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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.


	The three fundamental methods of structural biology, NMR spectroscopy, X-ray crystallography, and cryo-EM, are reviewed in this manuscript in a timely and thorough manner, and it makes a strong case for their combined application. It tackles a crucial change in the field toward hybrid approaches, which are necessary for researching big, dynamic, complex macromolecular assemblies that are impossible to fully characterize using a single approach. The paper is a useful resource for both novice and experienced researchers navigating the changing field of structural biology by summarizing present capabilities, constraints, and the expanding role of computational tools like AlphaFold. Its focus on convergence and data integration provides a forward-looking viewpoint that may direct cooperative research and experimental design in both academia and industry.


	

	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.


	The scope, important methods, and main idea of integrated structural biology are all succinctly described in the well-organized abstract. However, as this is a prominent theme in the following sections, it may be slightly improved by explicitly mentioning the transformative impact of computational and AI tools (e.g., AlphaFold) in the same breath as the three main strategies. Additionally, the abstract might have a greater impact on a wider readership if it included a quick note on the practical relevance for understanding disease mechanisms or drug discovery. These minor modifications might improve the relationship between technique integration and practical applications, but no deletions are required.


	

	Is the manuscript scientifically, correct? Please write here.
	Yes
	

	Are the references sufficient and recent? If you have suggestions of additional references, please mention them in the review form.
	The references are generally sufficient and up to date, with numerous citations from 2023–2025, reflecting current advancements. However, a few areas could benefit from additional citations:

· The section on AlphaFold and AI could include the foundational AlphaFold paper (Jumper et al., Nature 2021) more prominently, or a review on AI in structural biology from 2022–2023.

· For integrative/hybrid methods, consider adding a key methodological review such as Rout & Sali (2019) or recent works from the wwPDB Hybrid/Integrative Methods Task Force.

· In the cryo-EM section, a citation to a recent breakthrough study (e.g., a 2022–2023 Nature or Science paper demonstrating near-atomic resolution of a flexible complex) would underscore the “resolution revolution.”


	

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


	Yes
	

	Optional/General comments


	· The comparative table (Table 1) is very useful, but the figure captions could be more descriptive. Ensure all figures (1–3) are referenced in the text before they appear.
· The writing is generally clear and academic, but there are occasional long sentences that could be simplified for readability. Minor punctuation issues (e.g., comma splices) appear in a few places, but no major grammatical errors detract from understanding.
· The paper is logically organized, but the transition between Sections 4 (Electron Microscopy) and 5 (Comparative Analysis) feels slightly abrupt. A brief introductory sentence linking the two would improve cohesion.
· Consider adding a short case study (e.g., the ribosome, SARS-CoV-2 spike protein) where integration of techniques led to a breakthrough.

· Highlight emerging trends such as time-resolved cryo-EM or in-cell NMR in the conclusion to enhance forward-looking impact.

· Consistently format author names in references (some use full initials, others only first initials). Ensure you follow the Journal guideline and be consistent.
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