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Dear Guest Editors,

Second Rebuttal letter to the Editor that responds to each point raised by the academic

editor and reviewers:

Addressing points raised by Reviewer #2:

1-The sentence in the third line of the abstract was re-written for second time as follows
based on reviewers guide and suggestion to separate each class of gene(s) by bracket:
Various cellular processes are associated with evasion of apoptosis. These include
overexpression of pro-apoptotic protiens (including p53 and PD-L1), anti-apoptotic
proteins (BIRC7/Livin and Bcl-2), chemokine receptors (including DARC), and
dysregulation of DNA mismatch repair proteins (including MSH2 and PMS2).

2- In the discussion, the sentence was re-written for second time to address reviewer’s point
as follows (This clarify our what we want to say):

Cancer chemotherapy regimens such as FOLFOX have been shown to significantly
increased treatment efficacy and improved survival especially in metastatic CRC
however, this treatment modality may be accompanied by complications such as
myelotoxicity, neurotoxicity, non-alcoholic fatty liver disease and sinusoid obstruction

syndrome (46).



3- The rational for testing aspirin in the first place is clearly indicated as per reviewer’s
suggestions and for clarity as follows:

Aspirin has been shown to be effective in preventing recurrence, decreasing risk of
metastasis post curative therapy and primary prevention of CRC (47). However,
complications from Aspirin use such as occult gastrointestinal bleeding, epistaxis extra
and intra-cranial bleeding which are very rare, may resolve without much ramification
(48). There is limited research that explores the mechanism through which aspirin
alone and in combination with other chemotherapeutics exert anti-cancer effect
especially in Black Africans with CRC. Thus, this strengthen the rational for testing
Aspirin plus FOLFOX towards identifying biomarkers and clinical characteristics
which may predict the benefit of Aspirin use for targeted invention in CRC

management.

4-The figures are well re-arranged as suggested.
5- Dot plots were presented as advised.

| am attaching herewith our manuscript for you kind consideration.
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