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When should | expect to receive the Editor's decision?

For Annals of Medicine and Surgery, the average editorial time (in weeks) from submission to first
decision is: 5.07 and from submission to final decision is: 10.13.
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Here are the steps that you can expect as your manuscript progresses through the editorial process in
the Editorial Manager (EM).

1. First, your manuscript will be assigned to an Editor and you will be sent a unique reference number
that you can use to track it throughout the process. During this stage, the status in EM will be "With
Editor".

2. If your manuscript matches the scope and satisfies the criteria of Annals of Medicine and Surgery, the
Editor will identify and contact reviewers who are acknowledged experts in the field. Since peer-review
is a voluntary service, it can take some time but please be assured that the Editor will regularly remind
reviewers if they do not reply in a timely manner. During this stage, the status will appear as "Under
Review".

Once the Editor has received the minimum number of expert reviews, the status will change to
"Required Reviews Complete".

3. Itis also possible that the Editor may decide that your manuscript does not meet the journal criteria
or scope and that it should not be considered further. In this case, the Editor will immediately notify
you that the manuscript has been rejected and may recommend a more suitable journal.

For a more detailed description of the editorial process, please see Paper Lifecycle from Submission to
Publication: http://help.elsevier.com/app/answers/detail/a_id/160/p/8045/

How can | track the progress of my submission?
You can track the status of your submission at any time at http://ees.elsevier.com/AMSU

Once there, simply:
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1. Enter your username: Your username is: rha.ns2010@gmail.com
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2. Click on [Author Login]. This will take you to the Author Main Menu
3. Click on [Submissions Being Processed]

Many thanks again for your interest in Annals of Medicine and Surgery.
Kind regards,

Dr. Riaz Agha

Editor-in-Chief
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If you require further assistance, you are welcome to contact our Researcher Support team 24/7 by live
chat and email or 24/5 by phone: http://support.elsevier.com

In compliance with data protection regulations, you may request that we remove your personal
registration details at any time. (Remove my information/details). Please contact the publication office
if you have any questions.
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Dear Dr Rosyidi

I am pleased to inform you that the status of your submission has now progressed to: 'Required
reviews complete'.

This status means that | have received the minimum number of required reviews, which I will
now evaluate in order to make a decision on your paper.

If the current reviews conflict with one another or are not detailed enough, I may need to seek
the opinion of another reviewer to make a fair and informed conclusion about your paper. For
this reason the status of your paper may change back to ‘under review' for a short period of
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time.
As soon as the final editor's decision can be made, you will be notified via email.

| appreciate your understanding of the time required to provide you with a thorough decision
and comments on your submission.

Kind regards,

Annals of Medicine and Surgery

In compliance with data protection regulations, you may request that we remove your personal
registration details at any time. (Use the following URL.:
https://www.editorialmanager.com/amsu/login.asp?a=r). Please contact the publication office if
you have any questions.

nnals of Medicine and Surgery Sun, Nov 1, 2020, 1:03
<em@editorialmanager.com> PM
to me

Ms. Ref. No.: AMSU-D-20-00375R1

Title: P2X3 Receptor Expression in Dorsal Horn of Spinal Cord and Pain Threshold
after Estrogen Therapy for Prevention in Neuropathic Pain

Annals of Medicine and Surgery

Dear Dr Rosyidi,

This message is to acknowledge that we have received your revised manuscript for
reconsideration for publication in Annals of Medicine and Surgery.

You may check the status of your manuscript by logging into the Editorial Manager as an author
at https://www.editorialmanager.com/amsu/.

Thank you for submitting your work to Annals of Medicine and Surgery.
Kind regards,

Editorial Manager
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For further assistance, please visit our customer support site at
http://help.elsevier.com/app/answers/list/p/7923. Here you can search for solutions on a range of
topics, find answers to frequently asked questions and learn more about EM via interactive
tutorials. You will also find our 24/7 support contact details should you need any further
assistance from one of our customer support representatives.
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Respon to Reviewer

Reviewers' comments:

Reviewer #5: - Is it possible to clarify why hyperalgesia was performed 30 minutes post-
injection? (‘effect of estrogen application..." subsection)

Answer :
Thanks Sir. I've added it to the subsection

“Allodynia (pain due to a stimulus that does not usually provoke pain) and hyperalgesia (increased
pain from a stimulus that usually provokes pain) are prominent symptoms in patients with
neuropathic pain. Neuropathic pain causes signs and symptoms of hyperalgesia, so to
understand the inhibition of neuropathic pain in each drug, the measurement of hyperalgesia
is performed. Measurement of hyperalgesia on days 1, 3, 5, 7, and 14 using a warm plate.
Measurement of hyperalgesia was done 30 minutes post-injection, each injection and
measurement of hyperalgesia were completed per group. It is intended that each group has
the same interval between subcutaneous injection with hyperalgesia measurement and 30
minutes is the average drug can reach peak effect so that it can be seen the pain reduction
response between the positive control group and the estrogen group”

- Are there any alternative and equally as effectives forms of treatment for neuropathic pain?
Answer :
Thanks Sir. I've added it to the discusion

“Numerous therapeutic and Prevent recommendations, with different classes of drug, for
neuropathic pain have been proposed. On the basis of a systematic review and meta-analysis
of all drug studies reported on since 1966, including unpublished trials, pregabalin (a GABA
analogue), gabapentin (a GABA inhibitor), duloxetine (a serotonin-noradrenaline reuptake
inhibitor) and various tricyclic antidepressants have strong recommendations for use and
are recommended as first-line treatments for peripheral and central neuropathic pain. High-
concentration capsaicin (the active component of chili peppers) patches, lidocaine patches
and tramadol (an opioid with serotonin and noradrenaline reuptake inhibition effects) have
weak evidence in support of their use and are recommended as second-line treatments for
peripheral neuropathic pain only. Strong opioids and botulinum toxin A (administered by
specialists) have weak recommendations for use as third-line treatments. However, most of
these treatments have moderate efficacy based on the number needed to treat for obtaining
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50% of pain relief. Furthermore, pharmacological treatments for chronic neuropathic pain
are effective in <50% of patients and may be associated with adverse effects that limit their
clinical utility. it is because of the much dissatisfaction with the therapy that many studies
have been conducted to find the right remedy for neuropathic pain. it is on this basis that we
conducted research on one of the drugs, namely estrogen. we looked at how the estrogen
effects to prevent neuropathic pain.

