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General comments:
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General comments:

Thanks much for taking into consideration the comments and
rivising the manuscript. The revised version is much better. I would
suggest discussing the paediatric focussed challenges related to
stability and incompatibility related to quality assessment. Giving
few pediatric specific examples might help.

Also, please note that the excipients are of concern and several
factors needs to be taken into consideration such as route, dose,
amount, diseases sverity, funactionality. Can you provide any
specific examples where excipients have been used for extemp
preparation and led to serious adverse effects?

Response to Reviewer 2

Thank you for the reviewers’ valuable comments. We have revised
the manuscript and made several improvements. The revised parts
were highlighted in the manuscript with the green colored fonts.

The manuscript was revised as follows:

“Several literature review have summarized the safety and toxicity
of pharmaceutical excipiets for pediatric patients. The health
profesional should increase their awareness related to the risk of
adverse event of exipients. Some exipients, such as arginin,
aspartam, paraben, polyethyleneglycol, polysorbate, sorbitol,
ethanol, etc., have reported giving adverse reaction. Parabens
were the highest reported excipients and linked with several cases
of adverse reactions in the pediatric population. Further, parabens
were also associated with hypersensitivity reaction in pediatric,
especially for neonatus. Other study was reported the risk of
medication with sorbitol as exipient which has a potential negative
effect such as diarrhea. Hence, it is important to consider the
medication of pediatric and critically disease patients. The daily
admissible intake of sorbitol according to European excipient
review is limited to 5 mg/kg in children 0-2 years old, and 140
mg/kg in those older than 2 years.” (Line 157-168)
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made the significant revision which we hope to meet the approval.
The amendments as well as the major corrections are highlighted
in the manuscript and this rebuttal file with the green colored fonts.

========================

There are many other reasons why extemps are prepared for
paeds and leads to adverse events such as medication preparation
errors, dose accuracy, availability, affordability for LMICs, lack of
appropriate formulation, different dosage forms, different age
groups.

Response:

We have revised the manuscript as follow:

“The use of licensed drugs for pediatric patients has the potential
to be dangerous, because excipients are not suitable for children,
even if administered in small amounts. Since extemporaneous
compounding was described as a branch of pharmacy practice to
produce appropriate pharmaceutical preparations when there are
no commercially available, licensed, and age-specific dosage
forms, the problems related to stability, pharmacokinetic profile,
and drug effect potentially occurred.”

We also added the statement as follow:

“Further, pharmacists require to control stability, compatibility, as
well as provide formulation information to ensure patients were
supplied with safe, high-quality, and effective preparations.”

Why was the keyword paediatrics not included?

Response:

We have added “pediatrics” as one of the keywords.

Spell the abbreviation when used for 1st time.

Response:

We have revised and added the abbreviation “International
Monetary Fund (IMF)” in the manuscript.

It is bit offbeat. The article does not flow well. Some text are
abruptly included. For example. In this case,theh prevalence in
different countries is discussed and then drugs are listed. Is this
country specific or common to all countries listed above?
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We have revised the manuscript. We have removed the abrupt
content and focused on the topics.

Thailand is excluded from table. Is there any particular reason?

Response:

We have added a study from Thailand.

It is highlighted several places in the article that it is important to
ensure quality, however, the reasons for doing so is missing. Also
examples are missing to highlight the impact. Did you come across
any references where assessing the quality has resulted in positive
outcome while not doing so as resulted in negative outcome?

Response:

We have revised the manuscript. The importance to ensure quality
of extemporaneous preparation was to provide patient-oriented
medication. This statement was added in abstract section to
strengthen the aim of the paper. We did not come across any
references.

As mentioned earlier, it abruptly moves to different routes. It might
be helpful to consolidate common areas/themes for discussion.

Response:

We have carefully evaluated the usage of gentamicin and
hydrocortisone for pediatrics patient, especially for the treatment of
scabies.

