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Dear Dr. Luo,
The authors would like to thank you for your observa-

tions. The majority of these points were observed by the 
reviewers and properly discussed in the manuscript. Despite 
we enrolled the large retrospective cohort of surgically 
treated pT3 and pT4 larynx cancer patients, the sample still 
small for any further most robust statistical analyses. Based 
on that, we decided to select only variables with P < 0.1 
at univariate analyses to be tested as possible confounders 
at multivariate analyses. The inclusion of many variables 
for multiple comparisons in a relatively small sample could 
lead to a much less accurate statistical model at the regres-
sion. If carefully observed, if the cutoff of P < 0.2, what is 
the most used in medical literature, was adopted, only one 
additional variable (smoking) should have been included 
and only for disease-free survival endpoint. Moreover, we 
did just an exploratory (subgroup) analysis with the pT4 
group, the largest amongst the enrolled patients. Because of 
that, we also decided not to perform multivariate analysis for 

these group, exactly because of the risk of even more loss 
of statistical power. As well and for the same reason, we did 
not perform any propensity score analyzes. A retrospective 
study like ours has the intrinsic limitation of information 
bias risk, especially for the time of recurrence, and also is 
suitable for more type II error. This could be an explanation 
for why the tumor volume for larynx cancer is still been 
studied as a prognostic factor in different institutions with 
different results. Probably a multicentric study or metanaly-
ses could better answer this question. Finally, we properly 
discussed that “TV can be a promising prognostic factor for 
these patients, probably in a large cohort”, demonstrating the 
authors’ commitment to the transparency of the limitations 
of our results.
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