Estrogens are reported to reduce the sensation of pain and estrogen acting on beta receptors
can provide protection from pain due to inflammation. In neuropathic pain, estrogen can
modulate pain via both peripheral and central routes. In the peripheral nerves, especially in
the dorsal horn of the spinal cord and DRG (dorsal root ganglia) through non-genomic,
genomic, and paracrine regulation. Estrogen plays a role in the survival and regeneration of
spinal neurons. In DRG neurons and spinal horn dorsal horn, estrogen reduces the entry of
Ca2 + ions triggered by ATP via a estrogen receptors and selectively acts to modulate
impulses mediated by P2X3 receptors. Centrally, estrogen triggers neurochemical changes
that can modulate pain.”

- If would be helpful if the authors included in the discussion/conclusion what the key take away
messages of this report are, and what has been learnt.

Answer :
Thanks Sir. I've added it to the discusion.

“From this study, it was found how the role of estrogen can prevent neuropathic pain,
where is estrogen could decrease the expression of P2X3 receptors and prolonged the onset
of thermal hyperalgesia. So, both of these explained that estrogen has a role in preventing
the occurrence of neuropathic pain after peripheral nerve lesions”.

- Please discuss the limitations and challenges encountered throughout this study, and how they
were effectively overcome.

Answer :
Thanks Sir. I've added it to the discussion

“The limitation of this study is that the research was carried out on experimental animals
so that it needs to be continued in the future with clinical research involving others
biomarkers for neuropathic pain ”
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reconsideration for publication in Annals of Medicine and Surgery.

You may check the status of your manuscript by logging into the Editorial Manager as an author
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Thank you for submitting your work to Annals of Medicine and Surgery.
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Editorial Manager
Annals of Medicine and Surgery
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This message is to acknowledge that we have received your revised manuscript for
reconsideration for publication in Annals of Medicine and Surgery.

You may check the status of your manuscript by logging into the Editorial Manager as an author
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Dear Dr Rosyidi,

Your submission "P2X3 Receptor Expression in Dorsal Horn of Spinal Cord and Pain Threshold
after Estrogen Therapy for Prevention in Neuropathic Pain" will be handled by Editor in Chief
Riaz Ahmed Agha, BSc, MBBS, MRCSEng, MSc, D.Phil, FRSPH.

You may check on the progress of your paper by logging on to the Editorial Manager as an
author.

Thank you for submitting your work to this journal.
Kind regards,

Editorial Manager
Annals of Medicine and Surgery
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For further assistance, please visit our customer support site at
http://help.elsevier.com/app/answers/list/p/7923

Here you can search for solutions on a range of topics, find answers to frequently asked
questions and learn more about EM via interactive tutorials. You will also find our 24/7 support
contact details should you need any further assistance from one of our customer support
representatives.

In compliance with data protection regulations, you may request that we remove your personal
registration details at any time. (Use the following URL.:
https://www.editorialmanager.com/amsu/login.asp?a=r). Please contact the publication office if
you have any questions.
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Dear Dr Rosyidi,

| am pleased to inform you that your paper "P2X3 Receptor Expression in Dorsal Horn of Spinal
Cord and Pain Threshold after Estrogen Therapy for Prevention in Neuropathic Pain" has been
accepted for publication in Annals of Medicine and Surgery.

This journal is fully open access; all articles will be immediately and permanently free for
everyone to read and download. To provide Open Access, this journal has a publication fee
which needs to be met by the authors or their research funders.

In the next few days, you will be receiving information via email to allow you to choose one of
the CC license options, providing funding information and a link to our payment system.

<font color="blue"><a target="_blank" href=" http://www.elsevier.com/journals/Annals-of-
Medicine-and-Surgery/2049-0801/open-access-journal "> Learn about publishing Open Access
in this journal.</a></font></a></font>

Your manuscript will be published online in raw form 4 days from this acceptance.

Below are comments from the editor and reviewers.

Thank you for submitting your work to Annals of Medicine and Surgery.

Yours sincerely,

Jo Frankland

Editorial Office

Annals of Medicine and Surgery

Have you considered publishing a protocol for your next study? You can now publish your

study protocol with 1JS Protocols, our pioneering new journal for surgical protocols, visit
http://www.ijsprotocols.com for more details.

Comments from the editors and reviewers:

*hhkhEhkhkhkkhkhkhkhhkhkhhkhhhkhkhhkhkihkhkhhkhkhhhkihhiihiiiiik


http://www.elsevier.com/journals/Annals-of-Medicine-and-Surgery/2049-0801/open-access-journal
http://www.elsevier.com/journals/Annals-of-Medicine-and-Surgery/2049-0801/open-access-journal
http://www.ijsprotocols.com/

For further assistance, please visit our customer support site at
http://help.elsevier.com/app/answers/list/p/7923. Here you can search for solutions on a range of
topics, find answers to frequently asked questions and learn more about EM via interactive
tutorials. You will also find our 24/7 support contact details should you need any further
assistance from one of our customer support representatives.
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