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Dear Dr. Ekasari,

Congratulations, the manuscript titled "Toxicological Evaluation and Protective Effects of
Ethanolic Leaf Extract of Cassia spectabilis on Liver and Kidney Function of Plasmodium
berghei-Infected Mice" has been successfully submitted to Veterinary Medicine International.

We will confirm this submission with all authors of the manuscript, but you will be the primary
recipient of communications from the journal. As submitting author, you will be responsible for
responding to editorial queries and making updates to the manuscript.

In order to view the status of the manuscript, please visit the manuscript details page.

Thank you for submitting your work to Veterinary Medicine International.
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wiwied ekasari <wiwied-e@ff.unair.ac.id> Mon, Dec 6, 2021 at 11:53 AM
To: Veterinary Medicine International <sarah.viscarra@hindawi.com>

Dear
Miss Sarah Viscarra
Veterinary Medicine International

| want to ask you about my manuscript ID 6770828 (title : Toxicological Evaluation and Protective Effects of
Ethanolic Leaf Extract of Cassia spectabilis on Liver and Kidney Function of Plasmodium berghei-Infected
Mice )

As requested, all co-authors have already created Hindawi accounts.

But until now, the detailed manuscript information states that my manuscript is in a position of pending approval.

Are there any other requirements that | need to complete, because | didn't find this information.

Thank you very much, I'm waiting to hear from you
Best regards,

Dr. Wiwied Ekasari, MSi., Apt
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Sarah Vizcarra <sarah.viscarra@hindawi.com> Mon, Dec 6, 2021 at 4:49 PM
Reply-To: Sarah Vizcarra <sarah.viscarra@hindawi.com>
To: wiwied-e@ff.unair.ac.id

Dear Dr. Ekasari,

Thank you for your inquiry. The Editor who is overseeing the review process of your manuscript is currently
assigning it to external reviewers. Once the reviewers have submitted their reports, the Editor will be able to
make a decision.

We will notify you when the decision is finalized.

Best regards,

Sarah

Sarah Viscarra
Editorial Assistant
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To: Sarah Vizcarra <sarah.viscarra@hindawi.com>

Dear

Miss Sarah Viscarra

Veterinary Medicine International

Thank you very much for the information. Hope to get good news from you soon.

Best regards,

Dr. Wiwied Ekasari
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Reply-To: Sarah Sarah <sarah.viscarra@hindawi.com>
To: Ekasari Wiwied <wiwied-e@ff.unair.ac.id>

)

Hindawi

Dear Ekasari Wiwied,

In order for your submission "Toxicological Evaluation and Protective Effects of
Ethanolic Leaf Extract of Cassia spectabilis on Liver and Kidney Function of
Plasmodium berghei-Infected Mice" to Veterinary Medicine International to
proceed to the review process, there needs to be a revision.

Reason & Details:

This manuscript involves the interesting findings about the toxic and protective
effects of ethanol extract of Cassia spectabilis leaves on the liver and kidneys of
mice infected with Plasmodium berghei ANKA. However, the reviewer required a
minor revision of this manuscript. Please carefully read the reviewer report, and
correct, mention and/or reply for all of the specific points suggested by the
reviewer. The editor looks forward to the submission of the revised manuscript.

For more information about what is required, please click the link below.
MANUSCRIPT DETAILS

Kind regards,
Hikasa Yoshiaki

Veterinary Medicine International


mailto:wiwied-e@ff.unair.ac.id
mailto:support@hindawi.com
mailto:sarah.viscarra@hindawi.com
mailto:wiwied-e@ff.unair.ac.id
http://click.hindawi.com/ls/click?upn=2MhHR0bK-2B28eLVqQdfvHVRi6eycWlS2ccrwtLrHVijcZoMWar-2FEBN2GoB4ExrjOvDiRmWL2m8ZNUcnuw6H3oPa6X5TAFvfaGsBmuNpuoMy-2Fav5PdHX6rmvqrMwvsCuec0MbIVCZz-2Fn2hd7t9q-2B7k-2FDh-2FPAdvw9QEr34wfyHzTBE-3DWkjx_Ke4CGMgJA4LG3X45EELPICOicF9tsvRmTCq3iR5PL2vaGf24TpJp652McxxNeaOM3rkFWZWH8QlwjwWu7bZfviOGk7Mx-2FaZrhUlEZKoJ29sorjm5gFp-2B186yWjNol5FGqDJnSnSib-2FhvyEueyc66Fw8VYcaBKFlKpfIffWZAL0o6Xl-2FPzNcfU-2FDCinFJ4SRZtOkpW4RWylwT-2Fixmii5dDn-2F4-2FVx4SMtm0rql5QvRv0U-3D

