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This manuscript has incorrectly been tagged as a *Com-
mentary’. It should be tagged as a ’Letter to the Editor’ We
read with interest the study by Glund et al., which highlighted
important pharmacological aspects of idarucizumab in the
elderly and those with mild to moderate renal impairment
[1]. This is pertinent as age >75 years and the presence of
chronic kidney disease are independent risk factors for major
bleeding with dabigatran treatment [2, 3].

We are interested in the unbound plasma dabigatran
concentration and anticoagulation intensity (as measured
by clotting assays) beyond the initial 24-h period. On visual
inspection of Figs. 2-6, which illustrate the effect of
idarucizumab during the initial 24-h period, there is a trend
for the unbound dabigatran concentrations to rise in the
second half of the treatment period. Pharmacodynamically,
this is reflected by the changes in activated partial throm-
boplastin time (aPTT; Figs. 2c, 3c, 4c, 5c) and activated
clotting time (ACT; electronic supplementary Fig. 4).
Although the rise in unbound dabigatran concentrations did
not reach the threshold set by the authors for concentrations
associated with a significant anticoagulant effect (20 ng/
mL), the trajectory of the data suggest that this threshold
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could eventually be reached. It would be informative to
clarify this; we note the authors collected data up to 120 h
following idarucizumab administration.

The duration of laboratory monitoring post-administration
of reversal agents such as idarucizumab is worth further
consideration. We note that the REVERSE-AD study moni-
tored patients for 24 h [4]; however, there are clinical sce-
narios where itis crucial that anticoagulation remains reversed
beyond this time period, such as intracranial haemorrhage. Itis
therefore important to establish the duration of the anticoag-
ulation reversal achieved by idarucizumab, particularly in
patients with moderate renal impairment, where the renal
clearance of dabigatran is reduced. Recent case reports sug-
gest a rebound phenomenon, where coagulation assays ini-
tially normalised by the administration of idarucizumab
subsequently increased without readministration of dabiga-
tran [5—7]. This was associated with renal failure [5], signifi-
cantly elevated dabigatran concentrations secondary to
overdose [6], and delayed gastrointestinal absorption [7]. Do
the authors have information about whether dabigatran con-
centrations and coagulation assays should be monitored
beyond 24 h, and whether a second dose of idarucizumab
should be administered in case of recovery of dabigatran-
mediated anticoagulation?

Furthermore, we seek clarification from the authors
regarding the apparent correlation between idarucizumab
dose and fraction of idarucizumab dose excreted in the urine
between 0 and 6 h post-infusion (feg; shown in Table 2). This
is notable when comparing idarucizumab 1 and 5 g doses, but
less so between 2.5 and 5 g. The authors state that “in all
treatment groups and with all idarucizumab doses, the largest
proportion of idarucizumab excreted in urine was between 0
and 6 h post-infusion, with negligible amounts present in
subsequent collection intervals”. These observations suggest
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that renal clearance of idarucizumab makes a greater pro-
portional contribution to total clearance at higher concentra-
tions. This is consistent with previous reports suggesting that
renal catabolism of idarucizumab is saturated at higher con-
centrations, and hence a greater fraction of idarucizumab is
excreted unchanged in urine at higher doses [8, 9]; however,
the contribution of non-renal catabolism is unclear.

Finally, we note that the creatinine clearance
(mean =+ standard deviation) in the moderate renal
impairment group (defined as creatinine clearance
30-60 mL/min) is reported as 58.7 &+ 10.2 mL/min
(Table 1), which implies that there were subjects in the
moderate renal impairment group whose creatinine clear-
ance was >60 mL/min. Is this a typographic error or is
there another explanation for this inconsistency?
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