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PART 1 (Importance of the manuscript) 

	
	Comments of the Reviewers
	Author’s Feedback 



	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 evaluate the possible contribution of dietary PAH exposure and PAH-DNA adduct formation in human leukocytes to the etiology of CRC among Africans. The inclusion of Ugandan patients in this study is relevant to the scientific community because it provides data on PAH-DNA adducts from a population that may have significantly different dietary and environmental exposures as compared to the West. This work is relevant because it informs future research on the relationship between exposures to PAHs and heterocyclic amines, the development of CRC precursors (colorectal adenomas), and genetic susceptibility, in the presence of a more comprehensive assessment of diet and a colonoscopy-based study design.
	


PART  2.1 (Objective Evaluation)
	
	Rating of the Reviewers
	Author’s Feedback (Revision of the Manuscript and Feedback of Authors are mandatory for Rating of 2 and 1)

	1. Is the title clear and appropriate for the study? 

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 (Good)
However, the wording “the relation between” could be replaced with “association between” to better reflect the observational case-control design, and the study design could be specified in the title for greater clarity.
	

	2. Is the abstract of the article comprehensive? 

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 (Good)
However, a few sentences need to be clarified or to be compared with the results in the main manuscript, especially for the odds ratios, and PAH-DNA adducts level. Additionally, the conclusion should be more cautiously wording according to the fact that this is a retrospective analysis and case-control observation research without any significant association, however, one cannot state that PAH-DNA Adducts are a risk or no-risk factor for the colorectal cancer.
	

	3. Are the keywords appropriate and useful?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 (Good).
“risk” is somewhat broad and could be replaced with a more specific term such as “colorectal adenocarcinoma” or “dietary exposure” to improve searchability and alignment with the study design.
Suggested keywords:
Colorectal adenocarcinoma; PAH-DNA adducts; polycyclic aromatic hydrocarbons; red meat; dietary exposure; Uganda
	

	4. Is the background information of the paper sufficient and well organized?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 = Good
Some sections are repetitive, and the transition from general colorectal cancer risk factors to PAH-DNA adducts could be more focused. The specific knowledge gap and justification for conducting the study in Uganda should also be stated more explicitly.
	

	5. Are the research objectives/hypotheses clearly stated?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 = Good

	

	6. Is the literature review relevant and up to date?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 3 = Satisfactory
A substantial proportion of the cited literature is relatively old, and the review would benefit from incorporating more recent epidemiological and mechanistic evidence. A 2021 review, for example, summarizes more recent evidence linking dietary PAHs, DNA adducts, metabolic pathways, and colorectal.
The literature review should also more clearly distinguish evidence concerning colorectal adenomas from evidence concerning colorectal adenocarcinoma, since much of the cited evidence relates to adenoma rather than established cancer.

	

	7. Is the research methodology appropriate for the study?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 3 = Satisfactory
There are a number of methodological concerns to be addressed: the inconsistencies in the reporting of the number of subjects in the final sample, the confusing presentation of mean/median values for some results, and the unclear presentation of 'adjusted' and unadjusted ORs. The use of hospital controls and leukocyte adducts as an estimate for dietary PAHs may also be sources of bias and residual confounding.
	

	8. Were ethical issues properly addressed (if applicable)?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 5 = Excellent 
	

	9. Are the results presented clearly? 

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 3 = Satisfactory
See above
	

	10. Are tables and figures clear, relevant, and necessary?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 = Good

The tables and figures are appropriate and mostly assist in the presentation of the study population, recruitment, PAH-DNA adducts, and the regression results. Some of the tables (such as Table 3) need to be better labeled with the text of the paper in order to understand the differences between the p-values and the confidence intervals for the means versus medians. The OR's and their confidence intervals need to be corrected. The figures seem necessary and should be checked for correctness of presentation and value of legend.
	

	11. Does the discussion relate findings to existing literature?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 = Good
The discussion appropriately compares the results to previous papers on dietary PAH and red meat intake and PAH-DNA adducts and CRC risk. It also offers interesting comparisons with Western populations and plausible suggestions for the absence of significant association in the Ugandan study population. The discussion is somewhat repetitive, and some of the interpretation is somewhat speculative and should be tempered – especially when referring to cooking practices and possible formation of other carcinogens.
	

	12. Are the conclusions supported by the data?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 3 = Satisfactory 

The conclusions are generally compatible with the main result that levels of PAH-DNA adducts in leukocytes did not have a significant association with the risk of colorectal adenocarcinoma in this study. That dietary PAH-DNA adducts "were not a risk factor" is an overstatement in case-control studies with significant possible exposure misclassification and residual confounding. Recommendation is to change it to state that no statistically significant association was observed and the study cannot exclude the effect.
	

	13. Are the limitations of the study discussed?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	Rating: 4 = Good
The study limitations are discussed and several important issues are acknowledged, including potential environmental PAH exposure, low dietary exposure to charbroiled meat, lack of assessment of HCAs, and the absence of colonoscopy-based assessment for colorectal adenomas. However, some important limitations, such as the use of hospital-based controls, possible recall bias, residual confounding, and the temporal mismatch between recent leukocyte adduct levels and habitual dietary exposure, could be discussed more explicitly. There is also an inaccurate statement referring to adducts being measured in plasma, whereas the study measured adducts in leukocyte DNA from buffy coats, which should be corrected.
	

	14. Are the references relevant and sufficient (in number)?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 

N/A = Not Applicable
	Rating: 3 = Satisfactory
Many of the references are relatively old, and the manuscript would benefit from additional recent studies to strengthen the evidence base and demonstrate the current state of knowledge. The authors should also ensure that all in-text citations are accurately matched to the claims they support and that the incomplete references cited in the methodology are properly provided.
	

	15. Is the manuscript written in clear and understandable language?

Rating Scale: 

5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 

N/A = Not Applicable
	Rating: 4 = Good
The manuscript is generally understandable and communicates the study objectives, methods, findings, and implications clearly. However, there are several grammatical errors, awkward sentence constructions, terminology issues, and instances of repetitive or overly long wording that affect readability. A thorough language edit is recommended, particularly in the Methods, Discussion, and Limitations sections, before publication.
	


PART  2.2 (Subjective Evaluation)
	
	Reviewer’s comment


	Author’s Feedback (It is mandatory that authors should write his/her feedback here)



	Is the title of the article suitable?

If your answer is NO, please provide a brief, clear suggestion for improvement.
	Yes... It's okay... But “relation between” with “association between”, which is more appropriate for a case-control study.
	

	Is the abstract of the article comprehensive? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	Yes
Some reported values are inconsistent with those in the main manuscript, particularly the odds ratios and PAH-DNA adduct measurements. The conclusion should also be stated more cautiously, emphasizing that no statistically significant association was observed, rather than concluding that PAH-DNA adducts are not a risk factor.
	

	Is the manuscript scientifically correct? 

If your answer is NO, please provide a brief, clear suggestion for improvement.
	Yes
	

	Are the references sufficient and recent? 

(YES or NO)

If your answer is NO, please provide clear suggestion for improvement.
	The references are relevant overall, but they are not sufficiently recent
	

	Are there ethical issues in this manuscript?

(YES or NO)

(If yes, kindly please write down the ethical issues here in details)


	No
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