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Target Research area
Glucosylceramide Synthase (GCS) Metabolic Disease; Cancer
Molecular formula C,,H;gN,O, STRUCTURE
Molecular weight 418.5695
9
o
OH
LA
\/\/\/\)I\N N
H
DESCRIPTION

Genz-123346 free base is an orally available inhibitor of glucosylceramide synthase. Genz-123346 blocks the

conversion of ceramide to glucosylceramide (GL1) and inhibits GM1 with an IC50 of 14 nM .

BIOLOGICAL ACTIVITY

Blockade of GlcCer accumulation with the GlcCer synthase inhibitor Genz-123346 effectively inhibits cystogenesis in
mouse models orthologous to human autosomal dominant PKD (Pkd1 conditional knockout mice) and
nephronophthisis (jck and pcy mice).Molecular analysis in vitro and in vivo indicates that Genz-123346 acts through
inhibition of the two key pathways dysregulated in PKD: Akt protein kinase-mammalian target of rapamycin
signaling and cell cycle machinery. In the Zucker diabetic fatty rat,Genz-123346 lowered glucose and A1C levels
and improved glucose tolerance. Genz-123346 also prevented the loss of pancreatic beta-cell function normally
observed in the Zucker diabetic fatty rat and preserved the ability of the animals to secrete insulin. In the diet-

induced obese mouse, Genz-123346 normalized A1C levels and improved glucose tolerance.
SOLUBILITY

Soluble in DMSO
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