Review Form 3

	

	Journal Name:
	Asian Journal of Pediatric Research 

	Manuscript Number:
	Ms_AJPR_153557

	Title of the Manuscript: 
	The complex interplay of clinical and hemodynamic influence on ductal response to acetaminophen in high-risk extreme low gestational age newborns

	Type of the Article
	Original Research Article


	PART  1: Comments



	
	Reviewer’s comment


	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 study addresses an important clinical question regarding predictors of acetaminophen response in extremely low gestational age newborns (ELGANs) with hemodynamically significant PDA. The integration of echocardiographic parameters into treatment-response prediction is potentially valuable. However, the clinical impact is weakened by the low closure rate (30%) and significant methodological limitations that restrict generalizability.
	

	Is the title of the article suitable?

(If not please suggest an alternative title)


	The title is grammatically awkward and overly verbose.

Suggested revision:
“Clinical and Echocardiographic Predictors of Acetaminophen-Induced Ductal Closure in Extremely Low Gestational Age Newborns.”
	

	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 abstract is structurally complete but lacks critical elements:

a. Adjusted odds ratios are not presented.

b. The unusually low efficacy rate (30%) is not contextualized.

c. Predictors appear relevant only for early therapy, but this is not clearly emphasized.
	

	Is the manuscript scientifically, correct? Please write here.
	Major concerns:

a. Confounding by indication: Acetaminophen was used selectively (contraindications or prior treatment failure), introducing substantial bias.

b. Small sample with multivariate regression: High risk of overfitting; variable selection strategy not described.

c. Arbitrary early vs late cut-off (2 weeks) without physiologic justification.

d. Inconsistent interpretation of MPA Vmax: The directionality between descriptive and regression findings requires clarification.

e. Late treatment group lacks mechanistic explanation despite blood pressure differences.


	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	Generally adequate and includes recent literature. However:

a. Duplicate references are present.

b. Some outdated citations.

c. Discussion does not sufficiently integrate the most recent predictive-model literature.


	

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


	The manuscript requires major English editing. Numerous grammatical errors, inconsistent formatting, and unclear phrasing reduce readability and scientific precision.
	

	Optional/General comments


	Strengths:

a. Focus on ELGANs (clinically high-impact population).

b. Use of detailed echocardiographic parameters.

c. Attempt at multivariate modeling.

d. Safety data included.

Areas for improvement:

a. Clarify whether closure was confirmed at a standardized timepoint.

b. Provide Kaplan-Meier–type time-to-closure analysis if possible.

c. Clarify whether repeat acetaminophen courses were given.

d. Strengthen discussion of why closure rate is significantly lower than meta-analyses.

e. Expand limitations to explicitly mention:

1) Confounding by indication

2) Retrospective design

3) Lack of standardized echocardiographic timing

4) Potential measurement variability
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	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 detail)

No major concerns. IRB exemption is stated, but approval reference number should be provided.
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