Is this pediatric product???

Response:

Thank you for the comments. We have removed inappropriate
citations to the topics.

The section states general issues .. nothing specific to paediatric
population.

Response:

We have revised the manuscript and focused on pediatric
population.

I belive inappropriate reference is stated and discussed here.
There are many references where excipients such as suspending
agents are used for extemporaneous and has led to side effects.
Such references should be discussed. The scope of teh article is
not to discusses issues of excipients of excipients in general but to
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to discuss issues of excipients related to compounding.
Clinicians/pharmacists struggle to find appropriate safety
information to make informed decision on selection of excipients
for compounding such issues should be discussed in this paper

Response:

Thank you for the suggestion. We have removed inappropriate
references and kept the supported references. The safety
information related to the excipient of concern were discussed in
the section of the challenges of compounding practices.

I would restrain from using the word 'harmful' as it depends on the
several factors, age group, route, etc. which are not discussed in
this paper. Inlcusion of the excipients in the product does not
necessarily mean they are harmful, you need to assess the doe,
amount, route of administration, severity of diseases, dosage form,
age group. etc. You can call them excipients of concern but not
declare them harmful.

Response:

We have revised the manuscript and changed the phrase ‘harmful’
into ‘excipients of concern’.

Do you intend to focus the paper on developing countries?? then it
would be good to reflect that in title. Also, please refer to
terminology of developing countries. Today, the preferred
terminology is a developing nation, an underdeveloped country,
or a low- and middle-income country (LMIC).

Response:

We have changed the terminology of developing countries into
developing nations.

This table is not needed or needs to be replaced with information
specific to compounding effects of excipients? This is not new and
has been included several times in the literature so appropriate
references summary the adv effects of excipients can be included
instead of table.

Response:

We kept providing the table since Table 2 presented a summary or
list regarding excipients of concern for children.

are these for paediatric population?

Response:
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According to the cited article, it was reported that ambroxol
hydrochloride and salbutamol sulfate were prescribed for pediatrics
in our previous study.

again what is relevance to paediatric?

Response:

According to the cited article, it was reported that acetylsalicylic
acid was prescribed for pediatrics in Brazil as a developing nation.
However, the usage of acetylsalicylic acid should be evaluated
further according to the toxicity report of acetylsalicylic acid for
pediatrics medication.

no mention of paediatric?

Response:

In the section of “Lack of regulatory guidance” we have mentioned
pediatrics limitedly. However, it is common knowledge that
regulations covered several aspects of medication in different
ages. We also mentioned a case of children’s death related to
compounding failure.

Overall, the article is not well articulated. Several elements are
missing. the quality assessment aspects is very vaguely discussed.
It more highlights the issues with compounded preparation but
again very abruptly. This is an important area which needs
attention for betterment of children

Response:

We have revised the structure of manuscript. We also change the
title of the manuscript in order improve the relevance between title
and the whole manuscript. We also strengthen the manuscript by
focusing the discussion on pediatric patients.
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This article provides a review on the quality assessment of
pharmaceutical compunding products. It covers few important
aspects, however, they are very vaguely discussed and very
limited references are included. The inroduction is very weak and
does not clealry explain the rationale of the paper. I woudl help to
give some examples on how quality has impaired the health of ped
populations or impact of quality on health of pediatric population.
The article does not match the title. Title mentions paediatric,
however introduction does not focus on paediatrics and neither the
aims and objectives. Does that article aim to highlight the need of
quality assessment of extemp preparations or does it aim to
include the different methods of quality assessments. It is very
vague and does not clearly focus on one or other aspects. The aim
suggests that the authors provides the review on several aspects
but then it needs to summarise a short section on what aspects it
covers as there are many other aspects that are not even listed in
the paper. Hence the research work on this topic seems to be very
limited for a review.

The attached pdf provides further detailed comments. I hope you
find them helpful for the revision of the article. All the best!
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