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Management of heart failure with reduced ejection fraction (HFrEF) has evolved into the par-
adigm of quadruple combination therapy.1) Accordingly, the introduction of a sophisticated 
combination of multiple drug classes has contributed to improved outcomes.2) However, as 
the number of available medications has increased substantially, it is now unclear what criteria 
should be used to titrate guideline-directed medical therapy (GDMT). In particular, the effect 
of the blood pressure (BP) lowering properties of heart failure (HF) medications remains un-
certain; should this effect be regarded as detrimental unless evidence of hypoperfusion exists? 
Obviously, previous studies consistently reported an association between low BP and a poor 
prognosis, highlighting the negative implications.3,4) In contrast, the recent STRONG-HF ran-
domized trial reported a significant reduction in adverse HF events with intensified up-titra-
tion of medical therapy if patients had a systolic BP of 95 mmHg or higher.5)

Hypotension is not uncommon during the implementation of GDMT, posing a challenging prob-
lem in clinical practice. However, there is a significant lack of evidence available to clinicians 
to guide the balance between efficacy and the safety threshold during optimal GDMT titration. 
Most of the large-scale randomized trials excluded patients with low BP.2) In this issue of the 
International Journal of Heart Failure, Ha et al.6) retrospectively analyzed 93 patients with HFrEF who 
performed ambulatory blood pressure monitoring (ABPM) to investigate the clinical implica-
tions of ambulatory central and brachial BP compared to office BP. Although both ambulatory 
central and brachial BP measurements did not demonstrate an improved prognostication ability 
compared to office BP measurements, patients who achieved left ventricular reverse remodeling 
(LVRR) exhibited a higher BP, in line with previous findings.3,4) Besides, the results of the current 
study suggest that patients exhibiting low systolic BP of 100–109 mmHg on ambulatory systolic 
brachial BP have a significantly reduced chance of LVRR compared to those with 120–129 mmHg, 
which was not found for the office BP measurements. While the current study did not show the 
overall efficacy of ABPM usage, these findings derived from a limited number of patients suggest 
a potential need for further research on the utility of ABPM for HF patients because there is con-
siderable ambiguity about appropriate BP levels or defining tolerability during GDMT titration. 
Another implication of this study is that ABPM results may reveal a high-risk subset of HFrEF 
patients who may benefit from close monitoring, following the patient frequently and optimiz-
ing the HF therapy earlier. Accordingly, the current study’s results raise questions about whether 
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intensified monitoring and therapy based on ABPM results could 
lead to improved outcomes.

There are several issues that require interpreting this study’s re-
sults with caution. First, the results do not suggest that HF man-
agement targeting a lower BP level is associated with a poor prog-
nosis. The nature of its retrospective design limits drawing any 
conclusion about this issue. Moreover, patients exhibiting low BP 
may be representative of a frail subset with a greater comorbidity 
burden and a more advanced stage of HF.7) Although the results 
of the STRONG-HF trial suggested an acceptable level of systolic 
BP (≥95 mmHg), this is one of the various clinical criteria, and it 
does not provide definitive evidence of an adequate BP level for 
HF. Second, ABPM measurements of HF patients can provide 
an opportunity to find masked cases of hypertension (reported 
incidence of up to 6% among patients with HFrEF), which can 
be a reason for up-titrating GDMT.8) Lastly, further research on 
the utility of ABPM for HF with left ventricular ejection fraction 
(LVEF) over 40%, which was not covered in the current study, is 
worth anticipating, as sacubitril/valsartan and sodium–glucose 
cotransporter 2 inhibitors that have BP-lowering potential have 
evidence for benefit in HF and LVEF over 40%.9)
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