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Dear Editor,
We read with great interest the recently published ar-

ticle evaluating the prognostic value of cardiac biomarkers
in patients with acute heart failure [1]. The authors should
be congratulated for addressing an important and clinically
challenging area, namely the identification of simple, read-
ily available biomarkers that may assist clinicians in risk
stratification within a heterogeneous and complex patient
population. The focus on combining congestion-related
and fibrosis-related indices offers a valuable perspective
that extends beyond traditional hemodynamic and neuro-
hormonal parameters.

Acute heart failure continues to be associated with
substantial morbidity, frequent rehospitalizations, and high
short- and mid-term mortality, despite significant therapeu-
tic advances. Consequently, there is an ongoing need for
practical prognostic tools that are not only accurate but
also feasible for widespread clinical use. In this context,
biomarkers derived from routine laboratory parameters are
particularly attractive, as they can be easily implemented
without additional cost or infrastructure.

The current study primarily emphasizes morbidity-
related outcomes, including clinical deterioration and re-
hospitalization. These endpoints are of high clinical rele-
vance, as they directly impact patients’ quality of life and
represent a major burden on healthcare systems. By focus-
ing on these outcomes, the authors provide important data
that may support more individualized follow-up strategies
and early identification of patients at risk for recurrent de-
compensation.

We would like to respectfully contribute to this dis-
cussion by highlighting previously publishedwork that may
help further contextualize the findings of the present study
[2,3]. In our earlier investigation, published in the Jour-
nal of Geriatric Cardiology, we evaluated the prognostic
significance of the Fibrosis-5 index (FIB-5) in patients hos-
pitalized with acute decompensated heart failure [4]. In that
cohort, FIB-5 emerged as an independent predictor of short-
term mortality, even after adjustment for established clini-
cal and laboratory variables. Importantly, this association
was observed across different heart failure phenotypes, sug-

gesting that fibrosis-related indices may capture systemic
pathophysiological processes that transcend conventional
classifications based on ejection fraction. The FIB-5 in-
dex is a fibrosis-based score calculated using the follow-
ing formula: FIB-5 = [albumin (g/L)× 0.3 + platelet count
(109/L) × 0.05] – [alkaline phosphatase (U/L) × 0.014 +
AST-to-ALT ratio × 6 + 14]. In contrast to the Fibrosis-4
index (FIB-4)—which incorporates age, aspartate amino-
transferase (AST), alanine aminotransferase (ALT), and
platelet count—FIB-5 additionally includes serum albumin
and alkaline phosphatase, parameters that may better re-
flect systemic congestion, hepatic dysfunction, and inflam-
matory burden in acute heart failure. In a previously pub-
lished cohort of patients hospitalized with acute decom-
pensated heart failure, FIB-5 was independently associated
with short-term all-cause mortality and demonstrated ac-
ceptable discriminative performance (C-statistic ≈ 0.70)
[4].

While the recently published article focuses predom-
inantly on morbidity and clinical worsening rather than
mortality, these two perspectives appear to be complemen-
tary rather than overlapping. Taken together, the findings
from both studies support the concept that fibrosis-based
biomarkers may provide multidimensional prognostic in-
formation in acute heart failure, ranging from short-term
survival to subsequent clinical instability. Such a multi-
dimensional approach is particularly relevant in acute set-
tings, where clinicians must simultaneously address imme-
diate prognosis and longer-term disease trajectories.

Fibrosis-related indices such as FIB-4 and FIB-5 are
derived from routinely measured laboratory parameters,
including liver enzymes, platelet count, albumin levels,
and age. These components reflect not only hepatic in-
volvement but also systemic inflammation, congestion, and
end-organ interaction, all of which play key roles in the
pathophysiology of acute heart failure. Previous stud-
ies have demonstrated that abnormal liver function tests
and fibrosis-related markers are associated with worse out-
comes in heart failure, further supporting their biological
plausibility as prognostic indicators.

In parallel, congestion-related biomarkers such as car-
bohydrate antigen-125 (CA125) have been shown to re-
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flect serosal involvement and systemic volume overload.
Elevated CA125 levels have been consistently associated
with disease severity, congestion burden, and adverse clin-
ical outcomes in heart failure [5]. The complementary
prognostic value of fibrosis-related indices (FIB-4/FIB-
5) and CA125 may be explained by shared and interact-
ing pathophysiological mechanisms in acute heart failure.
Fibrosis-based indices reflect chronic hepatic injury result-
ing from prolonged venous congestion, reduced cardiac
output, and sustained neurohormonal activation, partic-
ularly renin–angiotensin–aldosterone system overactivity.
Progressive hepatic fibrosis may further aggravate systemic
volume overload by impairing hepatic venous drainage,
promoting sodium and water retention, and amplifying sys-
temic inflammation and endothelial dysfunction. In paral-
lel, CA125 reflects mesothelial activation and serosal in-
flammation triggered by elevated venous pressures and sys-
temic congestion. Together, these biomarkers integrate
structural organ involvement and dynamic hemodynamic
stress, providing multidimensional prognostic information
in acute heart failure.

