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Hypertension is the most important risk factor 
for both ischaemic and hemorrhagic stroke [1]. Sim-
ilarly, patients with atrial fibrillation (AF) also have 
a major risk of ischaemic thromboembolic stroke 
and hemorrhagic stroke [1, 2]. The risk for the lat-
ter is anticipated to be particularly high in patients 
taking oral anticoagulation, which is considered as 
the fundamental treatment for stroke prevention in 
AF patients at increased risk of stroke [2]. Since the 
development of direct oral anticoagulants (DOACs) 
and their introduction into clinical practice during 
the last decade, the implementation of anticoagula-
tion has drawn much attention in the care of AF [3, 
4]. However, it should not be dismissed that AF and 
hypertension often coexist, especially in the elder-
ly population. Hence, in the four pivotal outcome 
trials with DOACs, the mean age of patients was 
71.5 years, and the hypertension prevalence 88% 
[5]. Consequently, treatment of hypertension and 
blood pressure (BP) control should not be dismissed 
in patients with AF and hypertension. A recent post-
hoc analysis of the Hypertension in the Very Elder-
ly Trial (HYVET) highlighted the increased risk in 
older hypertensive patients with AF as their risk of 
mortality, cardiovascular events, all stroke, and all-
heart failure was significantly increased (with hazard 

ratios [HR] of 2.49, 2.47, 2.47, and 2.33, respective-
ly) compared to hypertensive patients without AF 
[6]. However, the optimal BP in patients with AF 
and hypertension is not known due to the lack of 
data from dedicated randomized controlled trials 
(RCTs) in this setting. Moreover, many clinical trials 
in hypertension have excluded AF patients because 
of uncertainty in measuring BP because of inherent-
ly increased beat-to-beat BP variability in these pa-
tients [7]. Observational data from a large national 
cohort of 298,374 patients in Korea indicated that 
in oral anticoagulant-naïve AF patients undergoing 
hypertension treatment, a systolic BP of 120 to 129 
mmHg and diastolic BP <80 mmHg was the optimal 
BP treatment target [8]. Thus, the data confirmed 
the potential relevance of a J-shaped curve by show-
ing that AF patients with BP values below 120/80 
mmHg or ≥130/80 mmHg were at significantly 
higher risk of major cardiovascular events [8]. How-
ever, this study could not provide further informa-
tion on the role of BP control in AF patients during 
anticoagulation since these patients were not includ-
ed. In this regard, a recent meta-analysis by Kollias 
et al. is interesting because the authors conducted 
a systematic review and meta-analysis of studies ad-
dressing the prognostic value of office BP measure-
ment in patients with AF on anticoagulation [9]. 
In six studies that included 61,055 patients, they 
found that elevated office BP or diagnosis of hyper-
tension vs. normotension associated with increased 
risks of stroke and/or systemic embolism (HR 1.29; 
95% confidence intervals [CI] 1.12 to 1.47). Their 
meta-analysis of three studies that included 29,233 
patients showed that elevated follow-up office BP 
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predicts a higher stroke/systemic embolism risk (HR 
1.79, 95% CI 1.38 to 2.32). In contrast, office BP 
and hypertension diagnosis did not significantly pre-
dict major bleeding events (HR 1.10; 95% CI 0.97 to 
1.25) or all-cause mortality (HR 0.96; 95% CI 0.89, 
1.05) [9]. The lack of association between BP and hy-
pertension with bleeding risk appears of interest and 
contrasts with the inclusion of hypertension – as de-
fined by a systolic BP >160 mmHg – as an important 
modifiable risk factor predicting bleeding risk in the 
HAS-BLED score [10]. Nevertheless, the authors 
did not specifically consider the risk of intracerebral 
hemorrhage and/or hemorrhagic stroke, for which 
a high systolic BP value is considered a major risk 
factor. Thus, in one of the pivotal DOAC studies in-
cluded in the meta-analysis, the risk of hemorrhagic 
stroke was significantly increased (HR 1.85; 95% CI 
1.26 to 2.72) in patients with uncontrolled BP dur-
ing follow-up [11]. This is in agreement with more 
previous data from an RCT showing a substantial 
increase in both ischaemic and hemorrhagic stroke 
risk at systolic BP values above 140 mmHg in AF 
patients taking warfarin [12].

Taken together, despite the limitations of the 
available studies, the reported data support the 
current recommendation of the European Hyper-
tension Guidelines to aim for a target systolic BP 
of at least <140 mmHg and to consider lowering 
to <130 mmHg [1]. Oral anticoagulants should be 
used with caution in patients with marked BP ele-
vation (systolic BP ≥180 mmHg and/or diastolic BP 
≥100 mmHg). Finally, apart from one exception, all 
first-line BP-lowering drugs can be used in patients 
undergoing anticoagulation, including DOACs, 
without a significant risk for clinically relevant drug 
interactions. The exception applies to non-dihydro-
pyridine calcium channel blockers (e.g., verapamil 
and diltiazem) because they are moderate inhibi-
tors of the cytochrome P-450 isoenzyme 3A4 and 
P-glycoprotein and may thereby increase the plasma 
concentrations of all DOACs and thus the bleeding 
risk when concomitantly used with DOACs [2, 13].

Finally, dedicated RCTs in hypertensive patients 
with AF are needed to define the target BP better and 
secure the most favorable risk/benefit ratio of oral 
anticoagulation therapy in AF patients. Until such 
data become available, the use of standard BP meas-
urement methods and targets as recommended in the 
current guidelines appear appropriate in the manage-
ment of patients with hypertension and AF [1].
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