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The topic of this review manuscript is timely and relevant. Circular RNAs (circRNAs) represent an emerging class of non-coding RNAs with potential roles in gene regulation, cancer biology, and diagnostic biomarker development. Focusing on pediatric diseases, particularly cancers, makes this article highly pertinent. 

However, the current version of the manuscript suffers from major structural and content-related weaknesses that must be addressed before it can be considered for publication.

Comments:

1. Title: The current title, "Circular RNA (circRNA) and the Role in Pediatric Disease Pathogenesis," is generally informative and captures the core topic. However, there is a minor grammatical issue in the phrasing. A more grammatically natural and fluid version might be: “Circular RNAs and Their Role in Pediatric Disease Pathogenesis.”

2. Abstract: The abstract presents several key facts about circular RNAs, but it lacks clarity, focus, and structure. Rather than summarizing the scope and aim of the review, it reads more like a disconnected list of molecular details. 
There is no clear objective or conclusion, and the abstract does not reflect the actual content of the manuscript in a balanced way. For instance, while the title suggests a broad focus on pediatric diseases, the abstract only highlights pediatric cancer.

Additionally, some sentences are repetitive, and the overall flow could be improved by organizing the information more logically.

 I would recommend rewriting the abstract to clearly state the purpose of the review, briefly outline the main themes covered, and reflect the true scope of the manuscript.
3. Introduction: The introduction provides a broad overview of circRNAs, including their molecular structure, biogenesis, and known cellular functions. While the section is generally informative and written clearly, it would benefit from several critical improvements in terms of scientific depth, structure, and referencing. 

First, the introduction covers a wide range of general concepts about RNA biology, such as RNA splicing, exon scrambling, and the historical development of circRNA research, but does not tie these sufficiently to the core focus of the manuscript, which is circRNAs in pediatric disease. As a result, the section reads more like a primer on circRNAs than a targeted introduction to their relevance in pediatric pathology. A more concise treatment of basic RNA biology would allow more space to emphasize why circRNAs are particularly relevant in the context of pediatric disease or cancer. 

Second, although the text discusses important biological functions of circRNAs, such as acting as miRNA sponges, regulating transcription, and interacting with proteins, these statements are presented without any citations. For example, the following segment lists multiple key roles of circRNAs but lacks a single reference to support these claims: "CircRNAs perform a variety of functions in the cell that are still the subject of intensive research. Many circRNAs can serve as molecular 'sponges' for microRNAs (miRNAs)... Some circRNAs can be transported to the cell nucleus... circRNAs can also serve as binding partners for proteins... some circRNAs are capable of encoding proteins..." 

Third, while the text states that circRNAs are involved in "cancer, neurodegenerative diseases, and cardiovascular diseases," no examples or supporting studies are offered. Including a few well-chosen citations here would not only support the statement but also help transition more effectively into the main theme of the review. 

Lastly, the introduction concludes with general remarks about the growing interest in circRNA research and the gaps that remain in understanding their biological functions. This is useful, but the section would be significantly stronger if it included a clear objective sentence explaining the purpose of this specific review, namely, to summarize and critically evaluate the current knowledge on circRNAs in pediatric diseases. Moreover, the introduction would benefit from a concluding sentence that explicitly transitions into the body of the manuscript. For instance, a sentence briefly outlining how the rest of the paper is organized (e.g., which pediatric conditions are addressed, or whether the content is grouped into oncologic and non-oncologic diseases) would provide helpful orientation for the reader and improve structural flow.

4. Headings: One major structural issue is that the section titled “Circular RNA and Pediatric Cancer” appears immediately after the Introduction. However, before moving into cancer-specific discussions, the manuscript should include a broader section that outlines the role of circRNAs in pediatric diseases in general. This is especially important because the title of the manuscript refers to “pediatric disease pathogenesis” more broadly, not only to cancer. For this reason, I recommend adding an intermediate section with a heading such as: “circRNAs in Pediatric Diseases”. This would provide a conceptual bridge between the general introduction and the cancer-focused content that follows.

Another structural concern is the inclusion of spinal muscular atrophy (SMA), a non-oncologic, neurodegenerative condition, directly after the pediatric cancer sections, without any transition or thematic shift. This sudden change disrupts the coherence of the manuscript. To address this, I suggest adding a separate section specifically for non-cancer conditions, with a heading such as: “circRNAs in Non-Oncologic Pediatric Diseases”

5. Circular RNA and Medulloblastoma: The section provides relevant information on circRNAs in medulloblastoma, with useful examples such as circSKA3 and circ-DTL. However, the discussion is heavily focused on circSKA3, and additional circRNAs, if available, should be briefly mentioned to offer a broader perspective.

A key issue is the missing citation after the sentence beginning with “Another study showed that circ-SKA3 decoys miR-326…”. Since this is a specific mechanistic claim, a proper reference is essential.