@ Hindawi Wiwied -

All our journals remain open as normal during the COVID-19 crisis. However, if you are unable to carry on with your
activities as normal, please contact help@hindawi.com and we will work with you to find a solution.

-11- Version A
BACK DASHBOARD / ARTICLE DETAILS - ;p datadon 2021-11 ; '
Toxicological Evaluation and [ viEwInG AN oLDER vERSTON |
Protective Effects of Ethanolic ID 6770828

Leaf Extract of Cassia spectabilis
on Liver and Kidney Function of
Plasmodium berghei-Infected
Mice

Wiwied Ekasari A cA |, Anisah Mahardiani’,

Nindya Tresiana Putri1, Tutik Sri Wahyuni1, Heny Arwati?
- Show Affiliations

Article Type
Research Article

Journal

Veterinary Medicine
International

Academic Editor Hikasa Yoshiaki Submitted on 2021-11-21 (2 months ago)

> Abstract
> Author Declaration

> Files (2]

— Editorial Comments

Recommendation Yoshiaki Hikasa A 09.12.2021

Minor Revision Requested

Message for Author

This manuscript involves the interesting findings about the toxic and protective

effects of ethanol extract of Cassia spectabilis leaves on the liver and kidneys of

mice infected with Plasmodium berghei ANKA. However, the reviewer required a

minor revision of this manuscript.

Please carefully read the reviewer report, and correct, mention and/or reply for

all of the specific points suggested by the reviewer. The editor looks forward to ”

Hindawi Privacy Policy Terms of Service Support: help@hindawi.com

https://review_hindawi.com/details/a58cf55c-e 15f-4 ced-afa8-1dc77b3f3749/f02191a7-3441-47 4f-9ebc-8f26054ed d4f 7



@ Hindawi

All our journals remain open as normal during the COVID-19 crisis. However, if you are unable to carry on with your
activities as normal, please contact help@hindawi.com and we will work with you to find a solution.

> Abstract
> Author Declaration

> Files [2 ]

— Editorial Comments

Recommendation Yoshiaki Hikasa A 09.12.2021

Minor Revision Requested

Message for Author

This manuscript involves the interesting findings about the toxic and protective
effects of ethanol extract of Cassia spectabilis leaves on the liver and kidneys of
mice infected with Plasmodium berghei ANKA. However, the reviewer required a
minor revision of this manuscript.

Please carefully read the reviewer report, and correct, mention and/or reply for
all of the specific points suggested by the reviewer. The editor looks forward to
the submission of the revised manuscript.

— Reviewer Reports 1 submitted

Report Reviewer1 04.12.2021

- Introduction : The criteria or rational for using this plant should be added more,
and if this extract has previously been studied, it should be added more as well.
- Toxicity assay : According yo OECD guideline, the tested compound should not
administer > 5,000 mg/kg, the authors used > 5,000 mg/kg in acute toxicity,
please clarify.

- Enzyme assay : Liver damage was determined using SGOT and SGPT activities,
how about kidney injury indicators? BUN and creatinine are mostly used as
indicators, why do not the author use these markers for indicating kidney injury?
- Discussion : This plant extract has been done before about antimalarial
activities in both in vitro and in vivo studies, the authors should add more
comparison or discussion between suppressive assay from this study with the
previous ones. Moreover, the possibility mechanisms or active compounds in the
extract should also be discussed. As this plant extract exerted antimalarial
activity in good character, the author should discuss more about the protective
effect in liver and kidney during malaria infection whether come from
antimalarial activity or the direct effect of the extract or not.
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wiwied ekasari <wiwied-e @ff.unair.ac.id> Thu, Dec 9, 2021 at 9:05 PM
To: Sarah Sarah <sarah.viscarra@hindawi.com>

Dear
Mr. Hikasa Yoshiaki

Thank you very much for your email.
Yes, | will revise the manuscript according to the reviewer's suggestion.

