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Is the content of the Introduction adequate? No
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Peer-reviewer statements
Peer-Review: Anonymous

Conflicts-of-Interest: No

SPECIFIC COMMENTS TO AUTHORS
The authors investigated the preventive effect of magnesium sulfate against

nikethamide-induced seizures in an animal model. Why did the authors perform the

work? The authors of this study wanted to find out if magnesium sulfate could help

protect against seizures caused by nikethamide, which is useful for managing COVID-19

respiratory symptoms. What work was done? A model of mice was used by the authors

to show that magnesium sulfate can stop seizures caused by nikethamide. What are the

most important findings? The important finding of this study is that magnesium sulfate

showed a dose-dependent ability to protect against the fatal effects of nikethamide that

cause seizures. Why did the authors use the relevant method(s)? The authors assessed

the impact of magnesium sulfate on nikethamide-induced convulsions using a

quasi-clinical experiment. This study utilized an animal model, although it also includes

the potential for future applicability to humans. Why were the specific parameters used?
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The effects of nikethamide on seizures are looked at in this study. Specifically, the

percentage of seizures, the time it takes for seizures to start, the length of seizures, and

the death rate related to seizures are all measured. What has been done before?

Researchers have shown that magnesium sulfate can stop the seizures caused by

nikethamide in mechanisms, but this has not been tested in a living organism. What

makes this work different? The authors in this study used an animal model to show that

nikethamide can stop seizures caused by magnesium sulfate. No one has previously

studied this effect. The reviewer submits concerns and revisions on this study. 1. The

quantity of mice in the abstract is inconsistent with that in the main text. 2. Please

provide the study that evaluated the efficacy of nikethamide in the context of COVID-19

as a reference in the introduction section. 3. The duration of convulsions was much

longer in the magnesium sulfate group compared to the control group, as indicated in

Table 1 and Figure 1, which contradicts the explanation provided in the main text.

Furthermore, Figure 1 does not display the horizontal line for the statistical analysis

results, rendering the comparison of groups for the P values ambiguous. The P values in

Table 1 create ambiguity when comparing specific groups. 4. Table 2 must clearly state

that comparisons with the control group yielded the P values. 5. During the discussion,

please provide the typical therapeutic range of magnesium sulfate in humans.

Furthermore, please provide the frequency of adverse events linked to the

administration of magnesium sulfate in this study.
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Is the content of the Introduction adequate? Yes

Is the content of the Materials and Methods complete?

Yes

Is the description of the experiments clear and

complete? Yes

Are the experimental data presented in the

manuscript’s biostatistics content reliable? Yes

Are the experimental data of the Results true and

reliable? Yes

Are the quality and resolution of the images up to

standard? Yes

Do the selection and design of the figures and tables

follow the principles of necessity and clarity? Yes

Is there any duplication between various parts of the

manuscript and between the main text and the content

presented in the figures and tables? Yes

Are the figures and tables numbered consecutively in

the order in which they appear in the manuscript? Yes

Is the content of the Discussion reasonable? Yes

Is the Conclusion reasonable? Yes

Are all references necessary and reasonable? Yes

Do authors omit important references? No

Are all references related to the topic of the

manuscript? Yes

Do authors only cite their own earlier publications? Yes

Is the manuscript’s text correct, concise, and clear? Yes

Will the manuscript’s content be of interest to readers?
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Are additional experiments needed for the study? Yes

Does the research scope comply with ethics? Yes
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Scientific quality Grade B (Very good)

Novelty of this manuscript Grade C (Good)

Creativity or innovation of this

manuscript
Grade C (Good)

Scientific significance of the conclusion

in this manuscript
Grade C (Good)

Language quality Grade C (Good)

Does this manuscript describe a study of

the existing knowledge system?
Yes

Does this manuscript report a

revolutionary innovation?
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Does this manuscript report an

unconventional innovation?
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Conclusion Minor revision

Re-review No

Peer-reviewer statements
Peer-Review: Anonymous

Conflicts-of-Interest: No

SPECIFIC COMMENTS TO AUTHORS
The following are the comments for the manuscript by Xianfg Lu on “Preventive and

therapeutic effects of magnesium sulphate on Nikethamide induced seizures:

Implications for COVID-19 Treatment. The authors addressed the risk associated with

Nikethamide, which has been used for treating hypoxemic COVID-19 patients and

seizure being the side effect in the animal study utilizing 4 mice, with Magnesium

sulfate as a rescue agent. Is the 4 mice a typo as in method section it says 40 mice? The

abstract is short and delivers the key message appropriately. Introduction: Flow could be

better. Some language polishing is needed. Authors need to clarify if they are using the
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Magnesium as prevention of seizure due to Nikethamide or as treatment for hypoxia.

The introduction could be little longer in elaborating the role of Nikethamide and the

data of its use for COVID-19 Method: Please mention about the IRB approval. Result:

Avoid using the word poisoned ‘ duration and survival time in mice poisoned with

nikethamide” instead can use treated. Need to be more clear in your description that

medium and high dose prevented and also delayed the convulsion time. Also do

mention that medium dose have convulsion rate of 60% and high dose has convulsion

rate of 20% with 30 % and 10% mortality rate respectively as shown in table 2. Results

can be more elaborative. Discussion: Discussion is appropriate and figures are good. Is

the author own created figures 2 and 3. Consider mentioning the details of the mice who

survived with moderate and high dose of Magnesium. Was there any other organ

involved. Did they die at later time. Was there any cardiac or other organ involvement

specially on autopsy of the mice? Overall it is nice initial study. Would suggest the

authors to address any previous animal study which may have been done and how do

they compare this result with their study.
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Is the content of the Introduction adequate? Yes

Is the content of the Materials and Methods complete?
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Is the description of the experiments clear and
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Scientific quality Grade A (Excellent)

Novelty of this manuscript Grade B (Very Good)

Creativity or innovation of this

manuscript
Grade B (Very Good)

Scientific significance of the conclusion

in this manuscript
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SPECIFIC COMMENTS TO AUTHORS
The authors have suitably addressed the reviewer's comments. No further comments are

present. The reviewer endorses the publishing of the revised manuscript.
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