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Oral anticoagulant (OAC) use is the standard of care for stroke pre-
vention in atrial fibrillation (AF). This is based on several randomized
and observational studies demonstrating a reduction in stroke/sys-
temic embolism risk and a reduction in mortality. These benefits are
considered to outweigh the known potential risk of increased
bleeding, as supported by several patient-centered studies examining
how patients weigh benefits vs risks of OACs.

Yet, patients with AF and comorbid severe chronic kidney disease
(CKD), especially those who require dialysis, are a unique subgroup for
whom the typical risk-benefit balance may not favor the use of OAC
for stroke prevention [1-3]. This is particularly important because
patients with severe CKD are at increased risk of bleeding already due
to underlying platelet dysfunction. Increased bleeding is even more
problematic for patients with end-stage kidney disease (ESKD) who
receive chronic hemodialysis because of the need for intravascular
access via 2 large gauge needles thrice weekly, situationally a setup
for bleeding to occur [4]. There also remains some question as to the
overall efficacy of OAC therapy in general for patients with
AF and ESKD. So, the benefits are less clear compared with the
bleeding risks.

For all these reasons, managing AF in patients with advanced
stages of CKD or ESKD is one of the most challenging clinical sce-
narios. Deciding if anticoagulation is necessary and beneficial is
complicated by limited clinical data. If a decision is made to initiate
OAC therapy, selecting the most appropriate agent and dosing adds
further complexity [5].

To provide insight into the safety and efficacy of OAC use among
patients with AF and advanced CKD, Ballegaard et al. [6] conducted a
Danish national cohort study. They identified all patients with incident
AF between January 2010 and June 2022 and then estimated the
glomerular filtration rate using the 2009 CKD-EPI equation from
laboratory data just prior to study inclusion. Patients were determined
to have advanced CKD if the estimated glomerular filtration rate was
<30 mL/min/1.73 m®. Among the population, 21% were receiving
chronic dialysis.

The study had several key findings. First, only 40% of patients
with AF and severe CKD were prescribed OAC therapy for
stroke prevention. Among those using a vitamin K antagonist (VKA,;
39% of all OAC users), the time in the therapeutic range was low at
50%. Despite the overall poor quality of anticoagulation therapy,
use of OAC was still associated with a 25% reduction in the risk of
stroke (hazard ratio [HR], 0.75; 95% Cl, 0.58-0.97) and a 23%
reduction in the risk of death (HR, 0.77; 95% ClI, 0.71-0.84). This
suggests that OAC therapy is efficacious, even in patients at severe
stages of CKD or those who have ESKD. On the other hand, as
expected, OAC use was also associated with a 40% increase in the
risk of major bleeding (HR, 1.41; 95% Cl, 1.18-1.68), and the nu-
merical percent of patients experiencing 1-year major bleeding
events was approximately twice those of stroke or systemic em-
bolism (7.6%-10.9% vs 3.6%-4.8%, respectively). When comparing
use of direct OACs (DOACs) with VKA therapy, there was no dif-

ference in the risk of thromboembolic or bleeding outcomes, but
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the risk of death was statistically lower with DOAC therapy (—5.5%;
95% Cl, —2.0% to —9.2%).

The study had several important strengths that are worth high-
lighting. First, many studies of patients with AF and/or those with
patients treated with OAC systematically exclude patients with severe
CKD—but this study instead focused on this vulnerable population. A
second strength is that the study cohort included an older population
of patients who are also not typically well-represented in clinical trials.
Lastly, the numerous subgroup and sensitivity analyses provided
valuable insights into key subgroups, including comparisons of
different OAC medications, levels of OAC control, concomitant anti-
platelet therapy, and assessing for issues of misclassification.

There are important limitations to consider as well. These include
the nature of the study design (retrospective and nonrandomized) and
relative lack of diversity in a northern European population. Also,
there are potential concerns about unmeasured confounding, partic-
ularly where they showed a decreased risk of death but not throm-
boembolism when comparing use of DOACs with VKA therapy.

Despite these limitations, the results from this nationwide cohort
study seem to align with findings in other studies examining patients
with AF and ESKD receiving dialysis. Notably, the RENAL-AF [7],
AXADIA-AFNET8 [8], and Valkyrie [9] trials each attempted to
randomize patients with AF and ESKD to DOAC vs VKA therapy.
However, these were limited in scope (97-154 patients per trial) and
remain highly underpowered to detect important clinical differences
pointing toward difficulty in recruiting patients for such a study.
Furthermore, they only compared 2 different OAC regimens and did
not assess the important question of if OAC therapy should be offered
in the first place.

Antithrombotic stewardship activities aim to ensure that all
patients receive the safest and most efficacious therapy to prevent
or treat thrombotic conditions [10]. This is of particular importance
for patients with AF and advanced CKD. In the absence of high-
quality, randomized trial data in this high-risk population, clinicians
are left to apply the best available evidence to make clinical de-
cisions for their patients. That now includes this large observational
cohort by Ballegaard et al. [6]. Key stewardship activities that are of
particular relevance for this population include (1) ensuring high-
quality VKA management when that agent is selected, (2) selecting
the appropriate DOAC dose adjusting for renal function and avoid-
ing relevant drug-drug interactions, and (3) reassessing other
bleeding risk factors that may alter the risk-benefit balance of
anticoagulant therapy.

The promise of anticoagulant therapy that is not renally depen-
dent is on the horizon. Several factor XI and Xla inhibitors are
currently being tested in patients with AF, venous thromboembolism,
and other thrombotic conditions [11]. Most of these agents, both oral
and parenteral, have little-to-no renal clearance. As such, they may be
ideal for the population of our patients with CKD or ESKD if they are
shown to have efficacy in reducing thrombotic risk. Even so, it will be
imperative that antithrombotic stewardship efforts are designed to

support patients and clinicians who will face increasing choice and

complexity when selecting the best strategy to prevent stroke asso-
ciated with AF.
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