The Role of HIF Regulatory Pathways in CD8+ T Cell Metabolism: Insights from RNAseq Analysis of Knockout Mice
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CD8+ T cells are essential for adaptive immune responses across various microenvironments in the body. Often this involves nutrient and oxygen deprivation, requiring quick adaptation of metabolic pathways. This adaptation is regulated by the HIF transcription factors. The factor inhibiting HIF (FIH) and von Hippel-Lindau ubiquitin ligase (VHL) control HIF transcriptional activity in an oxygen-dependent manner. 
Previously, we have showed that when HIF is insensitive to FIH and VHL inhibition, it can lead to increased CD8+ T cell anti-tumour efficiency. Our hypothesis was that knocking out HIF inhibitors should influence the transcriptional profile of CD8+ T cells. 
To address this, we investigated OT-I CD8+ T cells derived from WT and T cell specific FIH, VHL and double FIH/VHL k/o mice. We performed RNAseq analysis of OT-I CD8+ T cells isolated from mouse spleen following 3 days of activation with anti-Cd3/Cd28 beads and IL2. Preliminary results show differential expression of genes involved in metabolism and cell signaling. We also investigate the effect of knock outs on markers of T cell activation and differentiation. The results of this study provide further insight into the contribution of different HIF regulatory pathways on metabolism and immune function in CD8+ T cells. 



