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Antigen presentation is the mechanism by which an antigen is captured, processed, and 

presented on the surface of an antigen presenting cell (APC) to activate a T cell response. The T 

cell accepts or rejects this antigen depending on multiple co-stimulatory and co-inhibitory 

interactions between the APC and the T cell. Immune checkpoint inhibitors (ICIs) are a class of 

monoclonal antibody therapy designed to block the co-inhibitory interaction to promote T cell 

antigen recognition and expansion. While ICIs have shown to be a revolutionary 

pharmacological intervention, they are only effective in roughly 33% of patients. To this end, 

we have sought to better understand mechanisms of ICI-resistance. The neonatal Fc receptor 

(FcRn) is critical in both ICI pharmacokinetics, as well as antigen processing within the APC. We 

hypothesized FcRn dysfunction underlies both altered ICI mAb pharmacokinetics and poor T cell 

activation in resistant patients.  To test this, we harvested splenocytes from mice with either 

ICI-sensitive or ICI-resistant tumors and stained for flow cytometry. We found that FcRn 

positivity and per-cell expression were upregulated in classical dendritic cell type 2 (cDC2s) of 

all tumor-bearing mice. However, the ICI-sensitive mice also had an upregulation of FcRn 

positive cells within migratory cDC2s. Migratory cDC2s have a heightened ability to activate 



regulatory T cells to induce peripheral tolerance, leading to immunosuppression. We plan to 

further investigate this cell type and the involvement of overexpressed FcRn in forthcoming  ex 

vivo antigen presentation experiments. 


