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We would like to thank all the reviewers for their explicit review and constructive comments. We
have made all the changes as suggested, and incorporated them in the revised manuscript. Listed
below are our point-by-point responses to their comments. The reviewer comments are laid out
below in blue italicized font and specific concerns have been numbered. Our response is given in

normal font.

Response to Comments of Reviewer #1:

Critique #1: The article published by Li et al does not appear in References. Is the main point of

Li et al mesenchymal stem cells may treat non-alcoholic fatty liver disease well?

Response: Thank you for your advice.We have cited in the references Li et al. Li et al. showed

that bone marrow MSCs have the potential to treat NAFLD.

Critique #2: What about Physical preconditioning, Acidic preconditioning and Serum deprivation

preconditioning in enhance functionality mesenchymal stem cells?

Response: Thank you for your reminder. We have added to the article content the role of physical
preconditioning, acidic preconditioning and serum deprivation preconditioning in enhancing

MSCs.

Critique #3: Eugenol preconditioning of MSCs increases their self-renewal, immigration, and

proliferation capabilities in vitro and considerably augments their therapeutic potential when

administered into_a mouse model of hepatic fibrosis. (M. Fathy, M. Okabe, E.M. Othman, H.M.




Saad Eldien, T. Yoshida Preconditioning of adipose-derived mesenchymal stem-like cells with

eugenol potentiates their migration _and_proliferation in vitro _and therapeutic_abilities in_rat

hepatic fibrosis)

Response: Thank you for your reminder. We have added this discussion and cited the reference

“Yoshida Preconditioning of adipose-derived mesenchymal stem-like cells with eugenol
potentiates their migration and proliferation in vitro and therapeutic abilities in rat hepatic fibrosis”

in the article.

Critiqgue #4: It has been demonstrated that administration of hypoxic preconditioned MSCs into

the portal vein of a rat hepatectomy model boosted hepatocyte proliferation and survival and

ameliorated serum albumin levels via a TGF-f dependent manner. These impacts led to increased

liver regeneration and animal survival. (M. Fathy, M. Okabe, E.M. Othman, H.M. Saad Eldien, T.

Yoshida, Z. Chen, M. Zhang, J. He, S. Zheng Preconditioning of adipose-derived mesenchymal

stem-like cells with eugenol potentiates their migration and proliferation in vitro and therapeutic

abilities in rat hepatic fibrosis)

Response: Thank you for your reminder. We have added the above discussion to the section and
cited the reference “Fathy M, Okabe M, M Othman E, Saad Eldien HM, Yoshida T.
Preconditioning of Adipose-Derived Mesenchymal Stem-Like Cells with Eugenol Potentiates
Their Migration and Proliferation In Vitro and Therapeutic Abilities in Rat Hepatic Fibrosis.
Molecules. 2020 Apr 26;25(9):2020. doi: 10.3390/molecules25092020. PMID: 32357508; PMCID:

PMC7248858.”.

Critique #5: Preconditioning of MSCs with rapamycin _(an_anti-fungal and immunomodulatory

agent) promotes _their immunoregulatory, anti-inflammatory, anti-oxidative, and _migratory

capacities. Improved migratory ability is due to CXCR4 upregulation. Transplantation of

rapamycin_preconditioned MSCs into the rat model of liver I/R damage significantly improved

liver function compared with non-preconditioned MSCs. Rats received rapamycin preconditioned

MSCs had lower alanine and aspartate _aminotransferase amounts, diminished neutrophil

infiltration _in_histopathology, and decreased caspase-3 activity. (M. Fathy, M. Okabe, E.M.

Othman, HM. Saad Eldien, T. Yoshida, L. Chen, C. Zhou, H. Fu, T. Lu, Y. Zhang Preconditioning




of adipose-derived mesenchymal stem-like cells with eugenol potentiates their migration and

proliferation in vitro and therapeutic abilities in rat hepatic fibrosis)

Response: Thank you for your reminder. We have added the above discussion to the section and
cited the reference “Fathy M, Khalifa EMMA, Fawzy MA. Modulation of inducible nitric oxide
synthase pathway by eugenol and telmisartan in carbon tetrachloride-induced liver injury in rats.
Life Sci. 2019 Jan 1;216:207-214. doi: 10.1016/j.1fs.2018.11.031. Epub 2018 Nov 16. PMID:

30452970.”.

Response to Comments of Reviewer #2:

Critique #1: The editorial is related to the article by Li et al. However, no citation of Li et al is

given in the editorial. Moreover, the study by Li et al. is not on the reference list in the

bibliography. Moreover, the mention of Li et al. s study is brief and lacks detail. Summarizing key

findings from this study would enhance the introduction's credibility and depth.