Best regards,
Dr. Wiwied Ekasari, MSi., Apt
[Quoted text hidden]

wiwied ekasari <wiwied-e@ff.unair.ac.id> Sat, Jan 1, 2022 at 7:01 AM
To: Sarah Sarah <sarah.viscarra@hindawi.com>

Dear Mr. Hikasa Yoshiaki
Veterinary Medicine International

I inform you that | have submitted a revision of my manuscript entitled

"Toxicological Evaluation and Protective Effects of Ethanolic Leaf Extract of Cassia spectabilis DC on
Liver and Kidney Function of Plasmodium berghei-Infected Mice" by system. Here | also send my
revision file.

Best regards
Dr. Wiwied Ekasari., MSi., Apt

On Thu, Dec 9, 2021 at 4:14 PM Hikasa Yoshiaki <support@hindawi.com> wrote:
[Quoted text hidden]
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Reply-To: Sarah Vizcarra <sarah.viscarra@hindawi.com>
To: wiwied-e@ff.unair.ac.id

Dear Dr. Ekasari,
Thank you for the information.
In this unprecedented time, Hindawi remains open and committed to publishing peer-reviewed academic work as

normal. However, we realize that due to the current pandemic you may require more time to respond to us, or
may even be unable to carry on with your normal academic activities. We are here to help and so if you are
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either unable to carry on or need more time, please reply to this email and we will work with you to find a
solution.

Best regards,

Sarah

Sarah Viscarra
Editorial Assistant

Hindawi

Hindawi.com | Twitter | FaceBook | LinkedIn | YouTube
[Quoted text hidden]
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= Review report(s)

Recommendation

Minor Revision Requested
Yoshiaki Hikasa

Message For Author

This manuscript involves the interesting findings about the toxic and protective effects of ethanol extract of Cassia
spectabilis leaves on the liver and kidneys of mice infected with Plasmodium berghei ANKA. However, the
reviewer required a minor revision of this manuscript. Please carefully read the reviewer report, and correct,
mention and/or reply for all of the specific points suggested by the reviewer. The editor looks forward to the
submission of the revised manuscript.

Reviewer 1
(i) Introduction : The criteria or rational for using this plant should be added more, and if this extract has
previously been studied, it should be added more as well.

(iv) Toxicity assay : According yo OECD guideline, the tested compound should not administer > 5,000 mg/kg,
the authors used > 5,000 mg/kg in acute toxicity, please clarify.

(v) Enzyme assay : Liver damage was determined using SGOT and SGPT activities, how about kidney injury
indicators? BUN and creatinine are mostly used as indicators, why do not the author use these markers for
indicating kidney injury?

(vi) Discussion : This plant extract has been done before about antimalarial activities in both in vitro and in vivo
studies, the authors should add more comparison or discussion between suppressive assay from this study
with the previous ones. Moreover, the possibility mechanisms or active compounds in the extract should also
be discussed. As this plant extract exerted antimalarial activity in good character, the author should discuss
more the protective effect in liver and kidney during malaria infection whether come from antimalarial activity
or the direct effect of the extract or not.

= Answer to reviewer(s)

1. Reviewer:
Introduction : The criteria or rational for using this plant should be added more, and if this extract has

previously been studied, it should be added more as well.

ANSWER: We have added the explanation on the previous studies of the extract in lines 48— 55.

“Previous studies reported that an in vivo test on the 90% ethanol extract of C. spectabilis DC leaf against P.
berghei ANKA in BALB/c mice showed an EDso value was 131.5 mg/kg BW [9], and categorized as very good
antimalarial activity [10]. Furthermore, the extract, fractions, sub -fractions, and isolated compound of C.
spectabilis DC have been tested in vitro for their antimalarial activities. The active compound of this plant has
been successfully identified as a compound that identical to (-)-7-hydroxycassine, and its in vitro antimalarial
activity test showed a very low ICso of 0.016 ug/mL [11], that classified as a very strong antimalarial activity
[12].”

