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We read with great interest the article “Survival in Patients
with Brugada Phenocopy. Case Series” by Fonseca et al.’
The authors describe a case series of patients with Brugada
Phenocopy (BrP) and report in-hospital survival. We commend
the authors for addressing an important topic related to BrP;
however, we would like to comment on methodological
considerations and propose recommendations that may
strengthen interpretation and guide future BrP reports.

BrP refers to clinical conditions that lead to Brugada-ECG
pattern (Br-ECGp) without the genetic substrate of Brugada
Syndrome (BS) and an underlying condition that justifies the
ECG change.? The term was first used to describe the Br-ECCp
caused by the propofol infusion syndrome; however, after
several corrections to the concept, drugs that do block the
sodium channels were no longer considered part of the BrP
spectrum.® BrP represents a diagnostic challenge even for
experts. The mean accuracy to identify BrP based only on the
12-lead ECGs was 43+33% among 10 international experts.*
Therefore, the clinical context is essential to differentiate BrP
from BS. Anselm et al.> presented a systematic diagnostic
criterion (Table 1) for the diagnosis of BrP Emphasis was placed
on the recognition of the underlying clinical condition and the
low pretest probability for BrP, in addition to the resolution of the
Br-ECGp immediately after resolving the underlying condition.
Based on the limited description provided by Fonseca et al.,’
we cannot exclude the possibility that some cases represented
concealed BS unmasked by hyperthermia or other triggers. This
misclassification bias could alone skew the observed mortality.

The causes of BrP are diverse, and the knowledge about
these associations is important to the correct diagnosis. The
Br-ECGp was associated with vascular diseases (occlusion
myocardial infarction (OMI),* and acute pulmonary
embolism,” hydroelectrolytic disorders (hypokalemia® and
hyperkalemia,® anatomical variations (pectus excavatum,'® and
other clinical conditions (septic shock' and acute pericarditis."

Given that BrP lacks the pathologic substrate of BS, its
mortality inherently reflects the severity of the underlying
condition. BS has a well-established evolution mechanism
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and survival rate. Patients with BS are prone to ventricular
arrhythmias, which may lead to sudden cardiac death.
Reported mortality is approximately 1.7% over a mean
follow-up period of 73.2+58.9 months."? Fonseca et al.’
report an in-hospital survival rate of 26.8%, but this figure is
heavily influenced by the predominance of severe conditions
in the cohort, such as OMI, acute pulmonary embolism, and
septic shock. Had this series included outpatients or milder
presentations, survival estimates would likely be substantially
higher, reflecting referral bias.

To more precisely assess BrP prognosis, future investigations
should consider differential diagnosis, including BrS itself,
and enroll larger, more heterogeneous cohorts and compare
outcomes in patients with identical underlying conditions
presenting with Br-ECGp versus those with typical ECG
patterns (for example, OMI with Br-ECGp versus OMI with
conventional ST-elevation).

We acknowledge that Fonseca et al." case series contributes
valuable preliminary data on BrP prognosis. Nevertheless,
a critical appraisal of potential biases—including referral,
misclassification, and confounding—is essential to delineate
the true applicability and generalizability of the findings.

Table 1 - Systematic diagnostic criteria for Brugada Phenocopy

I) ECG pattern has type 1 or type 2 Brugada morphologic
characteristics. (Mandatory).

Il) Patient has an underlying condition that is identifiable.
(Mandatory).

lIl) ECG pattern resolves after resolution of the underlying
condition. (Mandatory).

IV) There is a low clinical pretest probability of true Brugada
syndrome determined by lack of symptoms, medical
history, and family history. (Mandatory).

V) Negative results on provocative testing with sodium
channel blockers such as ajmaline, flecainide, or
procainamide.

VI) Provocative testing is not mandatory if surgical right
ventricular outflow tract manipulation has occurred
within the last 96 h.

VII) Results of genetic testing are negative
(desirable but not mandatory because the SCN5A
mutation is identified in only 20%-30% of probands
affected by true Brugada syndrome).
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Reply

Luis Mariano De la Torre Fonseca’
Hospital Comandante Manuel Fajardo,” La Habana — Cuba

We sincerely thank the authors for their interest in our
article, “Survival in Patients with Brugada Phenocopy.
Case Series,” recently published in Arquivos Brasileiros
de Cardiologia." We particularly value the methodological
and conceptual insights provided, which meaningfully
contribute to the scientific discussion surrounding Brugada
phenocopy (BrP), a clinical entity still undergoing definition
and standardization.

We fully agree that BrP presents a diagnostic challenge, even
for experienced electrophysiologists, due to its phenotypic
overlap with Brugada syndrome (BS) and the necessity of
rigorously excluding underlying conditions that may mimic the
Brugada electrocardiographic pattern (Br-ECGp). In our case
series, currently accepted diagnostic criteria were rigorously
applied, including the resolution of the Br-ECGp following
treatment of the underlying condition, as well as thorough
clinical contextualization of each case. As highlighted in your
letter, these elements are essential to differentiate BrP from BS,
since the diagnosis relies not only on ECG findings but also on
the clinical scenario and its temporal progression.

Regarding the important point raised about potential
classification bias, we would like to clarify that all cases
included in our series were reviewed and discussed by a
panel of experts in clinical cardiology and electrophysiology.
Secondary causes capable of mimicking Br-ECCGp—such as
hyperthermia, electrolyte disturbances, exposure to sodium
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channel blockers, and other well-documented triggers—
were systematically ruled out. However, we acknowledge
that pharmacological provocation testing with ajmaline or
flecainide was not performed due to the clinical instability
of the patients and the potential risk of inducing ventricular
arrhythmias or worsening hemodynamic compromise. This
limitation, which was clearly stated in our methods section,
represents an ethical and clinical dilemma often encountered
when evaluating critically ill patients.

As for the reported in-hospital survival rate (26.8%), we
agree that it reflects more the severity of the underlying
conditions (e.g., acute myocardial infarction with occlusion,
acute pulmonary embolism, septic shock) than the Br-ECGp
itself. Indeed, a cohort with greater clinical heterogeneity—
including outpatient cases or milder presentations such
as acute pericarditis or pectus excavatum—could likely
have shown higher survival estimates. We appreciate this
observation, as it underscores the relevance of referral
bias, which must be carefully considered when interpreting
results from any case series.

Lastly, we fully agree on the need for future studies
involving larger and more diverse populations, with
controlled comparisons between patients with identical
underlying conditions, with and without Br-ECGp. Only
through multicenter, prospective studies will it be possible
to determine whether the presence of the Brugada
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pattern in these contexts carries independent prognostic ~ the common goal of advancing the understanding of this
implications or simply represents an epiphenomenon. complex and challenging clinical entity.

We again thank the authors for their thoughtful
reading and critical appraisal of our work, and we share Fonseca et al
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