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Reply to the commentary on “Impact of time-to-surgery on survival and quality of life in linipaies

oral cancer”

Dear Editor,

We would like to thank Zhu et al. [1] for their interest in our study
entitled “Impact of time-to-surgery on survival and quality of life in oral
cancer” [2] and for their thoughtful comments.

First, we would like to clarify the statistical issue raised by the au-
thors. In our study, the analysis reported in Table 3 was explicitly
designed as a univariate analysis aimed at exploring the association
between each single prognostic factor and survival outcomes (overall
survial and disease-free survival). Therefore, the commonly cited “rule
of 10 events per variable” does not apply in this context, as it is primarily
relevant for multivariable regression models, where overfitting and
model instability may occur due to an excessive number of covariates
relative to the number of events.

In univariate Cox regression, each model includes only one predictor
at a time, and thus the number of covariates is not cumulative. Conse-
quently, the concern regarding the need for approximately 280 events to
support our analyses is methodologically inappropriate. Our approach is
consistent with standard practice in exploratory survival analyses and is
commonly adopted in clinical retrospective studies with limited sample
sizes.

Moreover, we clearly acknowledged in the Discussion section the
limited number of events and explicitly stated that a multivariate
analysis was not performed due to the low number of disease-free sur-
vival events, precisely to avoid inappropriate model overfitting.

Regarding the potential impact of COVID-19, we would like to
emphasize that all patients included in our cohort were treated between
2008 and 2015, as clearly reported in the Methods section. Therefore,
the COVID-19 pandemic could not have influenced either time-to-
surgery, survival outcomes, or quality of life in our study population.

Finally, we appreciate the authors' interest in our work and their
recognition of its clinical relevance. We agree that larger prospective
studies are needed to further clarify the complex relationship between
treatment delay, survival, and quality of life in patients with oral
squamous cell carcinoma.
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