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	Reviewer’s comment
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	Author’s Feedback (It is mandatory that authors should write his/her feedback here)



	Please write a few sentences regarding the importance of this manuscript for the scientific community. A minimum of 3-4 sentences may be required for this part.


	This review will depict small molecules that are already being explored as a high-risk HPV HPV16 multiepitope vaccine and in silico approaches to the design of novel therapeutics for managing cervical cancer.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	Yes


	

	Is the abstract of the article comprehensive? Do you suggest the addition (or deletion) of some points in this section? Please write your suggestions here.


	Yes
	

	Is the manuscript scientifically, correct? Please write here.
	Include more detailed contents to improve the objectivity of the overall journal. The manuscript fails to sufficiently relate its findings to previous research, particularly the recent work by. The Discussion section should be expanded to incorporate this crucial literature.
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Yes
	

	Is the language/English quality of the article suitable for scholarly communications?


	While the science is strong, the manuscript suffers from grammatical issues and awkward phrasing, making it difficult to read in places. work with a professional copyeditor to improve the clarity and flow of the text.
	

	Optional/General comments


	Cervical cancer is considered the fourth leading cause of death among women worldwide, with its establishment being associated with the most common sexually transmitted papillomavirus (HPV) infection.1 Genital HPV infection is the most common sexually transmitted infection worldwide, involving more than 75% of men and women of all ages.2 Early prevention with HPV vaccination is a safe and effective method against this disease. Three prophylactic HPV vaccines have been approved to target high-risk HPV types, which are based on the recombinant DNA technology and purified structural protein that is assembled to form HPV empty shells. Prophylactic vaccines are highly immunogenic and can induce the production of specific neutralizing antibodies. However, therapeutic vaccines induce cell-mediated immunity against transformed cells, rather than neutralizing antibodies. Various research teams are trying to develop a safe and effective therapeutic vaccine. To date, no therapeutic vaccines are approved for use in viral infections. The second generation of prophylactic HPV vaccines, made from alternative viral components using cost-effective production strategies, is undergoing clinical evaluation.3,4 In recent years, various bacteria, such as Escherichia coli, have been used to produce the HPV capsid protein L1 virus-like particle vaccine instead of expensive eukaryotic systems. In addition, to reduce the production costs of HPV vaccines, the methylotrophic yeasts Pichia pastoris and Hansenula polymorpha are used as suitable expression systems for the production of HPV virus-like particles.5

The HPV genome encodes eight genes; the two L group structural proteins constitute the capsid that protects the viral genome, and the six E group proteins are involved in replication, transcription regulation, and oncogenesis. E6 and E7 proteins of high-risk HPV are abundantly expressed in the top differentiating epithelial layers, resulting in uncontrolled cell proliferation, and play a major role in cervical cancer development. E6 protein is essentially found in the cell nucleus and is constituted by 150–160 amino acids and two zinc-binding motifs. The discovery of the E6 protein X-ray crystal structure, available in the Protein Data Bank (PDB ID: 4GIZ and 4XR8, accessed on 20th May 2021), led to an increase in the use of in silico approaches being explored as inhibitors/blockers for the E6 protein.6

The current study attempts to demonstrate that the computational analysis-designed multiepitope vaccine is structurally stable, with strong binding potential to immune receptors. The content of this paper is relatively insufficient, and the author has done some preparation and work on this topic. However, there are still some obvious problems in this paper. Author is encouraged to include more detailed contents to improve the objectivity of the overall journal. It is suggested that the author revise this article carefully according to the relevant opinions. Some suggestions have been given below to help the author improve the quality of the journal.
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1. After reading the methods section, wondering about some of the details of the methods used; some of the questions were not answered.  However, it is unlikely that epitope extraction from E6 and E7 proteins belonging to HPV-16 and -18 types was identified. It should be determined how many antigenic sequences have been collected. Without doing so, the validity of the approach taken may be questioned.  suggest expanding the description of the methods in this paper (e.g., inclusion and exclusion criteria, etc.).  In addition, I had some concerns about the level of significance chosen.  Because this was exploratory research, a wide variety of associations were tested.  As a result, a correction for multiple comparisons should be made, lowering the significance level criterion and eliminating some of the associations reported as significant.  

2. The content of the discussion section of the paper didn't include: Explanation of results, comment on whether or not the results were expected, and present explanations for the results; If appropriate, note any unusual or unanticipated patterns or trends that emerged from your results and explain their meaning; References to previous research, compare your results with the findings from other studies, or use the studies to support a claim; Deduction: a claim for how the results can be applied more generally. It sounds like a Hypothesis as a more general claim or possible conclusion arising from the results.

3. Please declare the strengths and the limitations of the current study.  
	


	PART  2: 



	
	Reviewer’s comment
	Author’s Feedback (It is mandatory that authors should write his/her feedback here)



	Are there ethical issues in this manuscript? 


	(If yes, Kindly please write down the ethical issues here in details)


	


Reviewer details:

Ahmad Ahmadzadehamiri, MAZUMS, Iran

Created by: DR
              Checked by: PM                                           Approved by: MBM
   
Version: 3 (07-07-2024)


