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Reply to the Letter to the Editor: “Commentary
on the Prognostic Interpretation of the
Triglyceride-Glucose Index in Patients with
Hypertrophic Cardiomyopathy and Heart Failure
with Preserved Ejection Fraction”

To the Editor,

We thank the reader’ for their thoughtful commentary and for engaging with our
study? on the triglyceride-glucose (TyG) index in patients with hypertrophic car-
diomyopathy (HCM) and heart failure with preserved ejection fraction (HFpEF).
We appreciate the opportunity to address the methodological and pathophysi-
ological points raised.

The reader rightly notes that an elevated TyG index is conventionally associ-
ated with insulin resistance and adverse outcomes in the general population.
However, we propose that the observed protective association in HCM-HFpEF
may reflect a context-dependent metabolic phenotype unique to this popula-
tion. In HCM, chronic pressure overload induces a shiftin myocardial substrate uti-
lization from fatty acid oxidation toward glucose oxidation, a well-documented
adaptive response to maintain energetic efficiency.®* This metabolic remodeling
is supported by positron emission tomography studies showing increased glucose
uptake in hypertrophied myocardium.* Thus, a higher TyG index in this specific
setting may not solely reflect systemic insulin resistance but could also indicate
enhanced myocardial glucose availability. While we acknowledge the observed
protective effect requires further mechanistic validation, it is consistent with
prior evidence in HCM populations.®

We agree that the unequal distribution of diabetes and related treatments across
TyG quartiles is an important consideration. However, our multivariable models
are adjusted for diabetes status and key comorbidities.? Furthermore, during the
study period, the use of sodium-glucose cotransporter 2 inhibitors in this multi-
center Chinese HCM-HFpEF cohort was not widespread, minimizing their poten-
tial confounding effect. Nevertheless, we recognize that unmeasured or residual
confounding, including detailed antidiabetic therapy, cannot be entirely excluded
in aretrospective design.

Regarding phenotypic heterogeneity, our cohort indeed included varied HCM
subtypes. However, this reflects real-world clinical diversity, and our models
adjusted for relevant echocardiographic parameters, including left ventricular
diameter, left atrial diameter, right atrial diameter, maximum wall thickness, and
left ventricular outflow tract gradient to mitigate confounding.? We agree that
future studies with deeper phenotyping are needed to explore subtype-specific
associations.

We also acknowledge the limitation regarding sudden cardiac death. With only
56 events, the analysis was underpowered to detect modest associations, a
point explicitly stated in the Study Limitations part of our study.? This does not
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negate the robust associations observed for all-cause and
cardiovascular mortality in a large, well-characterized
cohort.

In conclusion, while the paradoxical association challenges
conventional interpretations, it underscores the importance
of contextualizing biomarkers within specific disease patho-
physiology. We agree that prospective studies with detailed
metabolic profiling, standardized therapies, and external
validation are essential. Our findings highlight a potentially
unique role of TyG in HCM-HFpEF that warrants further
investigation.
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