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Research in our laboratory focuses on basic and translational studies related to pathobiology
and therapy of pancreatic cancer. Our current studies are focused alone two lines of
investigation. (1) We were first to report that interactions among STAT3, Ron kinase and TGFf3
signaling contributes to progression of pancreatic cancer. Hyperactivity of STAT3 occurs as
an early event in the development of pancreatic cancer and that there is reciprocal negative
regulation of STAT3 and Smad activities. Ron kinase expression is induced as a late event in
pancreatic cancer progression and cooperates with TGFJ signaling promotes tumor growth
and invasion during a critical stage of cancer progression. Our goals are to further define the
molecular networks activated by the TGFB/Ron/STAT3 signaling axis and to do pre-clinical
testing fro determining whether targeting these networks improves therapy. (2) Pancreatic
cancer stem cells express high levels of CD44 that interacts with hyaluronan expressed by
stromal cells. This interaction of CD44 and hyaluronan activates tumor promoting pathways,
promotes resistance to therapy and activates pancreatic stellate cells that facilitates
desmoplasia. Our research is directed at disrupting CD44-hyaluronan interaction with an
overall aim of improving therapy by diminishing stromal/epithelial signaling, by inhibiting
desmoplasia and by effectively targeting the cancer stem-cell population.
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