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Reviewer’'s comment

Author’s comment (if agreed with reviewer,
correct the manuscript and highlight that part in
the manuscript. It is mandatory that authors
should write his/her feedback here)

Compulsory REVISION comments

In this article, the authors analyzed a
partial sequence of the AR promoter
searching for polymorphisms in children
with hypospadias, and, at the same time,
quantified AR expression in prepuce tissue.
It is not clear in Picture 1 which part (or
percentage) of the promoter was analyzed,
please include the whole promoter
sequence, indicating the
transcription/translation initiation sites.
Improve the quality of the figure.

In the results refer as the AR promoter
instead of AR gene (Table 1, lines 109 and
112), this is because this analysis included
only a part of the promoter and not the
whole AR gene (the way is written is
misleading).

Since no polymorphisms were found, |
suggest analyzing the whole promoter (to
be sure that promoter polymorphisms do
not exist), and, if possible, compare the
methylation status of the AR promoter in
patients with hypospadias versus normal.
This is because differential methylation has
been reported in the AR promoter (Vottero
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et al., 2011), however these authors
reported higher methylation and lower AR
expression in patients with hypospadias,
contrary to the gene expression results
presented in this article.

e Please indicate the reference gene(s) used
for gPCR analysis, and the methods used to
calculate gene expression (standard curve,
comparative CT...). Include a figure
showing gene expression results.

e Why are Tables 3 and 4 relevant?

Minor REVISION comments

English edition is required.

Optional/General comments
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