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	Reviewer’s comment

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

	Author’s Feedback (Please correct the manuscript and highlight that part in the manuscript. 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 paper offers an interesting argument for including GLP-1 and GIP medications for Lipedema. Lipedema has surgical interventions and this could be a less invasive approach to treatment. This also provides scientists with a new approach to consider for case series or future clinical trials. 
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Yes it is suitable. 
	

	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.


	I would change “estrogen-dependent” to estrogen imbalance. Estrogen is a key factor, but it is not definitive that lipedema is estrogen dependent. There are a few run on sentences that need editing. 
	

	Is the manuscript scientifically, correct? Please write here.
	Yes
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	I would include two more references: The first to discuss what treatments are used for lipedema to give an understanding of what is and is not effective. The second to introduce how GLP-1/GIP is used in other illnesses that have an estrogen imbalances, such as PCOS, and how that correlation could tie in nicely with this discussion. 

Podda, M., Kovacs, M., Hellmich, M., Roth, R., Zarrouk, M., Kraus, D., Prinz-Langenohl, R., & Cornely, O. A. (2021). A randomised controlled multicentre investigator-blinded clinical trial comparing efficacy and safety of surgery versus complex physical decongestive therapy for lipedema (LIPLEG). Current Controlled Trials in Cardiovascular Medicine, 22(1), 758–11. https://doi.org/10.1186/s13063-021-05727-2

Jensterle, M., Herman, R., & Janež, A. (2022). Therapeutic Potential of Glucagon-like Peptide-1 Agonists in Polycystic Ovary Syndrome: From Current Clinical Evidence to Future Perspectives. Biomedicines, 10(8), 1989-. https://doi.org/10.3390/biomedicines10081989


	

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


	Yes
	

	Optional/General comments


	This is a fascinating paper and argument. I enjoyed reading it. I would restructure the third section “Potential Effects of Tirzepatide on Lipedema”. The third-six paragraphs aren’t as focused and it is clear you are trying to connect how GLP-1/GIP meds effect other inflammatory illnesses but a conclusion for the third paragraph is in the fifth paragraph. Also, you may want to reconsider including MASH and hepatic illnesses and instead present how GLP-1/GIP is used in PCOS. PCOS patients also have metabolic imbalances, difficulty losing weight and adipose fat with diet, and has an inflammatory element to it. It could strengthen your paper to show that there has been success with this metabolic disorder and a good argument for including lipedema as the next frontier for GLP-1/GIP.
You may also want to add a sentence or two explaining mitochondrial uncoupling, and why brown vs white adipose tissue is important for lipedema patients. 
 It needs minor revisions
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