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	PART  1: Comments


	
	Reviewer’s comment
Artificial Intelligence (AI) generated or assisted review comments are strictly prohibited during peer review.

	Author’s Feedback (Please correct the manuscript and highlight that part in the manuscript. It is mandatory that authors should write his/her feedback here)

	Please write a few sentences regarding the importance of this manuscript for the scientific community. A minimum of 3-4 sentences may be required for this part.

	This study was done to determine the prevalence of pathological GNAS gene mutations and compare to clinicopathological features of CRC in Ugandan patients.  This was a cross-sectional study were formalin-fixed paraffin embedded (FFPE) CRC blocks were obtained from 2008-2021. The histopathological diagnosis of colorectal adenocarcinoma, grade and LVI status was obtained by two consultant pathologists from the H&E slides. Data was abstracted from the medical case files for AJCC stage, topography and demographics. DNA was extracted from CRC FFPE tissue blocks and using the Qiagen custom design panel, library preparation was completed. There were 56 genes which were represented in the custom panel. The GNAS gene was sequenced using the above library preparation and NGS sequencing. Categorical data was summarised using proportions and frequencies corresponding to the GNAS mutation status. Categorical and continuous variables were analyzed using the Fischer’s exact tests and chi-square tests. A p-value of ≤0.05 was considered statistically significant. Out of 127 FFPE CRC tumour samples, there were 36(28.3%) colorectal tumours that were GNAS mutation positive. Out of the MSI tumours there were 18(50%) GNAS positive tumours and 34(37.4%) GNAS negative tumours (p=0.192). There were 4(11.1%) GNAS positive tumours compared to 16(17.6%) GNAS negative tumours with stage IV disease (p=0.301). Out of the tumours that were GNAS mutation positive, 40(31.5%) were KRAS mutation negative and 4(3.1%) were KRAS mutation positive (p=0.447). 
	

	Is the title of the article suitable?
(If not please suggest an alternative title)

	
Yes
	

	Is the abstract of the article comprehensive? Do you suggest the addition (or deletion) of some points in this section? Please write your suggestions here.

	Yes
	

	Is the manuscript scientifically, correct? Please write here. 
	Yes. In Uganda, the prevalence of GNAS mutations is similar to the prevalence from Japan, however different to the prevalence reported in other countries. There was no relation between GNAS mutation and demographics, topography, grade, LVI status, stage, MSI status and K-ras mutation status in Ugandan CRC patients.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
-
	Yes
	

	
Is the language/English quality of the article suitable for scholarly communications?

	

Yes


	

	Optional/General comments

	

Manuscript is very well written. Recommended for publication as book chapter.

	





	PART  2: 


	
	Reviewer’s comment
	Author’s comment (if agreed with the reviewer, correct the manuscript and highlight that part in the manuscript. It is mandatory that authors should write his/her feedback here)

	Are there ethical issues in this manuscript? 

	(If yes, Kindly please write down the ethical issues here in detail)
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