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1. Overall Assessment
This manuscript presents a thorough and timely review of the role of IL-34 in p53-mutated head and neck squamous cell carcinoma (HNSCC) with special focus on immune escape, lipid metabolic reprogramming, tumor-associated macrophages (TAMs), and cancer stem cells (CSCs). The subject is very timely considering the growing concern on microenvironment-mediated tumor immunotherapy resistance.
2. Strengths of the Manuscript
· Fills an uncharted and clinically important axis (p53IL-34CSF1RCD36) of HNSCC.
· Powerful mechanistic combination of immune evasion, metabolic reorganization and CSC biology.
· Extensive and updated reference list, with recent researches (20242026).
· Evident translational applicability and address of targeted therapy and combination immunotherapy.
· Clinical value is enhanced with inclusion of TCGA data interpretation and prognostic relevance.
Balance and Critical Perspective
· The support of the IL-34 as a factor of immune escape in the manuscript is strong, but the limitations and questions that remain unanswered are not discussed thoroughly.
· The possible context-dependent actions of IL-34 or the conflicting results are not effectively discussed.
Recommendation: Include a short subsection on:
· Conflicting data
· Tumor-type specificity
· Weaknesses of existing preclinical models.
[bookmark: _GoBack]
Suggestions for Improvement
· Reduce repetitive mechanistic descriptions so that they can be more readable.
· Enhance the quality of figures and schematic depth to bring it on a par with the complexity of the manuscript.
· Include a sub-section of limitations and future challenges.
· Normalize terminologies and eliminate typing mistakes.
Strengthen the conclusion by explicitly summarizing:
· Clinical relevance
· Therapeutic promise
· Remaining gaps in knowledge
