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LETTER TO THE EDITOR

Conflicting evidence and methodologic concerns in recent meta-
analyses of tranexamic acid in radical cystectomy
Re: The efficacy and safety of tranexamic acid use during radical cystectomy 

We read with interest the recent 
systematic review and meta-analysis 
evaluating tranexamic acid (TXA) in 

radical cystectomy.1 While this study contributes 
to a limited evidence base, several methodologic 
aspects warrant clarification, given the small number 
of included studies and the influence of individual 
datasets on pooled estimates.

First, there appears to be inconsistency in outcome 
definitions and followup windows across included 
studies. Thromboembolic outcomes were pooled 
despite differing followup durations, including up to 90 
days in some studies. As thromboembolic risk accu-
mulates over time, combining outcomes measured 
at different time points may introduce bias and limit 
interpretability in such a small dataset.

Second, we identified a discrepancy in the extrac-
tion of perioperative blood transfusion data from 
Ahmed et al. The original study reports 235 events 
among 468 patients in the control arm: however, the 
meta-analysis reports this as 235/438. This discrepancy 
inflates the control event rate and may bias the effect 
estimate in favour of TXA. Given that this study con-
tributes substantial weight to pooled analyses, such 
inaccuracies may meaningfully influence results.2

More broadly, recent meta-analyses addressing 
TXA use in radical cystectomy have reported differing 
conclusions despite largely overlapping datasets. This 
likely reflects the fragility of the current evidence base, 
where analytical choices — including outcome defini-
tions and data handling — can materially alter findings.

Notably, even with incorporation of additional 
unpublished randomized data obtained through direct 
correspondence with study investigators (Shakeri et 
al), effect estimates remain imprecise and compat-
ible with both benefit and no effect.3 Emerging ran-
domized evidence from the POISE-3 trial similarly 
demonstrates no statistically significant reduction in 
composite bleeding outcomes in urologic surgery.4

Taken together, the available evidence remains lim-
ited and unstable and is best interpreted as hypothe-
sis-generating rather than definitive.
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