2. Reviewer:
Toxicity assay : According to OECD guideline, the tested compound should not administer > 5,000 mg/kg,

the authors used > 5,000 mg/kg in acute toxicity, please clarify.



ANSWER: Yes, because of this guideline, therefore we removed the concentration more than 5,000 mg/kg
BW (lines 116-117). We then revised the method, results and discussion regarding this removal (lines 116—
117; 164-171; and 252-255). The reason is that there is no mouse died at the highest concentration of the
extract (5,000 mg/kg BW) suggested that the extract is not toxic to the mice.

. Reviewer:

Enzyme assay : Liver damage was determined using SGOT and SGPT activities, how about kidney injury
indicators? BUN and creatinine are mostly used as indicators, why do not the author use these markers for
indicating kidney injury?

ANSWER:

- The enlargement of the liver (hepatomegaly) usually occurs in malaria infection, but there is no enlargement
of the kidney, therefore, we are more focused on the histopathology as well as the biochemistry of the liver.
The histopathology of the kidney is more important to find out the damaged cells due to malaria infection
and or extract administration. The explanation above has been added to the lines 65-77.

- Evaluation of the effect of EECS was determined both through histopathology and biochemistry
examinations. We considered that the biochemistry data will give further confirmation for any liver and
kidney failure. However, we more concentrated on the liver, because there is enlargement of liver
(hepatomegaly) in malaria infection, but there is no enlargement in the kidney. Therefore, the data of BUN
and creatinine is not the major data needed in this study. The data on histopathology of the kidney is more
important to find out the damage of the tissue whether do toe malaria infection or the administration of the
extract. The explanation regarding this data has been added to the manuscript (lines 210— 214).

. Reviewer:

Discussion : This plant extract has been done before about antimalarial activities in both in vitro and in vivo
studies, the authors should add more comparison or discussion between suppressive assay from this study
with the previous ones. Moreover, the possibility mechanisms or active compounds in the extract should also
be discussed. As this plant extract exerted antimalarial activity in good character, the author should discuss
more the protective effect in liver and kidney during malaria infection whether come from antimalarial activity
or the direct effect of the extract or not.

ANSWER:

- The suppressive test in this study was done to obtain the blood of extract-treated infected mice prior to
biochemistry examination. The method is as same as we have done in the previous study [Ekasari et al.,
2021]. Therefore, as not to impress duplicating the research, we have revised the title of this section to:
The effect EECS to the serum level of SGOT and SGPT (line 131).

- The possible mechanism of the active compound has not been done. Only the extract has been tested in
heme detoxification [Ekasari et al., 2021]. We have added this explanation in lines 298-301.

- The discussion on the protective effect of the extract to the liver and kidney has been added to the lines
267-279 and 292-297.
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u n 4i r wiwied ekasari <wiwied-e@ff.unair.ac.id>
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Your manuscript has been accepted for publication
1 message

Veterinary Medicine International <sarah.viscarra@hindawi.com> Thu, Jan 13, 2022 at 7:30 PM

To: wiwied-e@ff.unair.ac.id

Hindawi

Dear Dr. Ekasari,

I am delighted to inform you that the review of your Research Article 6770828 titled Toxicological
Evaluation and Protective Effects of Ethanolic Leaf Extract of Cassia spectabilis DC on Liver and
Kidney Function of Plasmodium berghei-Infected Mice has been completed and your article has
been accepted for publication in Veterinary Medicine International.

Please visit the manuscript details page to review the editorial notes and any comments from
external reviewers. If you have deposited your manuscript on a preprint server, now would be a
good time to update it with the accepted version. If you have not deposited your manuscript on a
preprint server, you are free to do so.

We will now check that all of your files are complete before passing them over to our production
team for processing. We will let you know soon should we require any further information.

