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SPECIFIC COMMENTS TO AUTHORS

Thank you for asking my opinion about the manuscript entitled "Empagliflozin
ameliorated high glucose-induced oxidative stress and apoptosis of cardiomyocytes via
activating AMPK/PGC-1a and inhibiting the RhoA/ROCK pathway". I believe that
this manuscript should be major revision: Q1. It is very important to change and modify
the title. the title is not appropriate. Q2. Are the objectives and the rationale of the study
clearly stated? Q3.In the abstract, the research gap was not clearly stated. In addition,
the authors need to rewrite the study objectives to be more academic writing Q4. In the
introduction, include the study's significance and novelty. What makes the study
different from the rest and what does it add to the current knowledge?. Q5. In the
introduction, the authors should have explained the purpose of this study and the
existing gaps in this field and explained why this study was conducted. Q6. Are the
methods clear and replicable? Do all the results presented to match the methods
described? Q7. If relevant are the results novel? Does the study provide an advance in
the field? Is the data plausible? Q8. References are relevant, correct, and not recent. The

number of references should be increased. please add some references. since this is a
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scientific review, all the sentences need to be supported with references. This study is
very beautiful. I liked the sequence and enjoyed reading. Please add more references on
similar studies. Q9. There are a lot of grammatical errors. This must be taken care of and
addressed. Q10. What are the limitations of the study? A description of limitations is
missing at the end of the discussion section. * If your manuscript is related to mine,

you can cite it (ORCID: https:/ /orcid.org/0000-0002-5107-5550).
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Li et al. explored the ameliorative effects of empagliflozin (EMP) on high

glucose-induced oxidative stress and apoptosis of cardiomyocytes, and its potential
underlying mechanisms of likely activating AMPK/PGC-la and inhibiting the
RhoA/ROCK pathway. It seemed an interesting study, but did not reach out to the
satisfied level and provide any really useful information. Majors 1. The study was
superficial without a logical connection between in vivo and in vitro studies. Db/db
mice are type 2 diabetes that should be hyperglycemia with hyperlipidemia, however,
the in vitro study the authors used 30 mM glucose without any palmitate as most other
in vitro studies used. 2. The authors stated “our study shows that beyond glycemic
control, empagliflozin improved.....”. However, the authors might not see their results
in the Table 1 where EMP significantly reduced the FBG and HbAlc. How to eliminate
the glycemic control role at the in vivo level? The authors might try to use in vitro to
explain whether hyperglycemic control is responsible for the cardiac dysfunction
protection, but the model does not match, therefore these studies are two separately two

unlinked studies, which can not explain each other now. 3.Results (page 13): The
5
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authors tried to state the cardiac apoptotic cell death is the key patho-mechanism
responsible for cardiac dysfunction, and their improvement by EMP. However, the
cardiac cell death was superficial, not quantitative evidence to indicate the
mitochondrial apoptotic cell death exited in their mouse model. There was not solid
evidence for the apoptotic cell death so far. Minors 4.There was control group of EMP.

5. In page 7: Animal models with n=7 - 11, why all results showed n=3. 6. Page 13:
There was no description what kind of cardiac function change with these variables,

diastolic and systolic function changes?
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The authors were not well addressed the second reviewer's comments, instead of
debating with the reviewer by providing a few published works to address these works
used same models. In fact, different studies have different working focuses so that under
certain conditions, their usage of the similar models might be acceptable. These facts do
not mean that the authors can use what the previous works used to support the authors
used a correct one. Therefore, these kinds of debates are not well addressing the second
reviewer's concern. However, the authors have added the limitation of this study to
explain their usage of this not well fit model, which is an acceptable way. Therefore,
this work can be accepted as long as the authors can change their title "Empagliflozin
ameliorated diabetic cardiomyopathy via activating AMPK/PGC-1a and inhibiting the
RhoA/ROCK pathway" to "Empagliflozin ameliorated diabetic cardiomyopathy
probably via activating AMPK/PGC-1a and inhibiting the RhoA /ROCK pathway" since
their conclusion is too strong and was not support by the experimental evidence, but if it

read like " ..... probably via ......" is acceptable.
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