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We welcome the comments of Bao et al. regarding our
recently published paper “Predictors of Recurrence and
Progression in Poorly Differentiated Cutaneous Squamous
Cell Carcinomas: Insights from a Real-Life Experience” [1].
As current guidelines acknowledge the challenge of iden-
tifying high-risk factors in cutaneous squamous cell car-
cinomas (cSCC) due to the diverse evidence deriving pri-
marily from small and heterogeneous retrospective studies,
our research aimed to contribute to reducing this knowledge
gap [2, 3]. Hence, focusing on poorly differentiated (G3)
cSCCs, we employed logistic regression models to identify
the potential predictors of skin recurrence, lymph node/
metastatic progression, and both events. Our findings
suggest that lymphovascular invasion should be regarded as
a key risk factor for recurrence/progression in this subset of
patients. In conducting this analysis, we adhered to the
statistical guidelines referenced by Bao et al., which suggest a
ratio of one covariate per ten events for logistic regression
models [4]. Specifically, we first performed univariate lo-
gistic regressions to evaluate the association between in-
dividual clinical-histological features and the outcomes of
interest. Then, we proceeded with the multivariate logistic
regressions, using the Akaike information criterion for
model selection [5]. This approach allowed us to balance
goodness of fit with model complexity, thereby mitigating
the risk of overfitting and enhancing the generalizability.
With 32 events, we adopted a conservative approach by
selecting a 3-variable model for skin recurrence/distant
progression and a 2-variable model for the occurrence of
both events. Regarding the dependent variables in the
univariate logistic regression model, we exclusively listed

those that were statistically significant (i.e., p < 0.05) in the
first step of the analysis. This approach helped us avoid
reporting up to 30 variables per outcome, which would have
resulted in a 90-line table for the univariate models alone. In
summary, our results underscore the significance of iden-
tifying lymphovascular invasion as a concerning histological
feature in G3-cSCC, in line with the guidelines set by the
National Comprehensive Cancer Network across all dif-
ferentiation grades [6]. Exploring the potential long-term
benefits of additional adjuvant therapies, such as radiation
therapy, on tumor-specific survival for these patients will
require large-scale randomized clinical trials, which, as of
now, have not been documented in the literature [7]. In the
meantime, real-world data can offer clinicians useful in-
sights into the complex interplay between clinical and
histological features in this subset of patients.
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