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Somatic mutations in the deubiquitinating enzyme USP8 are highly prevalent
in the ACTH-producing pituitary tumour Cushing®s disease. However, the molecular mechanism is
unknown. Comparison of gene expression profiles between wild-type WT and mutant MUT showed that MUT
is activated in the MAPK pathway of PRKACA, MAP3K5 and MAPK13/14, and in the expression of clock
genes such as NPAS2, PER2 and BMAL1, and that the expression levels of BMAL1 and PRKACA are highly
correlated (R = 0.77). A high correlation was observed between the expression levels of BMAL1 and
PRKACA with R=0.77. On the other hand, proteomic analysis revealed high expression of proteins
involved in ACTH exocytosis such as synaptotagmin independently of mRNA expression.
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