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Insights into atrial fibrillation newly diagnosed
after stroke
Can the brain rule the heart?
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We know that cardiac disease can directly influence the brain: the burden of atrial fi-
brillation (AF), one of the most important risk factors for ischemic stroke, continues to
grow with the increase in the age of the population and the frequency of mechanical
triggers.1 Patients with AF and other risk factors, in particular ischemic stroke (measured
using the CHA2DS2 VASc score), should receive oral anticoagulation to prevent further
ischemic strokes or systemic embolism. A recent US study2 showed a high prevalence of
inadequate use or underuse of therapeutic anticoagulation in patients with AF prior to
their stroke. Determining stroke etiology is crucial for informing patients, their caregivers,
and families about recurrence risk and the best choices for adequate secondary prevention.
With rigorous workup, up to a quarter of patients with ischemic stroke have AF newly
detected.3

But what influence does brain disease—and in this case ischemic stroke—have on the heart?
Interestingly, those with insular cortex damage have higher likelihood of a new diagnosis of AF
after ischemic stroke.4 Recent research suggests a prominent role of the dorsal anterior insular
cortex in the parasympathetic control of cardiac and autonomic function; vascular damage
might lead to an autonomic imbalance, with upregulated sympathetic activity resulting in
subsequent myocardial injury.5 Therefore, the question arises: do patients with AF prior to their
stroke (KAF) differ from those in whom AF is diagnosed after their stroke (AFDAS), in terms
of etiology and the subsequent risk of recurrent stroke?

In this issue of Neurology®, Sposato et al.6 aimed to further characterize the phenotype of
AFDAS in comparison to KAF. They used a large observational dataset from the Ontario
stroke registry, covering a period of nearly 10 years and including over 23,000 patients.
They compared the risk of recurrent stroke and prevalence of heart disease in 3 different
groups of acute ischemic stroke patients, namely those in sinus rhythm, those with AFDAS
(restricted to newly diagnosed AF during the hospital stay for the index ischemic stroke),
and those with KAF. Among their cohort of 23,376 patients, 587 had AFDAS and 6,904 had
KAF. The rates of ischemic stroke at 1 year were similar in patients in sinus rhythm (8.0%)
and with AFDAS (7.0%) but higher in patients with KAF (9.6%, p < 0.001). Patients with
AFDAS and those in sinus rhythm had no difference in adjusted risk of recurrent stroke
(hazard ratio 0.90, 95% confidence interval 0.63–1.30, p = 0.57). Patients with KAF had
higher prevalence of heart disease compared with those with AFDAS (coronary artery
disease 18.2 vs 34.7%, p < 0.001, myocardial infarction 11.6% vs 20.5%, p < 0.001, heart
failure 5.5% vs 16.8%, p < 0.001).

These results shed a new and surprising light on the relationship between AF and ischemic
stroke. The differences found by Sposato et al. are in contrast to previous research that did not
find any difference in the prevalence of heart disease in patients with AFDAS or KAF,7 though
this may be due to the much smaller sample size. This leads to the question of whether AF that
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is newly diagnosed after stroke is—at least in some
patients—neurogenic and thus maybe unrelated to un-
derlying heart disease. The data presented by Sposato et al.
make an important contribution in further clarifying this.

Several limitations need to be considered. Given the registry-
based, observational design, Sposato et al. could not provide
information on the location of the ischemic lesions and the
potential role of insular cortex damage in the development of
AFDAS. The lack of standardized use of cardiac monitoring
and AF detection workup also warrants consideration, espe-
cially given the low rate of AFDAS (only 2.5% of patients).
This low rate of detection might reflect the restricted defini-
tion of AFDAS, including only AF diagnosed during the
hospital stay for the index ischemic stroke. Moreover, the
study lacked information on the subtype of AF in both groups.
Whether paroxysmal AF characterizes neurogenic AFDAS as
suggested by other recent studies requires further
investigation.8,9

Despite these points, these data inspire a number of new
questions. Why do AFDAS patients have lower rates of re-
current stroke? Do they adhere better to anticoagulation
therapy or do AFDAS patients have an intrinsically lower
recurrence risk? Is their AFmore likely transient? If so, is long-
term anticoagulation still indicated in these patients? Future
studies will need to focus on these questions and on further
characterizing the clinical and prognostic features of AFDAS.
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