Response: Thank you for your advice. We have cited in the references Li et al. At the same time

we have added details from the article on Li et al. in the introduction section of the article.

Critigue #2: English needs careful correction throughout the manuscript. eg. “functionality MSCs”’

should be “‘functionality of MSCs.” There are many more such corrections.

Response: Thanks for your careful checks. We are sorry for our carelessness. We have carefully

checked the English, and corrected the grammar mistakes in the article .

Critique #3: The term NAFLD is better avoided. The new term is MASLD. Its use should be

encouraged.

Response: Thanks for your correction. We have modified “NAFLD” to “MASLD”.

Critique #4: Minor points: 1. The title needs rephrasing as ‘“Enhancing the functionality of

mesenchymal stem cells: An attractive treatment strategy for metabolic dysfunction-associated

steatotic liver disease? 2. Abstract summarizes the main points of the editorial write-up. 3. In




keywords, NAFLD should be replaced by MASLD.

Response: We sincerely thank you for your professional comments.And we have amended the
title to “Enhancing the functionality of mesenchymal stem cells: An attractive treatment strategy
for metabolic dysfunction-associated steatotic liver disease?”. And We have modified “NAFLD”

to “MASLD”.

Critique #5: Minor points: 4. In the background, there is very little discussion of the study and its

findings on which this editorial is written, as pointed out above at point #1 in major points. The

introduction lacks a detailed background on MASLD itself. Including a brief overview of the

disease's prevalence, pathophysiology, and current treatment limitations would provide a better

context for why MSCs are being explored as a treatment option.

Response: Thank you for your reminder. In the background section we have added a detailed
background information discussion of MASLD, which includes a brief overview of the prevalence,
pathophysiology of the disease as well as current treatment limitations and why MSCs are being

explored as a treatment option to provide better context.

Critigue #6: Minor points: 5. This is not an original study, hence, methods requirements do not

apply. 6. Similarly, results requirements do not apply as it is not an original work. 7. In discussion,

the manuscript interprets the findings adequately and appropriately, highlighting the key points

concisely, clearly, and logically. The findings and their applicability/relevance to the literature are

stated in a clear and definite manner. The discussion is accurate and discusses the paper s

scientific significance and/or relevance to clinical practice sufficiently.

Response: We appreciate your endorsement of our discussion section. In addition, we determined

that this was not an original study, so there is no Methods and Results section.

Critique #7: Minor points: 8. Terms such _as anti-inflammation, anti-fibrosis, and _anti-regulation

are not appropriate. These should be changed to anti-inflammatory, anti-fibrotic, etc.

Response: Thanks for your careful checks. We have modified anti-inflammation, anti-fibrosis, and

anti-regulation to anti-inflammatory, anti-fibrotic.



Critigue #8: Minor points:9. “is highly likely to advance the clinic.” Needs rewriting.

Response: Thanks for your careful checks. We have modified “is highly likely to advance the
clinic.” to “It has the potential to be safely to translated into the clinic”.

Critique #9: Minor points:/0. “pretreatment of MSCs with drugs or chemicals pretreatment”

repetition of pretreatment.

Response: Thanks for your careful checks. We have deleted “pretreatment”.

Critique #10: Minor points: 11. Consistency in_terminology is essential, it uses both "drug or

chemical pretreatment” and "chemical or drug pretreatment.”

Response: Thanks for your careful checks. We have standardised the terminology in the article by

changing itto  “drug or chemical pretreatment”.

Critiqgue #11: Minor points:12. A standardized approach to the use of abbreviations should be

followed. Some abbreviations are used without fully spelling out on first use, eg. ROS

Response: We sincerely thank you for careful reading. We have corrected instances where

abbreviations were not spelled out exactly the first time they were used.

Critique #12: Minor points: 13. Standardized gene fonts should be used, eg. Tef-betal, alpha-Sma,

and Collalphal, Cyp2el, Hifl-alpha, and II-1beta.

Response: Thanks for your careful checks. We have used standardised gene fonts.

Critique #13: Minor points:14. Appropriate abbreviations for the following cytokines should be

used on first use and subsequently only abbreviations should be used, eg. Interleukin-6, tumor

necrosis factor-alpha, hepatocyte growth factor, vascular endothelial growth factor, Jagged 1 and

vrostaglandin E synthase.

Response: We sincerely thank you for careful reading.We have appropriately abbreviated the

cytokines listed.

Critique #14: Minor points: 15. There are no ethical issues in the write-up. 16. No statistical




methods were involved in the study as well. 17. Overall, the manuscript is well organized, clearly

and_concisely presented, and coherent for clear reading. 18. References are appropriate, and

generally up to date except for the lack of index study.

Response: Thank you for recognising us. We have added the indexing study.