From a practical perspective, fibrosis-related indices
and CA125 may be interpreted using a risk-gradient rather
than rigid cut-off approach. Higher FIB-4 and FIB-5
values—particularly those within the upper distribution
ranges reported in heart failure cohorts—have been as-
sociated with adverse outcomes and may identify pa-
tients at increased risk. Fibrosis-based indices, reflect-
ing more chronic organ involvement, may be most in-
formative at admission or early during hospitalization for
baseline risk stratification. In contrast, CA125, as a dy-
namic congestion marker, may be reassessed during hos-
pitalization and in the early post-discharge period to mon-
itor decongestion and residual volume overload. Impor-
tantly, serial changes—such as declining CA125 levels
with treatment—may reflect effective decongestion and
have been linked to improved clinical outcomes, whereas
persistently elevated fibrosis-related indices may indicate
ongoing systemic vulnerability. These biomarkers may
therefore support individualized monitoring strategies, al-
though prospective studies are needed to define validated
thresholds and biomarker-guided treatment algorithms. Al-
though universally validated cut-off values specific to acute
heart failure are not yet established, available evidence al-
lows a pragmatic risk-gradient interpretation. For FIB-
4, values above 3.25—traditionally associated with ad-
vanced fibrosis—have been linked to adverse outcomes in
heart failure populations, whereas values below 1.45 gen-
erally indicate lower risk. For CA125, levels exceeding
35 U/mL have consistently reflected significant congestion
and higher morbidity and mortality risk, with higher val-
ues indicating greater congestion burden [6]. In contrast,
FIB-5 currently lacks standardized thresholds; thus, higher-
risk patients are best identified by values in the upper dis-
tribution ranges or by persistently elevated levels. Impor-

tantly, these biomarkers should be interpreted in conjunc-
tion with clinical findings, and prospective studies are re-
quired to define heart failure–specific cut-off values. With
respect to timing and reassessment, fibrosis-related indices
such as FIB-4 and FIB-5 reflect more chronic organ in-
volvement and therefore may be most informative when
assessed at hospital admission or early during hospitaliza-
tion for baseline risk stratification. Routine daily reassess-
ment of these indices is unlikely to provide incremental
prognostic value. In contrast, CA125 represents a dynamic
marker of systemic congestion and may be reassessed dur-
ing hospitalization—particularly at discharge—and during
early post-discharge follow-up to evaluate the effectiveness
of decongestive therapy and detect residual or recurrent
congestion. This differential reassessment strategy aligns
with the biological behavior of these biomarkers and may
enhance their clinical interpretability.

Beyond FIB-4 and FIB-5, other fibrosis-related in-
dices and multimarker strategies have also been ex-
plored in patients with acute heart failure. In partic-
ular, liver fibrosis–based markers such as the aspartate
aminotransferase–to–platelet ratio index (APRI) have been
shown to reflect hepatic involvement secondary to chronic
congestion and reduced cardiac output, and have been asso-
ciated with adverse clinical outcomes in heart failure pop-
ulations. In parallel, several studies have evaluated multi-
marker approaches combining fibrosis-related indices with
established cardiac and congestion biomarkers, including
N-terminal pro–B-type natriuretic peptide (NT-proBNP)
and CA125, demonstrating incremental prognostic value
compared with single-biomarker assessment. These find-
ings support an emerging paradigm in which biomarkers
capturing chronic organ remodeling and fibrosis are inter-
preted alongside markers of hemodynamic stress and sys-
temic congestion. Within this broader landscape, combina-
tions such as FIB-4 + CA125 and FIB-5 should be viewed
as components of a wider multimarker strategy rather than
isolated prognostic tools, helping to contextualize their clin-
ical relevance in acute heart failure [7].

Several potential confounders should be considered
when interpreting fibrosis-related indices and CA125 in
acute heart failure. FIB-4 and FIB-5 incorporate liver
enzymes, platelet count, and albumin levels, which may
be influenced by non-cardiac conditions such as chronic
liver disease, hematologic disorders, or medication-related
thrombocytopenia. Likewise, CA125 is not cardiac-
specific andmay be elevated in malignancy, cirrhosis, or in-
flammatory conditions that can coexist in older heart failure
populations. In the original study and in prior FIB-5 anal-
yses, major clinical confounders were addressed through
multivariable adjustment, and patients with advanced liver
disease or active malignancy were excluded when appropri-
ate. Nevertheless, these biomarkers should be interpreted
within the broader clinical context, and future studies may
further refine their specificity through sensitivity analyses
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or subgroup analyses excluding patients with significant
non-cardiac sources of biomarker elevation.

From a clinical standpoint, this integrative biomarker
approach may help refine risk stratification strategies and
identify patients who could benefit from closer monitoring,
more aggressive decongestive therapy, or tailored follow-
up after discharge. Importantly, the use of inexpensive and
widely available biomarkers aligns well with the realities
of routine clinical practice, particularly in resource-limited
settings.

We believe that acknowledging earlier related stud-
ies may help readers better appreciate the evolving role of
fibrosis-based biomarkers in heart failure and foster a more
comprehensive understanding of how different biomarker
pathways can inform prognosis. Such contextualization
does not detract from the value of the current study; rather,
it strengthens the overall evidence base by situating new
findings within a broader and increasingly coherent body
of literature.

Looking ahead, prospective studies with larger co-
horts and longer follow-up durations may further clar-
ify how fibrosis-related and congestion-related biomark-
ers can be optimally combined to guide clinical decision-
making. Additionally, future research may explore whether
biomarker-guided strategies can translate into improved
outcomes through targeted therapeutic interventions or
structured post-discharge care pathways. We hope that this
perspective will be received in the constructive spirit in-
tended and will contribute positively to the ongoing scien-
tific dialogue regarding biomarker-based risk stratification
in acute heart failure.
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