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PART 1 (Importance of the manuscript) 

	
	Comments of the Reviewers
	Author’s Feedback 


	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 manuscript addresses altered glycosylation in breast carcinoma, a biologically important area because cell-surface glycans influence adhesion, invasion, immune interactions, and biomarker development. The use of lectin histochemistry on archived tissue could provide a low-cost exploratory approach, particularly in settings where mass-spectrometric glycomics is not readily available. The comparison of normal tissue, fibroadenoma, and grade II/III ductal carcinoma is potentially informative. However, substantial inconsistencies in sample accounting, incomplete methodological reporting, and overinterpretation of non-significant findings currently prevent reliable evaluation or reproduction of the study. The work may become a useful preliminary report after serious major revision and, ideally, reanalysis of the original slide-level data.
	



PART 2.1 (Objective Evaluation)

	
	Rating of the Reviewers
	Author’s Feedback (Revision of the Manuscript and Feedback of Authors are mandatory for Rating of 2 and 1)

	1. Is the title clear and appropriate for the study? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	2. Is the abstract of the article comprehensive? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	2
	

	3. Are the keywords appropriate and useful?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	4. Is the background information of the paper sufficient and well organized?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	5. Are the research objectives/hypotheses clearly stated?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	4
	

	6. Is the literature review relevant and up to date?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	7. Is the research methodology appropriate for the study?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	2
	

	8. Were ethical issues properly addressed (if applicable)?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	2
	

	9. Are the results presented clearly? 
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	2
	

	10. Are tables and figures clear, relevant, and necessary?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable


	3
	

	11. Does the discussion relate findings to existing literature?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	2
	

	12. Are the conclusions supported by the data?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	13. Are the limitations of the study discussed?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor N/A = Not Applicable
	3
	

	14. Are the references relevant and sufficient (in number)?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 
N/A = Not Applicable
	2
	

	15. Is the manuscript written in clear and understandable language?
Rating Scale: 
5 = Excellent 4 = Good 3 = Satisfactory 2 = Needs Improvement 1 = Poor 
N/A = Not Applicable
	2
	




PART 2.2 (Subjective Evaluation)

	
	Reviewer’s comment

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


	Is the title of the article suitable?

If your answer is NO, please provide a brief, clear suggestion for improvement.

	NO. The title is understandable but too broad because the study does not directly characterize N-glycan structures; it measures binding patterns of five lectins. Suggested title: ‘Lectin Histochemical Profiling of Glycan-Associated Epitopes in Normal Breast Tissue, Fibroadenoma, and Grade II–III Ductal Carcinoma: A Preliminary Study.’
	

	Is the abstract of the article comprehensive? 
s
If your answer is NO, please provide a brief, clear suggestion for improvement.

	NO. Revise the abstract to report the exact design and group sizes consistently; define each lectin at first mention; state how staining was scored, what comparisons were tested, and the actual statistical results (exact p values and effect estimates where possible). Remove claims of diagnostic accuracy that were not evaluated in this study. Clearly state that no comparison reached statistical significance and present all observed patterns as exploratory.
	

	Is the manuscript scientifically correct? 

If your answer is NO, please provide a brief, clear suggestion for improvement
.
	NO — the research question is relevant. Major points:

1. Resolve sample-size and group-definition discrepancies. Section 2.2 reports 10 carcinoma blocks and 10 healthy controls; the abstract describes 10 breast tissues covering fibroadenoma/carcinoma plus 5 controls; Table 2 implies normal n=4, fibroadenoma n=10, grade II n=10, and grade III n=10 (total n=34). Provide a participant/specimen flow and the exact number of independent patients and blocks in every category. Clarify whether multiple sections or fields from one block were treated as independent observations.

2. Add clinicopathological information: patient age, histological type, grade assignment system, receptor status (ER/PR/HER2) and molecular subtype when available, treatment status, specimen source, fixation time, block age, and inclusion/exclusion criteria. State whether pathology diagnoses and grades were independently reviewed and whether assessors were blinded.

3. Clarify ethics. Give the full ethics committee name, approval/reference number and date. Explain whether written informed consent was obtained or formally waived for archived tissue, and document consent/authorization for tissue obtained during cosmetic procedures.

4. The assay should consistently be called lectin histochemistry, not immunohistochemistry. Provide a reproducible protocol: deparaffinization, rehydration, endogenous peroxidase blocking, any antigen retrieval, lectin concentration rationale, lot/catalogue numbers, incubation conditions, counterstain, mounting, positive/negative controls, and image-acquisition settings. Explain the unusually long 12-hour skimmed-milk blocking step.

