Signaling by Programmed Death Ligand 1 (PD-L1) Regulates LEC function
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Programmed Death Ligand 1 (PD-L1) has been studied as a ligand
that induces cell death to T cells expressing the receptor, PD-1. Cytoplasmic Mutant
Recent data suggest PD-L1 serves other functions beyond that of a Plasma membrane---RKQVRMLDVEKCGVEDAKDKNRNDTQFEET

ligand. Studies have shown that expression of PD-L1 promotes
survival. Consistent with these findings, in vivo studies have
demonstrated that loss of PD-L1 results in cellular apoptosis of
lymphatic endothelial cells and disrupts dendritic cell trafficking
through lymphatics following innate activation. The mechanism by
which PD-L1 supports these functions in lymphatic endothelial
cells is incompletely understood. Analysis and mass spectrometry
of the cytoplasmic domain of PD-L1 identified a conserved serine
residue that is phosphorylated in humans and with a high
probability of being phosphorylated in mice. To begin to determine
if phosphorylation of the cytoplasmic tail of PD-L1 is responsible
for any or all of the observed phenotypes demonstrated, we
transduced either WT or a phosphomimic of PD-L1 into SVEC4-10
cells, an immortalized lymphatic endothelial cell line. Significantly
increasing expression of wildtype PD-L1 in the SVEC4-10 cells made
them more resistant to cell death in the presence of TNFa, whereas
mutant PD-L1 offered no protection. Wildtype PD-L1 expression
also increased SVEC4-10 migration/wound healing in the presence
of TNFa. This difference was attributed to differences in F-actin
formation in the cells expressing WT PD-L1. Finally,
immunoprecipitation of PD-L1 in the SVEC4-10 cells followed by
mass spectrometry revealed Z0-2 and SHROOM?2 as binding
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Figure 5: Lack of PD-L1 on Lymphatics Inhibits Dendritic Cell
Migration
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Figure 3: PD-L1 Cytoplasmic Mutant Increases Apoptosis
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