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Pancreatic cancer  Actin a2 smooth aorta
muscle (ACTA2; a-SMA);
smoothened (SMO); sonic
hedgehog homolog (SHH)

Licensing
Summary status
Studies in mice and patients suggest depleting Findings for
tumor stroma and fibrosis could be deleterious both studies
as opposed to helpful in treating pancreatic unpatented;
cancer. Past studies suggested tumor stroma and  licensing status
fibrosis impede drug delivery in patients with not applicable

pancreatic ductal adenocarcinoma (PDAC). Thus,
stroma- and fibrosis-depleting compounds such
as hedgehog pathway inhibitors were pursued

in the indication as potential complements to
chemotherapy. In genetic mouse models of PDAC,
depletion of a-Sma* stromal myofibroblasts,
knocking out Shh or blocking hedgehog signaling
with the SMO inhibitor saridegib all decreased
tumor stroma and fibrosis but resulted in the
development of a more aggressive disease
phenotype and decreased survival compared
with what was seen in control mice. In a cohort
of 53 patients with PDAC, low levels of the
myofibroblast marker a.-SMA were associated
with decreased overall survival (p=0.0053).

Next steps include elucidating the role of

various stromal cell populations in PDAC and
determining whether there are specific scenarios
in which stroma- and fibrosis-depleting drugs
such as SMO inhibitors could have benefit.
Infinity Pharmaceuticals Inc. discontinued
saridegib in 2012 after interim data from the
Phase II portions of trials in pancreatic cancer,
chondrosarcoma and myelofibrosis showed

that the compound would not meet its primary
endpoint.

Roche’s Genentech Inc. unit markets the SMO
inhibitor Erivedge vismodegib to treat basal

cell carcinoma. The drug is being evaluated in
multiple investigator-led Phase I and Phase IT
trials in pancreatic cancer.

At least five other companies have SMO inhibitors
in Phase III testing or earlier to treat various
cancers.
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