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    ABSTRACT
Sortilin regulates hepatic exocytosis and endocytosis of ApoB containing lipoproteins (ApoB-Lp) and mediates the secretion of the subtilase PCSK9. To elucidate connections between these pathways, we previously identified a small molecule (cpd984) that binds to a non-canonical site on Sortilin. In hepatic cells cpd984 augments ApoB-Lp secretion, increases cellular PCSK9 levels, and reduces LDLR expression indicative of reduced secretion of PCSK9. We have shown that insulin-induced ApoB-Lp degradation occurs through Vps34-dependent autophagy. Here we show that the specific Vps34 inhibitor PIK-III enhances ApoB-100 secretion, reducing cellular levels of PCSK9 and Sortilin resulting in reduced LDLR expression, which implicates a role for autophagy in PCSK9 secretion. Results suggest that Sortilin is central to both PCSK9 and ApoB-100 secretion. Finally, we found that cpd984 in yeast blocks CPY secretion while increasing vacuolar homotypic fusion in a Vps10-dependent manner, indicating an evolutionarily conserved mechanism required for lysosomal protease trafficking.

	The abbreviations used are
	ApoB-Lp
	ApoB containing lipoproteins
	PI(3,4,5)P3
	phosphatidylinositol (3,4,5)-trisphosphate
	Sortilin
	human Sortilin
	NT
	neurotensin
	CtermNT
	C-terminal neurotensin
	NtermNTC
	N-terminal neurotensin modified from carboxyl to amide C-terminal
	MST
	microscale thermophoresis
	VLDL
	very low density lipoprotein
	B100
	apolipoprotein B derived from unedited Apob mRNA
	SPR
	surface plasmon resonance
	CPY
	carboxypeptidase Y
	McA
	McCardle cells
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