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Reviewer’s code: 00724492

It is well written. I think it will be accepted for publication

ANSWER: Thank you.

Reviewer’s code: 02739495
SPECIFIC COMMENTS TO AUTHORS

Well designed with a fluent style.

ANSWER: Thank you.

Reviewer’s code: 03002093

The figure can be omitted. It was mentioned that 89 studies were selected, but only 78

were cited, why?

ANSWER: Thank you, we have updated the references to 86.

Reviewer’s code: 03656583

Tissue biopsies are easy to obtain from prognoste, early diagnosis maybe made by cell,

molecule and gene evidence.lt is a good paper.
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ANSWER: [Thank you for the comment

Reviewer’s code: 02608938

Bargao-Santos et al reviewed in this manuscript the development of epigenetic and
inflammatory biomarks in identification of aggressive prostate cancer and concluded that
the prevalent nature of epigenetic and inflammatory alterations may provide potential
biomarkers for PCa diagnosis, treatment decisions, evaluation of prognosis and
posttreatment surveillance. This is original review being important for the field and the
manuscript is well prepared with appropriate references. I have only two comments. First,
authors searched literature up to Dec 2018 with only 89 reports selected. Now it is already
in Nov 2019. Can authors update the search? Second, non-coding RNAs including
miRNAs are considered one of epigenetic mechanism. Authors already discussed miRNA.

Can authors also include other non-coding RNA, particularly long non-coding RNA?

ANSWER: Thank you for the comments! We included now long non-coding RNA in the

_Long non-coding RNAs are nowadays arousing great interest. They have pertinent

characteristics: they are tissue and cancer-specific, extremely abundantl>’l and detectable in urine and blood!>8591.
In the diagnosis scenario, PCA3, FR0348383 and MALAT1, may counsel avoidance of biopsies without missing
high risk tumorsle061l. In the prognosis setting, SChLAP1, PCAT-14 and PCAT-18 seem to be the most
promising. SChLAP1, detected in urine, showed significance in predicting biochemical relapse, clinical
progression and PCa specific mortalityl5862. PCAT-14 was associated with worse overall and metastasis free
survivall®3l and PCAT-18, detected in plasma, seems to be highly specific for metastatic castration resistant PCa

in comparison with localized PCal64].



