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Dear editor

We read with great interest the article by Hou et al' published in Nature and Science of Sleep. While we appreciate the
authors’ exploration of inflammation as a potential risk marker, we have significant concerns regarding the methodolo-
gical rigor and the interpretation of the findings, which we believe substantially limit the validity and clinical applic-
ability of the proposed model.

Omiission of Critical Confounding Variables

Our primary concern is the severe omission of key clinical confounders. The development of CIF is multifactorial, driven
by well-established risk factors such as hypertension, diabetes mellitus, dyslipidemia, atrial fibrillation, and prior
coronary artery disease.” These factors are highly prevalent in OSA populations and are themselves potent drivers of
systemic inflammation, including elevated NLR.? Furthermore, the model neglects the crucial role of body mass index
(BMI) and medication history. Obesity is a cornerstone of OSA pathophysiology and a primary driver of chronic
inflammation. The trend towards a higher BMI in the CIF group (P = 0.08) strongly warrants its inclusion as a covariate.
Its exclusion makes it impossible to discern if NLR is an accurate predictor or merely an epiphenomenon of obesity.

Unrigorous Variable Selection Process

The variable selection criteria- “P < 0.10 or clinical relevance” -are highly subjective and lack statistical rigor. This
approach risks cherry-picking variables that favor a desired outcome. A variable with a strong clinical rationale, such as
BMI (P = 0.08), was excluded, while others were included based on an arbitrary P-value threshold. A more robust
approach would be to pre-specify variables based on clinical knowledge, forcing all established risk factors into the
initial model regardless of univariate significance, and then using penalized regression techniques (eg, LASSO) for
selection to avoid overfitting, especially in a small sample with only 68 events.

Misinterpretation of Correlation as Causation
The authors’ discussion repeatedly implies a causal role for inflammation, stating that it plays a “crucial role in the
pathogenesis”." This is an overinterpretation of data from a retrospective, cross-sectional study.

In conclusion, the proposed nomogram, despite its high AUC, is built on a statistically and clinically unstable
foundation. Future studies will be prospective, adequately powered, and meticulously adjusted for the full spectrum of

clinical confounders to determine if inflammatory markers offer any incremental predictive value beyond established risk

factors.
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