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The authors have presented an overview of their new analysis and data resource to identify novel
pseudogene-gene network interactions that could lead to new hypothesis around their role in regulation
of cancer using TCGA cancer expression data and miRNA expression. The unique element of this analysis
is using a consensus sequence representing gene families and examining the local alignment of
pseudogenes against this consensus to identify new potential interactions.

The major criticism of the paper is that a thorough benchmarking evaluation of their different alignment
cutoffs has not been clearly presented, to guide the user when interpreting the network data and
deciding which pseudogene appearing in the different networks is worth looking into more depth or
reject as being a false positive result.T his probably could be done with their validated use cases
example taken for the literature such as PTEN /PTENP1 etc.

* Pg 10 highlighted 9 pseudogenes aligned to 15000 gene families and could highlight potential errors in
the annotation or if they are collagen-like pseudogenes or znf-pseudogenes with repetitive features that
align everywhere would be interesting to highlight and give a list of the genes in a table.

* Fig 3 show the different CUDAlign cutoff and overlap with pseudogene.org. However there is no
detailed explanation why there are over 3500 pseudogenes are not detected by this method of
alignment using blast or CDUAlign and is there anything specific about these pseudogenes, are they all
1:1 relationship with parent gene?

* For the use case example, | do not fully understand why the CDUAlign18 was used for PPPARIL
identification in sox15 and not detected in the CDUAlign54 or CDUAIlign135. Looking at the sox15
network using CDUAIign135 an alternative pseudogene PIN2 pseudogene can be found. Can the authors
explain why this is not also considered as potential regulator and why it does not appear in the TGCA
expression panel with the rest of the sox genes ?

* Since the usability of the web app is highlighted in the paper, | would recommend a direct link from
the Ensembl Identifiers to Ensembl rather than Genecards eg ENST00000428294 does not have a
Genecard entry but is classified as a transcribed unprocessed pseudogene by GENCODE/Ensembl.

* Also the network in the webapp would be easier to navigate if the HGNC identifier was used as default
name rather than the ENSG ID (as this should be relatively easy to code) and therefore recommend
figure 4 be redrawn as looks extremely hard to interpret.

* Fig 4 should have details of the CDU align cut off used in the legend for the network graphs similar to
fig 3

Minor issues:



* Pg12 line 12 "regulation" typo
* Pg 16 sentence should have "network" inserted before gene on line
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