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ẑuctuation of binding and release from the active site. Ѭis allows
“primed” substrates that have accumulated in high levels to compete
for the active site and become phosphorylated by GSK-3.

We have previously shown that inhibition of GSK-3 resulted in a
down-regulation of Pdcd1 (PD-1) transcription via upregulation of the
transcription factor Tbet [26]. Ѭis led to enhanced cytotoxic
functionality of CD8+ T cells and increased levels of IFN-γ and
Granzyme B expression, promoting viral clearance [26]. Further to this
our current work shows that inhibition of GSK-3 can control B16 and
EL4 tumour growth and is as eẉective as PD-1 blockade [27].

We have shown in vitro inhibition of GSK-3 by SMIs or siRNA to
act primarily in CD8+ T cells reducing PD-1 expression. Ѭis
inhibition has been shown further using SMIs in vivo in comparison to
anti-PD-1 mAb treatment. T cells from GSK-3-/- mice also showed a
reduction in PD-1 expression and B16 pulmonary metastasis was
reduced to a similar extent in both Pdcd-/- and GSK-3-/- mice. Both
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