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Dear Editor and Colleagues,

We wish to thank you for the opportunity to discuss the deli-
cate/thorny topic of selection bias in the observational study. 
We agree that the retrospective design has an intrinsic disad-
vantage to often compare groups with a different background 
that might jeopardize the statistical results and thus leading 
to data misinterpretation. We appreciated your considera-
tion and the reviewers’ insightful comments concerning our 
manuscript. We have considered the observations carefully 
and here is our reply.

We know that the propensity score matching (PSM), 
mimicking randomized controlled trials, may reduce selec-
tion bias, so treatment groups can be balanced on baseline 
covariates.

However, to simulate a randomized trial was not suitable 
to accomplish the aim of the study. In fact, we focused on 
two different surgical approaches that have different indica-
tions as described in materials and methods section:

“The choice of treatment was based on the National 
Comprehensive Cancer Network (NCCN) guidelines 
[1]. An en-bloc resection (EBR), in which the primary 
tumor and cervical nodes are resected in continuity, 
was indicated in the case of direct extension of the pri-
mary tumor into the neck, mylohyoid muscle invasion 
or when a segmental mandibulectomy was required. In 

other cases, a discontinuous resection (DR) was pre-
ferred, in which tumor resection and neck dissection 
are performed at the same time using a transoral access 
and a cervical access, respectively.”

In our cohort, the advanced T stages classified following 
the eighth edition were treated with an EBR significantly 
more often than the early stages. This result could support 
the idea that more aggressive/advanced tumors require more 
aggressive surgery to achieve radicality, in contrast to EBR 
with T–N tract removal despite the tumor stage.

This discussion aimed to highlight that the randomization 
might not reproduce the real decision process because the 
treatment choice in these conditions cannot be randomized.

Moreover, the aim of the study was the evaluation of 
Kaplan–Meier estimates of survival functions.

In a nonrandomized clinical trial or an observational 
study, the samples in different groups may be biased due to 
some confounding variables. Other adjustments of survival 
estimation based on matching or stratification have been 
considered, which stratify observations according to the 
values of some confounding variables and then combine the 
survival estimates in each stratum. These estimators require 
observations available at time t in all the strata. When some 
strata have small numbers of individuals, the survival func-
tion can only be estimated for a small part of the observation 
time. However, stratification and matching approaches may 
have difficulties to get well-matched data when a confound-
ing variable is continuous or many confounding variables 
have to be considered.

The PSM creates two subpopulations excluding most the 
cohort with a consequent small number at risk set, which 
would not allow a reliable estimate of the Kaplan–Meyer 
curves.
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