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H. Robert Frost

We appreciate the helpful feedback from reviewers on our revised manuscript. Responses to each of
the reviewer’s comments are outlined in the sections below (comments are in bold and our response
follows in normal font). In addition to the revised manuscript, the resubmission includes files
showing the differences between these revised versions and the original versions, as computed via
latexdiff.

1 Editor Comments

The revision is largely satisfactory. One reviewer still has some very minor lingering
concerns – please address them properly. Otherwise, congratulations on a job nicely
done.

2 Reviewer 1 Comments

The paper is substantially improved compared to the first submission. The previous
concerns about justifying number of principal components used have been sufficiently
addressed, and the inclusion of a limitations section and guidance to researchers on
how to perform similar analyses are beneficial.

2.1 Reviewer 1 Minor Comments

1. There is still a paucity of citations in the paper. Several statements in the paper
ought to be combined with a source, for instance:

We thank the reviewer for raising this issue and have added additional citations to the areas
noted (see below).

(a) Introduction lines 45-48, ”While many researchers have investigated the asso-
ciation between normal tissue biology and cancer development in the context
of specific cancer types and the associated cancer drivers (e.g., the associa-
tion between estrogen sensitive tissues, BRAC1/BRAC2 mutations and can-
cer development)”. The relevant work, or at least one or two representative
papers from this work, should be cited.

We have added citations to Elledge et al. [1], Avraham et al. [2], and Heijink et al. [3]
for the association between estrogen sensitive tissues, BRCA1/BRCA2 mutations and
cancer development.
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(b) Limitations section lines 289-291, re: how high-grade serous ovarian tumors
are thought to originate in the Fallopian tube.

We have added citations to Labidi-Galy et al. [4] and Mei et al. [5] for studies regarding
the Fallopian tube origin of high-grade serous ovarian tumors.

2. As Reviewer 3 noted, the genes BRCA1/BRCA2 are incorrectly referred to as
BRAC1/BRAC2, and this doesn?t appear to have been changed in the resubmis-
sion.

Thank you for catching this. Despite it being noted by Reviewer 3 and reading over the
reference in the paper multiple times, I failed to notice the ”CA”/”AC” switch! This has
been corrected in the revised manuscript.

3. The first paragraph of the section ”Use of normal tissue-specificity to improve
cancer survival analysis”, specifically lines 264-268, is slightly jumbled post-
revision. Consider revising for clarity.

Thank you for identifying this issue. I believe the problem is primarily due to the use of
Section references in latex for non-numbered sections. In this case, the entire section titles
(”Using normal tissue gene activity to improve the comparative analysis of cancers” and ”Use
of normal tissue-specificity to improve the comparative analysis of normal and neoplastic
tissue”) get copied into the manuscript text. The manuscript has been revised to no longer
incorporate those full section titles in this paragraph.

3 Reviewer 2 Comments

All my comments have been addressed. I have no further comment.

4 Reviewer 3 Comments

The authors have addressed all the issues raised.
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