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	Reviewer’s comment

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

	Author’s Feedback (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 manuscript makes a significant contribution to the epidemiological understanding of hepatocellular carcinoma (HCC) in Sub-Saharan Africa, a region where the disease burden is disproportionately high yet under-represented in global literature. By identifying the use of traditional medicine as a substantial independent risk factor (OR = 3.27) alongside established drivers like Hepatitis B and lifestyle habits, the study provides crucial, locally relevant data that distinctively contrasts with Western cohorts. Furthermore, the findings regarding the alarmingly young mean age of onset (48 years) and the high prevalence of late-stage diagnosis underscore an urgent public health need for improved screening and Hepatitis B vaccination programs in Mali.


	

	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.


	The abstract is concise and successfully highlights the study design, sample size, and key risk factors.
	

	Is the manuscript scientifically, correct? Please write here.
	The manuscript contains valuable data, but the statistical analysis is currently scientifically not proper. The multivariate model needs to be re-run excluding BMI (or treating it as a clinical characteristic, not a risk factor), and the interpretation of the matched variables must be corrected.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The manuscript relies on obsolete sources for key medical context.
	

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


	The manuscript must undergo professional native English editing (or editing by a medical writer fluent in English). The translation must be smoothed out, and the statistical interpretation sentences must be rewritten to accurately reflect the data.
	

	Optional/General comments


	This manuscript represents a valuable contribution to the epidemiological study of hepatocellular carcinoma (HCC) in Sub-Saharan Africa, specifically in Mali. The identification of traditional medicine use as a strong independent risk factor, alongside Hepatitis B virus (HBV) infection, highlights specific local public health challenges and offers highly interesting findings for the international community. Furthermore, the reality that many cases occur at a young age and are diagnosed at a terminal stage (BCLC Stage D) strongly underscores the urgent need for strengthened screening systems in the region.

However, the current manuscript contains major errors in statistical methodology and interpretation that undermine its scientific validity. Specifically, there are contradictions regarding the handling of matched variables (age/sex), concerns about reverse causality in the multivariate analysis, and misinterpretations of statistical software outputs (such as the "p=0.999" and "OR 12" anomalies). Additionally, the reference list is incomplete (with visible placeholder notes) and relies on outdated guidelines, indicating a lack of preparation prior to submission.

Major Issues

1. The authors state in the Methods and Table 1 that this is a case-control study matched by age and sex. However, in the explanation of the multivariate analysis on page 12, the text claims that "patients... were more likely to develop HCC with each additional year of age." This contradicts the premise of a matched study where age distribution is forced to be identical. Furthermore, the interpretation of the Odds Ratio (OR) for traditional medicine is phrased incorrectly in relation to age. The analysis logic must be clarified, and the text corrected.

2. In the multivariate analysis, "Underweight" is identified as a risk factor. However, 85% of the cases in this study are at BCLC Stage D (terminal). In this context, low body weight is a symptom of the disease (cancer cachexia), not a cause. Including this as a predictive risk factor in the model confounds the assessment of true etiological factors. BMI should either be removed from the multivariate risk analysis or explicitly treated as a clinical characteristic of disease progression rather than a risk factor.

3. In Table 4, under "Peanut consumption (3 times)," the control group has 0 subjects, yet the p-value is reported as 0.999 and the OR as 12. In logistic regression, a "zero cell" typically causes the model to fail to converge (resulting in an infinite OR). These figures are likely software artifacts. The authors must re-analyze this variable using appropriate methods for sparse data (e.g., Firth's penalized likelihood) or by combining categories.

4. The bibliography does not meet publication standards.

References 18 and 20 still contain author notes: "(See ref. 16 — identical publication...)." These must be removed and the list re-numbered.

Reference 8 cites the 2012 EASL guidelines. This is unacceptable for a study conducted in 2024–2025; current guidelines (2018 or later) must be cited.

The literature review relies heavily on older data (early 2000s). Recent reports from West Africa and updated global statistics (e.g., GLOBOCAN 2022/2024) should be added.

Minor Issues

5. In the Results section of the Abstract, only Odds Ratios (OR) and p-values are listed. Please include 95% Confidence Intervals (95% CI) to demonstrate the precision of the estimates.

6. The Abstract and text mention a "Prevalence of 11.8%," but the denominator is not immediately clear. Please clarify this to read, for example, "11.8% of all admissions to the hepatogastroenterology department."

7. The manuscript uses commas for decimals (e.g., "1,001"), which is common in French but incorrect in English scientific writing. Please standardize to periods (e.g., "1.001").

8. Change the notation "IC" (Intervalle de Confiance) to the English standard "CI" (Confidence Interval).

9. In Table 1, the p-value is listed as "1,001." Since a p-value cannot exceed 1, this is likely a typo for "1.000." Please verify.

10. The term "Alcoholics" (used on page 13 and elsewhere) is stigmatizing and not recommended in modern medical literature. Please replace it with "Patients with alcohol use disorder" or "Heavy alcohol consumers."

11. The description of ascites as "Lemon yellow" (page 8) is informal. Please use standard medical descriptors such as "Citrine" or "Clear yellow."

12. In the Discussion's Limitation section, the authors mention the unavailability of CT/MRI for some patients. It would be beneficial to expand on how this limitation might have affected diagnostic accuracy, particularly regarding the exclusion of early-stage carcinoma or the misclassification of controls.


	


	PART  2: 



	
	Reviewer’s comment
	Author’s Feedback (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 details)
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