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[Abstract] Oral squamous cell carcinoma ( OSCC ) is one of the most invasive types of head and neck malignancies, and high recurrence rate

and therapeutic resistance urgently demand novel molecular targets. SIAH1, as an E3 ubiquitin ligase, dynamically regulates
signaling pathways such as AK/YAP, HIF-1a , and Wnt/ 3 -catenin through the ubiquitin-proteasome system, exhibiting dual
functions of promoting suppressing carcinogenesis in various cancers. This review article summarizes the molecular
mechanisms of SIAH1 and its potential role in OSCC, proposing its regulatory hypotheses under hypoxia TP53 mutation, and
HPV infection in OSCC: SIAH1 may enhance tumor metabolic adaptation by stabilizing HIF-1 o, promote cell cycle
dysregulation degrading p27, or synergize with HPV oncoproteins to aggravate the inactivation of tumor suppressor proteins.
Further exploration of therapeutic strategies targetinglAH1 is discussed, including the development of small molecule
agonists/inhibitors, combination with hypoxia or immunotherapy, and precision interventions based on gene editing., the tissue
specificity of SIAHI function and the complexity of the ubiquitination network require future studies to establish
OSCC-specific models and develop companion diagnostic tools to personalized treatment. This article provides a systematic

perspective for understanding the biological significance and clinical translation of SIAH1 in OSCC.
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