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Porcupine

DMSO up to 100 mM

Store in dry, dark place for one year.

LGK974 is a highly potent, selective and orally bioavailable Porcupine inhibitor (Wnt
signaling antagonist) with an IC50 ~0.4 nM. LGK974 potently inhibits Wnt signaling in vitro
and in vivo, including reduction of the Wnt-dependent LRP6 phosphorylation and the
expression of Wnt target genes, such as AXIN2. LGK974 is potent and efficacious in multiple
tumor models at well-tolerated doses in vivo, including murine and rat mechanistic breast
cancer models driven by MMTV-Wnt1 and a human head and neck squamouscell carcinoma
model (HN30). We also show that head and neck cancer cell lines with loss-of-function
mutations in the Notch signaling pathway have a high response rate to LGK974. All LGK974-
sensitive pancreatic cancer cell lines carried inactivating mutations of RNF43. Currently
LGK974 is in the Phase | study to treat cancers that are driven by the Wnt pathway in a Wnt
ligand-dependent manner.LGK974 is a highly potent, selective and orally bioavailable
Porcupine inhibitor (Wnt signaling antagonist) with an IC50 ~0.4 nM. LGK974 potently
inhibits Wnt signaling in vitro and in vivo, including reduction of the Wnt-dependent LRP6
phosphorylation and the expression of Wnt target genes, such as AXIN2. LGK974 is potent
and efficacious in multiple tumor models at well-tolerated doses in vivo, including murine
and rat mechanistic breast cancer models driven by MMTV-Wntl and a human head and
neck squamouscell carcinoma model (HN30). We also show that head and neck cancer cell
lines with loss-of-function mutations in the Notch signaling pathway have a high response
rate to LGK974. All LGK974-sensitive pancreatic cancer cell lines carried inactivating
mutations of RNF43. Currently LGK974 is in the Phase | study to treat cancers that are driven
by the Wnt pathway in a Wnt ligand-dependent manner.

Important Note: This product as supplied is intended for research use only, not for use in human, therapeutic or diagnostic applications.



