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with right‑ventricular imaging would help clarify 
mechanisms of response, distinguishing the post‑
capillary from the combined component.

Recent evidence in HFpEF shows that 
prediabetes‑related inflammatory biomark‑
ers, particularly C–C motif chemokine ligand 5 
(CCL5), and indices of insulin resistance (esti‑
mated glucose disposal rate) are independently 
associated with diastolic dysfunction and adverse 
outcomes, reinforcing the need for a metabolic
‑inflammatory phenotyping approach in patients 
with HFpEF‑PH.2 Moreover, observations in sys‑
temic sclerosis cohorts document that vitamin D 
insufficiency is associated with higher pulmonary 
artery pressures (PAPs) and worse right‑ventricle 
pulmonary circulation coupling (tricuspid annu‑
lar plane systolic excursion / PAPs), suggesting 
that inflammatory‑metabolic and endothelial 
axes may modulate pulmonary vascular load be‑
yond congestion alone—an additional rationale 
to include biomarkers and vascular phenotyping 
in future ARNI trials in HFpEF‑PH.3

Supporting the need for a structured assess‑
ment of diastolic dysfunction, a recent study by 
Urbanowicz et al4 in patients with HFpEF and 
stable angina showed that the combination of 
septal e’ below 7 cm/s, E/e’ above 14, and tricus‑
pid regurgitation peak gradient below 31 mm Hg 
identifies the risk of coronary artery disease and 
predicts its significance, underscoring how left
‑sided filling parameters and tricuspid gradients 
can serve as accessible markers of occult ischemia 
and pulmonary pressure load.

Finally, the most recent literature highlights 
sex‑specific differences in the pathophysiology 
and clinical presentation of HFpEF, with distinct 

To the editor  We read with great interest the re‑
search letter by Niemiec et al1 on the use of sa‑
cubitril / valsartan in patients with pulmonary 
hypertension (PH) due to heart failure with pre‑
served ejection fraction (HFpEF), and we would 
like to offer several critical remarks and propos‑
als for future studies.

The authors report a 5‑case series (age range, 
74–80 y) treated for 3 months with a  sacu‑
bitril / valsartan dose of 24/26 mg twice daily 
without uptitration, describing improvement in 
the New York Heart Association class in all pa‑
tients, reductions in N‑terminal pro–B‑type na‑
triuretic peptide (NT‑proBNP) levels, and favor‑
able hemodynamic signals at right heart catheter‑
ization (RHC), including, in some cases, a marked 
fall in mean pulmonary artery pressure and pul‑
monary vascular resistance. These are prelimi‑
nary findings but they are consistent with the hy‑
pothesis that angiotensin receptor–neprilysin in‑
hibition (ARNI) in the HFpEF‑PH phenotype is 
beneficial.1

While we appreciate this contribution in 
an area of unmet needs, the descriptive nature, 
extremely small sample size, as well as absence 
of a control group and statistical inference ex‑
pose the results to regression to the mean, pla‑
cebo effects and selection bias, making it diffi‑
cult to determine the extent to which the ob‑
served changes exceeded the intrinsic variability 
of RHC. The presence of mild respiratory comor‑
bidities in some cases also suggests phenotypic 
heterogeneity. Further hemodynamic character‑
ization (eg, pulmonary diastolic pressure, vascu‑
lar compliance, or pulmonary artery wedge pres‑
sure [PAWP] waveform analysis) and integration 
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fraction based on echocardiographic parameters of diastolic dysfunction? 
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prevalence and phenotypic profiles in post‑
menopausal women. These elements strengthen 
the case for study designs that incorporate sex 
stratification and targeted assessments of ven‑
triculo-arterial interaction and diastolic reserve, 
including relationships with responses to con‑
comitant treatments, such as sodium‑glucose co‑
transporter 2 inhibitors (SGLT2is) and potential 
add‑on therapies.5

Although cotherapies are reported as stable, 
unmeasured fluctuations in adherence, sodium in‑
take, or volemia may have influenced NT‑proBNP 
and PAWP. Moreover, the prudent decision not to 
uptitrate beyond the starting dose limits the ex‑
ploration of a dose‑response relationship and tol‑
erability margins (hypotension, renal function, 
and potassium)—aspects that would merit more 
granular monitoring.

In this context, a  recent meta‑analysis of 
randomized controlled trials documented that 
the initial estimated glomerular filtration rate 
“dip” after SGLT2i initiation is generally a be‑
nign phenomenon, sometimes associated with 
better cardiovascular outcomes for mild reduc‑
tions (approximately ≤11.8%), whereas a similar 
dip in placebo-controlled  groups correlates with 
worse prognosis: evidence useful for safely in‑
terpreting SGLT2i coprescription in older adults 
with HFpEF‑PH.6

It should also be emphasized that functional 
outcomes remain underreported: the 6‑minute 
walk test was largely uninformative, and system‑
atic measurements of quality of life (eg, Kansas 
City Cardiomyopathy Questionnaire) and cardio‑
pulmonary exercise testing—elements crucial 
to translate hemodynamic signals into patient
‑perceived clinical benefits—were lacking.1
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