15 July 2023
Dear Sir/ Madam
Re: THE RELATIONSHIP BETWEEN THE RENIN-ANGIOTENSIN-ALDOSTERONE SYSTEM (RAAS) ACTIVITY, OSTEOPOROSIS, AND ESTROGEN DEFICIENCY IN TYPE 2 DIABETES
On behalf of all the authors, I would like to express my gratitude to the reviewers for their valuable time and contribution to our manuscript. We appreciate the input they have given to improve our manuscript.
We have implemented all the typographical/grammatical corrections suggested by the reviewers and considered all the scientific recommendations made by the reviewer. These have been passed through the other authors to make sure suggestions were addressed correctly.
Below is a table for the comments and corrections:
Reviewer 2: The amendments have been highlighted in green in the text
	Comments
	Corrections 
	Page number

	1. Lack of context in the abstract: The abstract should provide a brief background and context for the study. It would be helpful to include a sentence or two explaining the significance of studying the RAAS, osteoporosis, and T2D relationship in terms of the broader field of research or clinical implications.

	The abstract has been re-worked to give context and significance of the study. 
	

	
 2. Limited discussion of mechanisms: While the abstract briefly mentions that the upregulation of RAAS may alter the bone microenvironment by shifting the OPG/RANKL ratio and inhibiting the Wnt/β-catenin pathway, it does not provide further elaboration or discuss other potential mechanisms involved in this relationship. Adding more details about these mechanisms and their relevance to T2D and osteoporosis would enhance the understanding of the topic.

	
Due to a limitation in the word count in the abstract, we could not go into detail. However, we have re-worked the abstract to show that this is an integral part of the paper. We have also re-worked the section within the manuscript to put more emphasis on this mechanism
	

	3. Insufficient emphasis on human studies: The abstract mentions that RAAS upregulation has been positively correlated with T2D, estrogen deficiency, and postmenopausal osteoporosis. However, it does not specify whether these correlations were observed in human studies or in experimental models. Clarifying the evidence base and highlighting relevant human studies would strengthen the conclusions drawn in the review.




	This has been evidenced in both experimental work and humans thus the abstract has been modified. 
	2

	4. Lack of mention of potential therapeutic interventions: The abstract briefly mentions that research has focused on blocking RAAS to improve glucose handling, osteoporosis, and the downstream effects of estrogen deficiency. However, it does not discuss any specific therapeutic interventions targeting the RAAS pathway. Including a sentence or two about potential pharmacological or lifestyle interventions would provide a more comprehensive understanding of the practical implications of the findings.


	The abstract has been re-worked to be more specific on the discussions and findings of the review. As the review does not delve deeply into therapeutic interventions, we have removed that line from the abstract. Instead, we have focused on the associations between glucose handling, RAAS, osteoporosis and estrogen deficiency which is now highlighted in the abstract. 
	

	5. Missing information on comorbidities: The abstract mentions that T2D is associated with a plethora of comorbidities, including osteoporosis. However, it does not specify which other comorbidities are commonly observed in T2D patients or their relevance to the RAAS-osteoporosis relationship. Providing a brief discussion of other important comorbidities associated with T2D and their potential interactions with RAAS and osteoporosis would enhance the scope of the review.
	The abstract has been re-worked to be more specific on the discussions and findings of the review. As the review does not delve deeply into other comorbidities, we have removed that line from the abstract. 
	


[bookmark: _Hlk517786336]
These changes/corrections are written in red and highlighted in green in the manuscript. Once again, we would like to thank the reviewer for their time and for assisting us in presenting our work better. We would be grateful for any further comments that you may have.
	
Sincerely
Bongeka Mkhize
Corresponding author

