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	PART  1: Comments



	
	Reviewer’s comment

Artificial Intelligence (AI) generated or assisted review comments are strictly prohibited during peer review.

	Author’s Feedback (Please correct the manuscript and highlight that part in the manuscript. 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.


	The manuscript describes a case of dapsone-induced hypersensitivity in a young 24-years lady. It gives detailed laboratory finding and the experience of management of the case. This article also discusses the context of drug-induced  hypersensitivity reaction and thus is a useful report for clinicians and researchers studying drug hypersensitivity in general.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title is not very suitable as it looks plain. Please try to make it more informative so the readers can understand the case more clearly and decide to further read the article or not.
	

	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.


	The English is poor, please try to make it more professional. Some AI technology or other English enhancing softwares like Gramarly may be used to just improve the English of the text you have already written.
You may not require to name each of the laboratory tests in the abstract.

Phrases like: “physicians advised CBC, LFT ….” Are not very professional. You could write: “Results of CBC, LFT, … were raised/abnormal ….”
	

	Is the manuscript scientifically, correct? Please write here.
	Introduction Section
1. The drug dapsone(4,4'-diamino  

diphenylsulfone) is useful for treating a variety of infections, immunological and hypersensitivity disorders.

· Dapsone is not used to treat hypersensitivity disorders but autoimmune disorders could be written.
· As Dapsone is approved  by FDA for leprosy and dermatitis herpetiformis, these two diseases should be written first. And other diseases and infections can be name.
2. Its incidence rate is estimated to be between 1 in 1000 and 1 in 10000 drug exposure and Mortality rate is estimated to be 10%

- Please cite how you estimated the 1/1000-10000 figure. Please see P Narsima Rao 2001 article which says around 1.3 to 1.6%.

Rao, P. N., & Lakshmi, T. S. (2001). Increase in the incidence of dapsone hypersensitivity syndrome--an appraisal. Leprosy review, 72(1), 57–62. https://doi.org/10.5935/0305-7518.20010009
3. Mechanisms involved in this dress syndrome are (a) A genetic component that alters immune response (b) A triggering factor mostly a viral infection (c) Defect in dry metabolism resulting in failure to eliminate drug intermediates.

- This sentence is misleading. Please remove this and add one or more other sentences. Immune system is altered to some degree in even non-allergic patients. Please try to explain what actually happens during drug hypersensitivity. You may like to look at this article.
Pichler W. J. (2019). Immune pathomechanism and classification of drug hypersensitivity. Allergy, 74(8), 1457–1471. https://doi.org/10.1111/all.13765
· While viral infections is usually implicated and J SCAR criteria uses HHV-6 as a defining criteria, these is no scientific consensus on whether HHV reactivation is required for drug reactions.
· Please clarify what is “dry” metabolism. Yes, failure to eliminate drug intermediates may lead to hypersensitivity reactions. Please explain how. Usually a drug metabolizing enzyme CYP2C9 or renal dysfunction which inhibits normal drug excretion are implicated.
Case report section

4. You can replace one or more tables by writing the findings in text/paragraph format.

5. Due to involvement of tongue (muco-cutaneous layer) and cheilitis, please see if this hypersensitivity reaction align more to SJS (Steven Johnson Syndrome). I am not a clinical doctor but based on my experience at a hospital-based research lab, I would suggest to reconfirm with another experienced clinician. Otherwise, its OK.

6. More specifically, the temporal trend of the case is not clear. For example, if you have data, please write, how long the lady took the medication (MDT), how long did she take medication after symptoms started to appear, how long did she stay at ICU/general ward, after how long were the alternative leprosy medications given (whether clofazimine and rifampicin were continued), which symptoms increased or decreased during her hospital stay, etc. You may also write the month and year of her admission. 
Discussion Section

7. Immunological mechanisms: T-cell responses, including activation and expansion of CD4+ and CD8+ T cells, contribute to the pathophysiology of DRESS.  

Drug-reacting cells produce pro-inflammatory cytokines, which may lead to a broad spectrum of inflammatory phenotypes. Immunological mechanisms involve the interaction between drug specific T cells and viral antigens, leading to the activation of immune cells and the release of cytokines.
· As HLA-based pathophysiology is well-recognized, please explain the immunological mechanism based on HLAs.
8. Drug-related factors: Recent drug discontinuation is associated with DRESS. Certain drugs, such as anticonvulsants, allopurinol, and antibiotics, are commonly implicated in DRESS.

- Please detail this section. How drug discontinuation may be associated with DRESS? Either remove the sentence or write with proper citations.

9. For REGISCAR Scoring, fever is probably scored 0 (zero), please check. You may add a score of 1 as resolution required more than 15 days.

	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	1. Reference no. 8 (Medically reviewed by Jennie Olopaade, PharmD, RPH — Written by Rachel Ann TeeMelegrito on November 3, 2021  ) is not a proper scientific article.

2. Please include some articles related to HLA and dapsone/drug hypersensitivity.

	

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


	English is poor. Please make the English better.
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	Are there ethical issues in this manuscript? 


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


	


	Reviewer Details:



	Name:
	Divya Raj Shamsher J B Rana

	Department, University & Country
	Anandaban Hospital, Nepal


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

