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Development of degron system for cancer therapy
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We established a system that can degrade PD-1 in a time-specific manner in
cultured cells and mice using SMASh degron system. PD-1-SMASh fusion protein in Jurkat cells and CD3
+ splenocytes was reduced by 1 day after administration of Asunaprevir (ASV) or Grazoprevir (GRV)
that are NS3/4A protease inhibitors. Growth of MC-38 adenocarcinoma cells inoculated in
PD-1-mCherry-SMASh knockin (KI) mice with ASV was repressed compared to wild-type (WT) and untreated

KI mice. Moreover, the WT mice transplanted with KI bone marrow cells after being irradiated with
lethal radiation could reject MC-38 cells with GRV. KI mice appeared healthy and showed no signs of
autoimmune disease. We suggest that use of the degron system in living organisms is expected to
advance not only various biological studies but the treatment of diseases.
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