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Highlights O
* Transcriptional diversity of malignant cells negates immunotherapy response in oropharyngeal squamous cell carcinoma (OPSCC).

 HPV infection promotes differentiation of CD4+ folicullar helper T cells, enhancing antitumor activity.

* In HPV-positive OPSCC, anti-tumor effect is dampened in terms of TLS activity and T cell effector functions specifically in the tumor resident memory T cells (Trm)
with elevated KLRB1 (encoding CD161).

« Computational and experimental validation confirm that density of CD161+ Trm inversely correlates with immunotherapy efficacy in the HPV-positive OPSCC.
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