Response to Reviewer3’s Comments:


Dear Reviewer3,

All the authors would like to express their wholehearted appreciation for your insightful and sophisticated comments. 

We’ve done our best to address every single comment provided by you. 

Below, please find the responses and the corresponding changes in the manuscript.

Many thanks for your constructive attention,
Best wishes,
The authors.

Point 1: “the discussion is poorly written - it resembles a gene enumeration, with a basic description of their functions and possibly already described changes in gene expression levels. The mechanisms underlying the etiopathogenesis of psoriasis and the association of these genes with the disease have not been described in detail. Interactions between the proposed candidate genes have not been demonstrated and described sufficiently, nor have changes in the levels of expression of these genes been associated with the stage of the disease or therapy (although there are references to it)”
Response 1: It is fully admitted that the improper usage of the term “mechanism”, had led to a misleading indication about the main goals of the manuscript. This study doesn’t claim to analyze any time series/stage related data nor does it investigate/validate the underlying detailed mechanisms of psoriasis. Instead, it has merely focused on the differentially expressed genes analysis followed by network analysis in order to identify new important pairwise and combinatorial gene interactions. The resulting modules of our network analysis contain 17 top communicative genes, which have been experimentally proven to be important in psoriasis (that is why we have just emphasized on the fact that they are all important in psoriasis).  Accordingly, it is postulated that the other members of these modules could also be related to psoriasis and worth being experimentally investigated. Therefore, the corresponding lines have been changed/added in order to clarify the scope of this study as well as addressing the reviewer’s points. 
Changes: lines 29, 41, 80, 81-86, 

Point 2: “Discussion of the results obtained in the light of current scientific research (e.g. Coda 2012, Chen 2016, Wang 2019, Zhao 2019 ...) would increase the value of the manuscript.”
Response 2: Due to three main difference between our study data and parameters and those mentioned, the benchmark wouldn’t be possible. The mentioned hindrances are as follows: dataset (being a single dataset of paired samples from a range of moderate to severe psoriasis), preprocessing methods and corresponding cutoffs, network analysis workflow and the metrics.
Therefore, the only plausible general comparisons could the ones we’ve added to the introduction. Nonetheless, it is a very promising idea for a follow-up paper in which we could do a statistically benchmark through applying different workflows on the same dataset.


Q: “Without validation of the results, it is difficult to conclude about the potential importance of the results obtained for a better understanding of psoriasis.”
Exactly, within the scope of our study those potentially important genes are only backed up by network analysis criteria. As emphasized in discussion and conclusion, they’re just put forward for further experimental validation. More due explanations and changes are brought in the lines specified below. 
Changes: lines 293-296, 298-300, 308-314, 320-323
Q: “Please also comment on the added value compared to the source research from 8 years ago.”
To the best of our knowledge, the original source of the dataset had just conducted a differentially expressed gene(DEG) analysis. In the current study, we’ve scrutinized the data from a network perspective to find important modules containing the interactions which are not straightforwardly deciphered using DEG analysis. 

