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c Original submission 1 comment - 6 Nov 2024

Mahmoud Gharbavi Reviewer MINOR REVISION 6 Nov 2024

Comments

1. The discrepancy between the DLS and SEM results regarding the size uniformity of the nanocomposite is
notable. While the authors claim a uniform size distribution, the experimental data suggest otherwise. A
more detailed analysis of the particle size distribution, potentially using additional characterization
techniques, is necessary to reconcile these findings (with Image] software).

2. The reported PDI value of 0.37 appears to be inconsistent with the absence of Zetasizer data from the
Malvern model. It is unclear how this value was derived, and further clarification on the calculation
methodology is required. Additionally, the implications of this PDI value for the nanocomposite's properties
and performance should be discussed.

3. The drug release profiles in both acidic and alkaline environments do not appear to have reached a plateau
phase. To obtain a more complete understanding of the release kinetics, the authors should consider
extending the release study duration.

4. To accurately determine the kinetic behavior of drug release, it is insufficient to rely solely on the R? factor.
The Akaike Information Criterion (AIC) should be employed to select the most appropriate kinetic model.

Best Regards,
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Revision 1

AUTHORS' RESPONSE TO REVIEWERS

Authors' reply to reviewers

The next pages contain the authors' point-by-point reply to the comments of this
revision round, as submitted with the revised manuscript. It is published as the
authors wrote it.
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Pharmaceutics Research Center
Institute of Neuropharmacology

Kerman University of Medical Sciences

Dear Editor-in-Chief,

Thank you for evaluating the manuscript “A novel platform for controlled drug delivery; Green
synthesizes and characterization of honey-incorporated Cu/Al layered double hydroxide (LDH)
nanocomposite”. We have taken into consideration and addressed all the reviewers’ comments as
listed below. The corrected parts were highlighted in (Green in the text.

Comments Reviewers 1:

The manuscript, titled "A Novel Platform for Controlled Drug Delivery; Green Synthesizes and
Characterization of honey-incorporated Cu/Al layered double hydroxide (LLDH) Nanocomposite", lacks
the necessary novelty for publication in the Jundishapur Journal of Natural Pharmaceutical Products. This
is the primary reason for my recommendation against its publication. Specific comments are as follows:

Query 1: The structure of the article has many grammatical problems and needs to be edited and
rewritten.

Query 2: The authors conducted a release test at the same pH (7.4 and 7.4) in the abstract section.

Query 3: The introduction section is unclear and confusing; the authors do not present why they want to
prepare these nanoparticles.
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Query 4: The authors state that a polymer-based LDH nanocomposite film with unique functions and
structures can be obtained by incorporating polymers. However, it is unclear why the authors chose honey
as the polymer. This choice needs to be justified in the manuscript.

Query 5: Why did the authors synthesize these nanoparticles? For dye removal, antioxidant properties or
drug delivery?
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Query 6: In the results and discussion, the authors said that DLS and SEM results show high uniformity.
However, based on the results, nanoparticles aren’t very uniform, and in the SEM image, we can see
polydispersity.
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Comments Reviewers 2:
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Comments Reviewers 3:

Query 1: The discrepancy between the DLS and SEM results regarding the size uniformity of the
nanocomposite is notable. While the authors claim a uniform size distribution, the experimental data
suggests otherwise. A more detailed analysis of the particle size distribution, potentially using additional
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Query 2: The reported PDI value of 0.37 appears to be inconsistent with the absence of Zetasizer data
from the Malvern model. It is unclear how this value was derived, and further clarification on the
calculation methodology is required. Additionally, the implications of this PDI value for the
nanocomposite's properties and performance should be discussed.

Query 4: To accurately determine the kinetic behavior of drug release, it is insufficient to rely solely on
the R? factor. The Akaike Information Criterion (AIC) should be employed to select the most appropriate
kinetic model.
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Pharm D, Ph.D. candidate of pharmaceutics
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e Revision 1 1comment - 30 Nov 2024

Amanollah Zarei-Ahmady Reviewer MAJOR REVISION 30 Nov 2024

Dear Author,
I hope this mail finds you well.

Please find my comments and questions on the manuscript "A novel platform for controlled drug delivery;
Green synthesizes and characterization of honey-incorporated Cu/Al layered double hydroxide (LDH)" below:

1) Could you please explain the type of carrier you introduced? You introduced it as an anionic carrier!

2) Let me know about possible impurities in honey and their role in synthesis! Also, what about the roles of
several organic macromolecules in honey?

3) Do the authors synthesize these nanoparticles for dye removal and drug delivery? The first role wasn’t
mentioned in the title!

4) Why didn’t you analyze the carrier by IR?
[ found this manuscript suitable for publication in JJNPP only after major revision.

Best Regards,
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Revision 2

AUTHORS' RESPONSE TO REVIEWERS

Authors' reply to reviewers

The next pages contain the authors' point-by-point reply to the comments of this
revision round, as submitted with the revised manuscript. It is published as the
authors wrote it.
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Pharmaceutics Research Center
Institute of Neuropharmacology

Kerman University of Medical Sciences

Dear Editor-in-Chief,

Thank you for evaluating the manuscript “A novel platform for controlled drug delivery and dye
removal; Green synthesizes and characterization of honey-incorporated Cu/Al layered double
hydroxide (LDH) nanocomposite”. We have taken into consideration and addressed all the
reviewers’ comments as listed below. The corrected parts were highlighted in (Green in the text.

Comments Reviewers 1:

Query 1: The manuscript is valuable and good and seems acceptable.

Comments Reviewers 2:

Query 1: -

Comments Reviewers 3:

Query 1: Please explain about the kind of carrier you introduced? You introduced it as anionic carrier!
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Query 2: Let me know about probably impurity of honey and their role in synthesis! Also, what about the
roles of several organic macromolecules in honey?

Query 3: The authors synthesize these nanoparticles for dye removal and drug delivery? The first role
didn’t mention in title!

Query 4: Why you didn’t analysis the carrier by IR?

Best Regards,

Amir Mohammad Bagheri,

Pharm D, Ph.D. candidate of pharmaceutics
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e Revision 2 0 comments

No public comments in this round.
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