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Letter to the Editors-in-Chief 

Fondaparinux and bleeding risk in COVID-19: unsolved question 

To the Editor, 

We read with great interest the letter by Prandoni et al. [1]about the 
hazard of fondaparinuxin noncritically ill patients with COVID-19. The 
authors showed a statistically significant increase of overall bleedings 
among patients on fondaparinux 2.5 mg daily compared to those on 
enoxaparin 40 mg daily. Moreover, they underlined the lack of real- 
world data about the use of fondaparinux for the thromboprophylaxis 
in COVID-19 patients, despite, according to current guidelines [2,3], it 
has the same clinical indication of enoxaparin for venous thromboem
bolism (VTE) prevention. 

In a recentretrospective observational study [4] including 100 hos
pitalized COVID-19 patients, we did not find any statistically significant 
difference in bleeding events between patients on fondaparinux 2.5 mg 
daily compared to those enoxaparin 40 or 60 mg daily, despite the 
similar laboratory and clinical characteristics between the two groups. 

The contrasting results about the prevalence of bleedings 

eventsbetween our studies might be driven bythecohort’snumerosity, 
the heterogeneity and not randomized dosage of anticoagulants, the 
differentlaboratory and clinical characteristics of the two study pop
ulations, which might justify the remarkably higher overall bleedings 
among COVID-19 patients treated with fondaparinux in the Prandoni’s 
study cohort. 

To clarify thereasons of differentbleeding hazardof fondaparinux 
among the two studies, the clinical and laboratory characteristics of 
Prandoni’sstudy population should be reported. We performed a pool- 
analysis of the two studies (Fig. 1) showingno significant difference in 
the bleeding risk ratio between patients on fondaparinux vs enoxaparin 
(RR 3.33, 95% CI 0.71–15.52; P = 0.276). 

Solving the question about the bleeding risk of fondaparinux among 
COVID-19 patients is of pivotal importance, since no differences in the 
incidence of VTE events compared to enoxaparin has been shown and 
COVID-19 is considered acondition “per se”related at increased risk to 
both hemorrhagic and thrombotic events [5]. 

Fig. 1. Forest plot of overall bleedings risk ratio between fondaparinux and enoxaparin. 
Test for overall effect: Z-score: 1.53; P = 0.125 
Test for heterogeneity: chi-squared: 1.19; P = 0.276; I2: 15.8%. 
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Moreover, since both studies included only non-critical COVID-19 
patients, an extension of these clinical observationsshould be performed 
among those hospitalized in the intensive care unit (ICU), who usually 
show higher incidence of thrombotic complications [6]. 
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