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	Response to Reviewer 3 Comments


	1. Summary
	
	

	Thank you very much for taking the time to review this manuscript. Please find the detailed responses below and the corresponding revisions/corrections highlighted/in track changes in the re-submitted files.


	2. Questions for General Evaluation
	Reviewer’s Evaluation
	

	Is the work a significant contribution to the field?
	[image: ]
	

	Is the work well organized and comprehensively described?
	[image: ]
	

	Is the work scientifically sound and not misleading?
	[image: A yellow star on a white background

AI-generated content may be incorrect.]
	

	Are there appropriate and adequate references to related and previous work?	
	[image: ]
	

	Is the English used correct and readable?	
	The English could be improved to more clearly express the research.
	

	3. Point-by-point response to Comments and Suggestions for Authors

	Comment 1: Population bias: Most studies focus on PLWH, limiting generalizability to the HIV-negative population. Consider emphasizing this limitation and the need for HBV mono-infected cohorts.


	Response 1: Thank you for observation. We have emphasised this important point. We have added in a line on decreased generalisability of results from cohorts of PLWH in section 5, line 489 on page 17. There is an existing sentence prior to emphasising the decreased generalisability highlighting the need for mono-infected cohorts in section 5, line 487-488 on page 17.

	
Comment 2: Occult HBV and prevalence estimates: OBI is undetected using HBsAg testing alone. Highlight the need for HBV DNA testing to capture the true burden.


	Response 2: The need for OBI testing for vulnerable groups is discussed in section 5, line 496-499 on page 17. We have added in the expansion of OBI testing to the general population as a future priority in section 5, line 503-504 on page 17.

	Comment 3: Molecular data interpretation: Vaccine escape mutations, RAMs, and OBI-associated mutations are described, but their clinical impact in Botswana remains largely inferential. Clarify this in the discussion.


	Response 3: We have added a few sentences in section 5, line 552-555 on page 18 that highlight how mutational analysis can be beneficial to clinical settings for drug resistance monitoring and how to implement their use.

	
Comment 4: Variability of HBV prevalence across studies: Prevalence values range widely (2%–46.7%) due to differences in cohort selection, geography, and methodology. A structured discussion of factors influencing this variability is recommended.


	[bookmark: _Hlk224382502]Response 4: This point is noted. A paragraph has been added in section 4.2, line 310-323 on page 12 to address how differing prevalence estimates are influenced by certain factors (test type, demographics, study design and HIV cART policy) and the effect of this. 

	
Comment 5: Response to cART: Suboptimal HBV and HIV control in co-infected participants is noted, but potential confounders such as adherence, duration of infection, and demographic differences are not fully addressed. Discussing these limitations would strengthen the conclusions.


	[bookmark: _Hlk224231447]Response 5: The limitations of non-adherence and not considering the effect of the duration of treatment and potential drug resistance on clinical outcomes are discussed in section 4.5, line 480-483 on page 17. The effects of differing demographics are mentioned in section 4.4, line 449-451 on page 16 in regards to future research looking in to host genetics and immunology.

	
Comment 6: Absence of national HBV guidelines: Lack of structured HBV guidelines affects diagnosis, monitoring, and treatment. The manuscript should discuss the practical implications and recommend policy improvements.


	[bookmark: _Hlk224376501]Response 6: A sentence has been added at lines 522 to 524 to reflect how the lack of viral hepatitis guidelines results in subjective management that is not equivalent for people living with HBV. Table 4 on page 19 gives recommendations that could be integrated into viral hepatitis guidelines. Also, in section 6, on page 20, from line 621 to 625 discusses how changes in the HIV guidelines could specifically improve outcomes for those living with HIV-HBV co-infection.

	Minor Comments: 
1)Define abbreviations at first mention in each section.
2)Consider breaking long paragraphs to improve readability.
3)Check citation order and minor typographical issues (“HBV related” → “HBV-related”).


	[bookmark: _Hlk224371998]Response:  
1) We have reviewed the manuscript and made sure abbreviations are defined at first mention.
2) Long paragraphs have been broken-up in introduction, section 4 and section 6.
[bookmark: _Hlk224366702]3) We have rechecked the spell and grammar checker. We have also added in hyphenation where appropriate (HBV-related, HIV-negative, HIV-positive).

	Suggestion: Consider including a dedicated paragraph in the Discussion summarizing these limitations to help readers interpret findings appropriately.

	[bookmark: _Hlk224372150][bookmark: _Hlk224372235]Response:  We have expounded on the limitations part of section 5 on page 18 and 19, lines 573 to 591 to reflect this suggestion

	Reviewer Conclusion: I recommend minor revisions to improve clarity, contextualization, and discussion of limitations.

	
4. Response to Comments on the Quality of English Language

	Point 1: No specific comment

	
Response 1: We have rechecked the spell and grammar checker. We have also added in hyphenation where appropriate (HBV-related, HIV-negative, HIV-positive).

	

	





2
image3.png
* ok ok ok




image4.png
* K Kk




image1.png
* ok ok k&




image2.png
* ok ok k&