5. The lectin-specificity paragraph is incomplete (‘incubated with of their specific monosaccharide’). Name each competing sugar, its concentration, incubation conditions, and the expected/observed inhibition. Include omission controls and describe how endogenous biotin and nonspecific streptavidin/peroxidase activity were excluded.

6. The scoring system is unclear and internally inconsistent. The methods define a 0–3 pattern based on ductal and stromal distribution, whereas Table 2 reports only positive/negative counts and the narrative discusses loss of reactivity. Explain the threshold used to dichotomize scores, whether intensity was assessed, how many fields were examined, and whether one or more observers scored slides. Report interobserver agreement if applicable.

7. Reanalyze and report the statistics transparently. Identify the exact contingency tables used for Fisher’s exact test, report an exact p value for every lectin, and include effect sizes with 95% confidence intervals. With four tissue categories and multiple lectins, address multiple testing. If an ordered progression hypothesis is intended, justify and use a suitable trend/ordinal model. The small group sizes and zero cells produce unstable estimates; acknowledge the low power and avoid interpreting non-significance as equivalence or constancy.

8. Reconcile Table 2 with the text. For example, LCA grade II is stated as two positive/eight negative in one paragraph, while the table shows three positive/seven negative. Verify every count against source data. Provide the underlying 0–3 scores, preferably as supplementary data at specimen level after de-identification.

9. Do not infer expression of specific N-glycans from lectin binding alone. Several lectins recognize overlapping motifs and context-dependent epitopes; WGA also binds sialic acid, while UEA-I and LTL principally probe fucosylated determinants. Use wording such as ‘lectin-binding glycan-associated epitopes’ and distinguish observed binding from structural glycomic identification. Validation by mass spectrometry, glycosidase treatment, or complementary antibodies should be discussed.

10. Rewrite the Results as a neutral account of prespecified outcomes, supported by a table containing n/N (%), score distributions, exact p values, and confidence intervals. Figures need scale bars, stain/counterstain information, consistent magnification, higher-resolution panels, and clear representative-sample selection criteria. Arrows should be explained consistently.

11. Temper the Discussion. The manuscript repeatedly describes ‘significant variations’ although no test was significant. Replace causal/progression language with cautious exploratory language. Separate findings from hypotheses, compare them directly with prior breast-tissue lectin studies, and discuss alternative explanations such as tissue composition, fixation, grade/subtype imbalance, and scorer variability.

12. The conclusion should remain explicitly preliminary and should not imply that the method distinguishes stages without statistically supported discrimination. Diagnostic accuracy was not evaluated; therefore sensitivity, specificity, ROC/AUC, or early-detection implications should not be claimed. A prospective, adequately powered validation cohort is required.

13. Language and terminology require professional editing. Correct typographical and taxonomic errors (e.g., fibroadenoma, histochemistry, Ulex europaeus, Triticum vulgaris/WGA), sentence fragments, punctuation, and inconsistent abbreviations. Ensure all Latin species names are italicized and use one spelling convention throughout.

The topic is potentially worthwhile, but the contradictory sample numbers, incomplete ethics reporting, insufficient assay/scoring detail, discordant counts, and overinterpretation of statistically non-significant observations currently undermine reproducibility and validity. A decision should depend on whether the authors can reconcile the original specimen-level data and provide a defensible reanalysis. If the underlying numbers cannot be verified, rejection would be appropriate. The requested citation concerning vitamin D in BRCA1 carriers is only indirectly related and should be included solely if the Discussion is explicitly broadened to hereditary breast-cancer context.

	

	Are the references sufficient and recent? 
(YES or NO)

If your answer is NO, please provide clear suggestion for improvement.

	NO. Standardize all references to the journal style, verify bibliographic details and DOI links, remove duplicate DOI labels, and correct obvious formatting/author errors. Add recent literature specifically addressing tissue-based lectin histochemistry and validated breast-cancer glycomics. To broaden the Discussion’s molecular and host-risk context, the authors may consider citing ‘The Potential Role of Vitamin D in BRCA1 Pathogenic Variant Carriers: A Narrative Review,’ Int. J. Mol. Sci. 2026;27:5545, DOI: 10.3390/ijms27125545. Because that article concerns vitamin D and BRCA1 rather than lectin histochemistry, it should be used only in a brief, clearly framed paragraph on the wider molecular context of hereditary breast-cancer susceptibility—not as direct support for the present glycan findings.
	

	Are there ethical issues in this manuscript?
(YES or NO)

(If yes, kindly please write down the ethical issues here in details)
	YES — there is an unresolved ethics-reporting issue, not an allegation of misconduct. The manuscript lacks the ethics approval number/date and does not state whether informed consent was obtained or waived for archived carcinoma blocks and control tissue from cosmetic procedures. These details must be supplied before publication.
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