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Introduction. Head and neck squamous cell carcinoma (HNSCC) exhibits a significant gender bias in clinical practice, with male patients presenting higher malignancy and worse prognosis. 
Aims. This study is expected to elucidate a novel mechanism underlying the gender bias in HNSCC and to provide a cost-effective immunotherapeutic strategy.
Methods. We utilize clinical samples in conjunction with gene knockout mice to confirm the key role of AR in inhibiting the activation of naïve CD8+ T cells. Employing techniques such as single-cell sequencing to elucidate the AR-regulated naïve CD8+ T cell subsets and their activation pathways. CRISPR-Cas9 gene editing technology, dual-luciferin reporter gene systems will be used to clarify the molecular mechanism by which AR regulates VISTA.
Results. The study found that CD8+ T cells may be key to the observed gender bias. Androgen can inhibit the activation of naïve CD8+ T cells with the mechanism involving the transcriptional upregulation of the immune checkpoint VISTA following androgen receptor (AR) activation.
Discussion. Targeting AR inhibition is an immunotherapeutic strategy to enhance the antitumor activity of sex-biased CD8+ T cells 

in HNSCC.
Fig1. AR inhibits the activation of naïve CD8+ T cells through transcriptional activation of the VISR gene leading to immune escape in HNSCC











