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Does prophylactic use of tranexamic 
acid reduce PPH from cesarean  
delivery when coupled with  
uterotonics?

Yes, there is a statistical effect, but the 
clinical implications are limited. In a randomized 
controlled trial involving 4,551 patients undergoing cesarean 
delivery (CD), women who received tranexamic acid in 
combination with prophylactic uterotonics had lower rates 
of postpartum hemorrhage (PPH) than women who received 
uterotonics and placebo. Clinically relevant hemorrhage-
related outcomes, such as blood transfusions and need for 
additional medications or procedures to control bleeding, 
did not differ between groups.
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Postpartum hemorrhage is the leading 
cause of maternal mortality world-
wide.1 Many preventive strategies, 

including tranexamic acid administration, 
have been studied in an attempt to reduce 
the risk of PPH. Tranexamic acid prevents 
the conversion of plasminogen to plasmin, 

preventing the breakdown of fibrin, and ulti-
mately stabilizing the fibrin matrix of clot.2 It 
has been shown to be an effective approach 
to treating hemorrhage in patients after 
trauma as well as cardiac surgery.3,4 The use 
of tranexamic acid in obstetric hemorrhage 
has reduced mortality in previous trials,5 but 
its prophylactic use has had mixed results in 
preventing obstetric hemorrhage.6-8

Recently, Sentilhes and colleagues pub-
lished the largest prospective study to date 
addressing the efficacy of tranexamic acid for 
the primary prevention of PPH.

Details of the study
Multiple hospitals throughout France partic-
ipated in the investigators’ double-blind ran-
domized, placebo-controlled trial. Women 
undergoing CD at 34 or more weeks’ gesta-
tion (N = 4,551) were randomly assigned to 
receive 1 g of intravenous (IV) tranexamic 
acid or placebo after cord clamping. Both 
groups received IV prophylactic uterotonics. 
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The primary outcome was PPH, defined by 
estimated blood loss (EBL) greater than 1 L 
or receipt of red blood cell transfusion within 
the first 2 days after surgery.
Results. The rate of PPH was significantly 
lower in women who received tranexamic 
acid compared with those who received 
placebo. Yet, the mean EBL between the 2 
groups differed by only 100 mL. The rates 

of blood transfusions, additional uterotonic 
administration, arterial embolization, and 
hysterectomy did not differ between groups.

The clinicians responsible for the care 
of these patients did not observe a differ-
ence in the rate of “clinically significant” PPH 
between those who received tranexamic acid 
and those who received placebo. Women 
who received tranexamic acid were more 
likely to experience nausea and vomiting, 
but they did not have any increased risk of 
venous thromboembolic disease.

Study strengths and limitations
Sentilhes and colleagues’ study findings 
contradict those of an earlier meta-analysis 
on the topic.9 This may be due to the effect 
of publication bias on meta-analyses, which 
makes them prone to supporting the findings 
of published positive trials while missing 
data from negative trials that did not reach 

WHAT THIS EVIDENCE MEANS FOR PRACTICE

Prevention of PPH would reduce the burden of maternal morbidity 
and mortality dramatically. Unfortunately, the addition of tranexamic 
acid as a prophylactic agent at CD does not appear to have a 
clinically significant impact on the outcomes that matter to patients 
or providers. While tranexamic acid certainly has a role in the 
treatment of PPH, its benefit as a preventive agent has yet to be  
demonstrated.
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publication. The gold standard for address-
ing a research question such as this is a ran-
domized controlled trial (RCT). The study 
reviewed here is an excellent example of a 
well-designed and executed RCT.

There may be a benefit to prophylac-
tic tranexamic acid in certain populations 
not well captured among these study par-
ticipants. The inclusion criteria were broad, 

including both prelabor and intrapartum 
CDs, making the results generalizable. How-
ever, the population studied, with a mean 
body mass index of 26 kg/m2 and age of 33, 
may not resemble some readers’ patient 
population. Prespecified subgroup analyses 
did not find a benefit to tranexamic acid in 
patients considered at high risk for PPH or in 
those undergoing intrapartum CD.  l
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