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D ear editor:
We read with interest the article written by García-

Cervera et al. with the analysis of the SEMI-COVID-19 reg-
istry with the finding of an admission D-dimer > 3.0 μg/mL as
a strong predictor for venous thromboembolism (VTE) in
patients hospitalized with COVID-19.1 The authors conclude
and recommend that this cut-off value ought to prompt the
consideration to screen for VTE and initiate full-dose
anticoagulation.
We would like to share some thoughts on this matter. In our

institution, an observational study was conducted of 3678
patients admitted with COVID-19 in Ohio and Florida be-
tween March 13, 2020, and May 13, 2020; 892 (24.3%) were
hospitalized and 296 (8.0%) required admission to the inten-
sive care unit (ICU). Acute thrombotic events occurred in 46
(5.2%) of the hospitalized patients and 26 (8.8%) of the ICU
patients. The blood D-dimer concentration was elevated in
almost all patients admitted with COVID-19, without a dis-
tinction between the patients who developed acute thrombosis
and those who did not.2 Furthermore, the RIETE registry has
determined a cut-off value of D-dimer elevation > 20-fold of
normal values to represent an inflection point in patients with
COVID-19 to escalate anticoagulation above a thrombopro-
phylaxis dose.3

Based on the above, our concern is using D-dimer alone as a
decision tool is not sufficient to consider full-dose anticoagu-
lation in the absence of objective documentation of an acute
thrombotic event, especially since this practice exposes pa-
tients to additional dangers including bleeding. In an observa-
tional study from Northwestern University of 1716 adult pa-
tients with acute COVID-19 admitted to the hospital, the
initiation of therapeutic anticoagulation was associated with
an increased risk of adverse outcomes: death (OR 5.93; 95%
CI 3.71–9.47), critical illness (OR 14.51; 95%CI 7.43–28.31),
mechanical ventilation (OR 11.22; 95% CI 6.67–18.86), and
death after first having critical illness (OR 5.51; 95% CI 2.80–

10.87). Among patients who continued pre-existent anticoag-
ulation, there were no increased adverse outcomes.4

Recent analysis of the randomized trials REMAP-CAP,
ATTACC, and ACTIV-4a evaluated the clinical outcomes
with different strategies of anticoagulation using heparinoids
in critically ill patients (545 patients with prophylactic dosage
vs. 529 patients with therapeutic dose); there was neither a
meaningful difference in overall organ support nor hospital
survival; however, there was a 22.5% greater risk of bleeding
among patients receiving therapeutic anticoagulation (3.1%
vs. 2.4%).5, 6

Analyzing patient outcomes with moderate COVID-19
(non-critically ill), it was determined that a marginal benefit
of anticoagulation with heparin exists toward increased organ
support–free days as well as survival when compared to
thromboprophylaxis; however, among the patients receiving
therapeutic anticoagulation, there was an increase of 52.6% of
major bleeding risk (1.9% vs. 0.9%).7

A recent preprint of the RAPID trial compared therapeutic
anticoagulation (N = 228) vs. prophylactic doses (N = 237) in
moderately ill patients with COVID-19. Mortality occurred in
4 (1.8%) patients assigned to therapeutic heparin vs. 18 (7.6%)
assigned to prophylactic heparin (OR 0.22; 95% CI, 0.07 to
0.65). The risk of bleeding was not significant.8

Caution is advised against therapeutic anticoagulation in
critically ill patients with COVID-19 who have no evidence
of VTE given their significant predisposition to suffer major
bleeding. The COVID-19 pandemic has created a concerning
pattern where evidence-based medicine and established guide-
lines are sometimes neglected in favor of imaging protocols
and therapeutic decisions contrary to a reasonable standard of
care. We recommend a personalized approach in the decision
to use anticoagulation in such cases, being mindful of some-
times marginal benefits weighed against the documented risks
as noted.
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