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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.


	The manuscript concerns about the systemic impact of diabetes mellitus in animal model (canines (dogs)) to offer a multidimensional assessment that supports better diagnostic and management strategies for diabetic. The findings can help inform veterinary practice by reinforcing the importance of routine monitoring and early detection of complications such as renal dysfunction and ketoacidosis, and to establish a foundation for future research in this field.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	It is ok, but it is very general, perhaps this suggestion is more relevant and representative?
Evaluating the biochemical and urinary parameters in Canine diabetes mellitus
	

	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. However, there are some points to consider: 
The cut-off value to fasting blood glucose in dogs as in human or is higher?

Number of diabetic dogs 13/200 is expected or the selection criteria should be modified?

· Replace "healthy dogs was used for comparison" with "healthy dogs were used as controls."

Hematology study is mentioned in the abstract but there is no data is provided, take care!
	

	Is the manuscript scientifically, correct? Please write here.
	Yes, but almost descriptive not mechanistic 
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Yes, but some sentences needed ref.

In the introduction, paragraph 1: Diabetic dogs commonly exhibit clinical signs like hyperglycemia, elevated liver enzymes (ALP, ALT), and hypercholesterolemia. I suggest to add a ref after modifications:  Diabetic dogs commonly exhibit clinical signs like hyperglycemia, elevated liver enzymes (ALP, ALT), and hypercholesterolemia as observed in other animal models suggested ref :  nt J Mol Sci. 2017 Jan 28;18(2):285. doi: 10.3390/ijms18020285.

Insulin Production and Resistance in Different Models of Diet-Induced Obesity and Metabolic Syndrome

	

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


	Yes
	

	Optional/General comments


	**The differences in mean values between the diabetic and healthy control groups were highly significant (p<0.01).

In tables, for example, table 2, ** for statistical significance is placed on the parameter not on the number, usually placed on the group where the number is stat. significant  
Discussion: 3.2 Biochemical alterations
-For future directions: you can mention this to show multi-organ interest and linkage: 

Furthermore, given the complex interplay between liver, kidney, and pancreatic function in diabetic canines, future studies could benefit from incorporating advanced imaging modalities to assess β-cell activity and pancreatic integrity. Manganese-enhanced magnetic resonance imaging (MRI), using agents like mangafodipir or Mn gluconate, has shown promise in preclinical models by dynamically visualizing pancreatic enhancement in response to glucose challenge, reflecting β-cell function and insulin secretion (Manganese-enhanced MRI: Comparison of agents in the rat pancreas, 2019 https://www.sciencedirect.com/science/article/pii/S2666441020300029#:~:text=Highlights,chloride%20(as%20a%20control) by Lucy E Kershaw). This novel approach, which compares pancreatic signal intensity relative to liver enhancement, may offer a non-invasive strategy to assess functional β-cell mass in vivo and warrants exploration in veterinary settings. 

-To mention another strategy also improve your current study:

While this study focused on the metabolic and urinary disturbances associated with spontaneous canine diabetes mellitus, recent advances in therapeutic approaches, such as islet transplantation, may offer long-term glycemic control. However, successful islet engraftment, particularly in the liver, remains a major challenge. A promising strategy has been demonstrated in a preclinical model using liver-targeted fibroblast growth factor 7 (FGF7)-loaded microparticles, which significantly improved islet engraftment and restored normoglycemia in diabetic mice (Fibroblast growth factor 7 releasing particles enhance islet engraftment and improve metabolic control following islet transplantation in mice with diabetes, 2021 https://pubmed.ncbi.nlm.nih.gov/33428803/ ). Incorporating such liver-conditioning approaches may pave the way for more effective transplantation protocols in both human and veterinary diabetes care.
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