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General Evaluation:

This study presents an interesting and timely investigation into the role of orexinergic and hypothalamic

dysfunction in Chronic Fatigue Syndrome (CFS). The authors propose a mechanistic framework that links

orexin dysregulation to CFS pathophysiology, with potential implications for biomarker discovery and

therapeutic interventions. The manuscript is well-structured and provides a comprehensive review of

current literature, integrating both theoretical and experimental insights.

Strengths:

1. Relevance and Novelty: The study addresses a crucial gap in understanding the neurobiological

mechanisms underlying CFS, particularly the role of orexin.

2. Thorough Literature Review: The authors provide a detailed and well-referenced discussion of previous

studies, effectively synthesizing evidence on orexinergic dysfunction.

3. Clear Hypothesis and Framework: The proposed mechanistic model is logically developed and could

serve as a foundation for future experimental validation.

4. Potential Clinical Implications: By highlighting potential biomarkers and therapeutic targets, the study

offers valuable insights for both research and clinical practice.
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Areas for Improvement:

1. Methodological Justification: If the study includes experimental data or meta-analyses, more details on

methodologies would be beneficial to enhance reproducibility and rigor.

2. Clarity in Hypothesis Testing: While the framework is compelling, a clearer articulation of how it could

be empirically tested would strengthen the paper.

3. Discussion on Limitations: A dedicated section acknowledging the limitations of the proposed model,

including confounding factors and alternative explanations, would add to the scientific rigor.

4. Future Directions: Expanding on potential experimental approaches to validate the framework could

improve the study’s impact and applicability.

Conclusion:

Overall, this manuscript makes a valuable contribution to the field of CFS research by proposing a novel

link between orexinergic dysfunction and disease pathophysiology. With minor refinements to

methodological clarity and discussion of limitations, the paper could significantly enhance current

understanding and pave the way for future studies on targeted therapies.

Recommendation:

☐ Accept as is

☐ Accept with minor revisions

☑ Accept with major revisions

☐ Reject
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