As an open access journal, publication of articles in Veterinary Medicine International are
associated with Article Processing Charges. If applicable, you will receive a separate
communication from our Editorial office in relation to this shortly. In regards to payments, we
will:

e Only ever contact you from @hindawi.com email addresses. If you receive
communications that claim to be from us, or one of our journals, but do not come from
an @hindawi.com email address, please contact us directly at help@hindawi.com

e Only ever request payment through our own invoicing system.Any email requesting
payment will always be from an @hindawi.com email address and will always direct you
to our invoicing system with a link beginning https://invoicing.hindawi.com

If you receive payment requests or information in ways other than this, or have any questions
about Article Processing Charges, please contact us at help@hindawi.com.

Finally, we have partnered with leading author service providers to offer our authors discounts
on a wide range of post-publication services (including videos, posters and more) to help you
enhance the visibility and impact of your academic paper. Please visit our author services page
to learn more.

Thank you for choosing to publish with Veterinary Medicine International.

MANUSCRIPT DETAILS
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@ wiwied ekasari <wiwied-e@ff.unair.ac.id>
unNn<<ir

UNTUK INDONESIA ADIL £ BERADAR

Files requested - Toxicological Evaluation and Protective Effects of Ethanolic
Leaf Extract of Cassia spectabilis DC on Liver and Kidney Function of

Plasmodium berghei-Infected Mice
1 message

Quality Checking Team <support@hindawi.com> Thu, Jan 13, 2022 at 7:33 PM

To: wiwied-e@ff.unair.ac.id

Hindawi

Dear Dr. Wiwied Ekasari,

Regarding your manuscript Toxicological Evaluation and Protective Effects of Ethanolic Leaf
Extract of Cassia spectabilis DC on Liver and Kidney Function of Plasmodium berghei-Infected
Mice 6770828, we would be grateful if you could please address the following:

+ Please upload editable figure files and tables separately.

o Please upload the editable versions (with High resolution) of the figures in a single ZIP
file under the Figures & Tables section. None of the figures can be edited. We need to
be able to edit lines arrowheads and fonts to match the journal’s style.

Each figure should be a separate ps eps ai Visio wmf emf Word Excel PowerPoint or
PDF file which can be edited. Please note that jpg bmp png and tiff files cannot be
edited by default.

Additional Comments:

"We have noticed that you have not linked an ORCID to your account. We require all
corresponding authors to have a linked ORCID (Open Researcher and Contributor ID) account on
the Phenom Review system. Please visit https://review.hindawi.com/profile and select ‘link’ in the
ORCID ID box to proceed. You will be asked to log in using the email address "wiwied-
e@ff.unair.ac.id" and the password that you previously registered on the system. If you do not
already have an ORCID, you can create one by following the same link as above; ensure that you
use the same name format that you have used for your Phenom account. Please note that failing
to complete linking an ORCID account for the corresponding author(s) may delay eventual
publication of your article. Please also provide your ORCID in response to this email for our
records. (We require your registration in order to include authors’ ORCID IDs in the article
metadata that we submit to various indexing services. ORCID is an open, non-profit, community-
based effort that has been created by a number of leading research funders, universities, and
publishers to solve the name ambiguity problem in scholarly communications by creating a registry
of persistent unique identifiers for individual researchers and an open and transparent linking
mechanism between ORCID, other ID schemes, and research objects such as publications,
grants, and patents.)"

1. Click on the manuscript title Toxicological Evaluation and Protective Effects of Ethanolic
Leaf Extract of Cassia spectabilis DC on Liver and Kidney Function of Plasmodium
berghei-Infected Mice, which will show the status "Submit Updates"

2. Click on the "Submit Quality Check Updates" button to show the manuscript details and
files

3. The manuscript information will be pre-filled as you submitted the manuscript, so you will
not need to complete the entire submission again. Scroll down the page until you reach the
area(s) that need updating
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4. If the manuscript file needs updating then go to the 'Manuscript Files' section, and click the
small bin icon next to the manuscript file. This will delete the file. You can then upload the new
updated file

5. When all necessary changes have been made, click the green "Submit manuscript" button
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