Finally, the section ends abruptly. A short concluding sentence highlighting the clinical potential or future directions of circRNA research in medulloblastoma would improve clarity and provide a stronger close.

6. Circular RNA and Neuroblastoma: This section presents a comprehensive overview of circRNAs involved in neuroblastoma (NB) and provides detailed examples of various molecules. The inclusion of diverse circRNAs such as circAGO2, circCUX1, and circDGKB is a strength, as it reflects molecular variety and research depth in the field.

 However, a major concern is the absence of citations for many of the statements. In particular, claims involving specific molecular mechanisms must be supported by original references. This is essential for maintaining the scientific credibility and reliability of a review article.

7. Circular RNA and Rhabdomyosarcoma: The section is limited in scope, relying heavily on studies from a single research group. It would benefit from the inclusion of additional literature, if available, to provide a broader perspective. Also, there is no in-text citation for the 2021 study on circVAMP3, which should be corrected.

Finally, the section lacks a concluding statement that synthesizes the findings or discusses their clinical relevance. 

8. Circular RNA and Wilms Tumor: The literature support in this section is limited. Only two references (Shu et al. 2025, Tian et al. 2022) are cited, and the specific studies underlying the molecular findings discussed are not referenced. Additionally, the section lacks a general synthesis or concluding sentence that would help contextualize the role of circRNAs in Wilms tumor.

9. Circular RNA and Hepatoblastoma: This section provides valuable information on circRNAs in hepatoblastoma, but several issues limit its impact. Most importantly, specific molecular claims are made without clear attribution to original studies. Also, some circRNAs are introduced without context or experimental detail, making it difficult to assess their relevance. 

10. Circular RNA and Retinoblastoma: This section offers a summary of circRNAs related to retinoblastoma, but it would benefit from clearer structure and more detailed explanations. Several molecular findings are listed without citations, which may affect the scientific clarity and traceability of the information.

11. Circular RNA and Blood Cancer: This section introduces the role of circRNAs in hematological malignancies and presents a broad set of examples. However, the discussion remains largely descriptive and lacks analytical depth. While many studies are cited, the specific mechanisms by which these circRNAs act in different leukemia subtypes are not explored in sufficient detail.

12. To improve clarity and reader comprehension, the manuscript would benefit greatly from the inclusion of a comparative summary table that outlines key circRNAs discussed across different pediatric cancers. This table should include their molecular targets (e.g., miRNAs or proteins), proposed mechanisms of action, biological roles (e.g., proliferation, invasion, apoptosis), and relevant references. Such a table would provide a clear overview and facilitate comparisons across cancer types. 

13. Circular RNA and Spinal Muscle Atrophy (SMA): This section presents a concise discussion of circRNAs in spinal muscular atrophy (SMA), specifically highlighting SMN circ4-2b-3 as a potential biomarker. However, the analysis relies entirely on a single study (Guerra et al., 2024), with no reference to additional or corroborative research. The repeated citation of the same source within a short passage gives an impression of redundancy and weakens the analytical depth.

14. One important issue in the manuscript is that some disease areas mentioned in the introduction—like cardiovascular diseases or non-cancer pediatric conditions—are not discussed at all in the rest of the paper. This creates a gap between the introduction and the main content. Since the title suggests a broad focus on pediatric diseases, skipping these areas makes the review feel incomplete. Even a short section on these topics would have helped make the article more balanced and aligned with its original aim.

15. The section on “Nanoparticles and Circular RNA Delivery” brings up an important topic, but it feels quite incomplete. The mention of “(25)” without a proper reference looks like it was copied from another document, which weakens the credibility of the text. 

Also, the paragraph is too general. It talks about nanoparticles being used for circRNA delivery, but doesn’t explain what kinds of nanoparticles or give any real examples. There are no studies cited, and the claims about imaging or gene therapy are not supported by data. 

Lastly, the section doesn't mention any challenges or current limitations, which are important to include in a balanced review. Overall, this part needs more detail, proper references, and clearer examples to be useful.

16. Conclusion: The conclusion does a decent job of highlighting the potential of circRNAs, especially in cancer diagnosis and therapy. But overall, it feels too general and somewhat repetitive—it mostly rephrases points already discussed in the manuscript instead of offering new insights.

 Also, the sudden mention of other pediatric diseases like Hirschsprung disease, NEC, asthma, and Kawasaki disease is not very effective. These conditions were not discussed in the main text, so listing them here without any prior explanation or references feels disconnected. 

Importantly, the word "bronchopilmonary" is misspelled—it should be "bronchopulmonary". 

Finally, the conclusion would be stronger if it briefly restated the main findings and pointed out the current research gaps and future directions, especially with a focus on pediatric diseases where new biomarkers are urgently needed.

17. The references should be carefully reviewed and revised according to the journal’s Author Guidelines.
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