50 0.B6 (0.48 to 1.54) 0.61 65 0.06
Cranial and orthognathic 276 0.63 (0.45 to 0.86) 0.004 46 0.12
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Effects of tranexamic acid on death, vascular occlusive
events, and blood transfusion in trauma patients with
significant haemorrhage (CRASH-2): a randomised,

' placebo-controlled trial Lancet 2010; 376: 23-32
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The importance of early treatment with tranexamic acid in
bleeding trauma patients: an exploratory analysis of the
CRASH-2 randomised controlled trial

Lancet 2011;26:377(9771):1096-101
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major bleeding and coagulopathy
following trauma: fourth edition Critical Care (2016) 20:100
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Effect of early tranexamic acid administration on mortality,
hysterectomy, and other morbidities in women with
post-partum haemorrhage (WOMAN): an international,
randomised, double-blind, placebo-controlled trial

Lancet 2017/; 389: 2105-16.
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Tranexamic Acid in Patients Undergoing

Coronary-Artery SurgeNrX
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Primary Outcome
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Results



Study selection

19 975 records identified through database searches 10 additional records identified from reference lists of
included trials

v

12573 records after duplicates removed

v

12573 records screened

9| 12560 records excluded

£ CTXA N

7& 1§ )EH 13 full-text articles assessed for eligibility

10 full-text articles excluded
—» 9 ongoing trials
lineligble comparator

v
3 trials included in qualititive synthesis

ATACAS trial

1 trial excluded because of study design

CRASH-2 trial

2 trials included in analysis ‘
WOMAN trial




Baseline characteristics

CRASH-2 trial WOMAN trial Total
Mumber of patients randomised 20127 20011
Time to treatment (h)
=1 7452 (37-0%) 9572 (48-1%) 17024 (42-5%)
13 6033 (30-0%) 5356 (26-9%) 11389 (28-5%)
>3 6634 (33.0%) 4974 (25.0%) 11608 (29-0%)
Missing or excluded data 8 (0-0%) 109 (0-5%) 117 (0:3%)
Mean (SD) 28(21) 2:5(3-4) 2.7 (2-9)
Median (IQR) 2.0 (1-0-4-0) 11 (0-5-3-0) 1-8 (0-8-4-0)
Age (years)
<25 6655 (331%) 6541 (32.7%) 13196 (32.9%)
25-30 3417 (17-0%) 6707 (33-5%) 10124 (252%)
30-35 2413 (12-0%) 4357 (21-B%) 6770 (16-9%)
=35 7640 (38.0%) 2399 (12:0%) 10039 (25-0%)
Missing data 2(0:0%) 7 (0-0%) 9 {0-0%)
Mean (SD) 346 (14-3) 28.5 (57) 31.5(113)
Median (IQR) 30(24-43) 28 (24-32) 29 (24-35)
Systolic blood pressure (mm Hg)
=75 3161 (15-7%) 1666 (8-3%) 4827 (12-0%)
75-90 6BES (34-3%) 5787 (28-9%) 12672 (31-6%)
=90 10052 (50-0%) 12553 (62-8%) 22 605 (56-4%)
Missing data 29 (0:1%) C (0-0%) 34 (0 1%)
Mean (SD) 97-0 (27-9) 100-8 (22.7) 98.9 (25-5)
Median (IQR) 91 (B0-110) 100 (90-110) 100 (87-110)
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CRASH-2 trial

WOMAN trial

Total

Tranexamicacid  Placebo Tranexamicacid ~ Placebo Tranexamicadd  Placebo

(n=10060) (n=10067) (n=10034) (n=9977) (n=20094) (n=20044)
Any cause of death 1463 (14-5%) 1613 (16.0%) 227 (2:3%) 255 (2:6%) 1690 (8-4%) 1868 (93%)
Death due to bleeding 489 (4-9%) 574 (57%) 155 (1:5%) 190 (1-9%) 644 (3.2%) 764 (3-8%)
Non-bleeding death 974 (9:7%) 1039 (10:3%) 72 (0-7%) 65 (0.7%) 1046 (5:2%) 1104 (5:5%)
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Deaths and vascular occlusive events by treatment alloc

CRASH-2 trial WOMAN trial Total

Tranexamicacid  Placebo Tranexamicacid  Placebo Tranexamicadd  Placebo

(n=10060) (n=10067) (n=10034) (n=9977) (n=20094) (n=20044)
Vascular occlusive events 168 (1.7%) 201 (2.0%) 31(0:3%) 34(0:3%) 199 (1-0%) 235(12%)
Vascular death 33(0:3%) 48 (0-5%) 10 (0-1%) 11 (0-1%) 43 (02%) 59 (0:3%)
Myocardial infarction* 35(0-4%) 55 (0-5%) 2 (0:0%) 3(0-0%) 37(0:2%) 58 (0-3%)
Stroke* 57 (0-6%) 66 (0-7%) 8 (01%) 6 (0-1%) 65 (0-3%) 72(0-4%)
Pulmonary embolism* 72(07%) 71(0-7%) 17 (02%) 20 (0-2%) 89 (0-4%) 91 (0-5%)
Deep vein thrombosis* 40 (0-4%) 41(0-4%) 3(0:0%) 7(0:1%) 43(0-2%) 48 (0-2%)
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Proportion of death due to bleeding (%)

CRASH-2 trial
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Odels ratio (95% Cl)
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Effectiveness of tranexamic acid (%)
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Discussion



Principal Findings
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