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New drug discovery screening targeting autophagy
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Pancreatic stellate cells gPSCs) change from a quiescent to activated state
in the tumor microenvironment and secrete extracellular matrix (ECM) molecules and cytokines to
increase the aggressiveness of tumors. However, it is not clear how PSCs are activated to produce
these factors, or whether this process can be inhibited. We have recently reported regarding the
relationships between autophagy and activation of the PSCs and found that autophagy inhibition in
PSCs reduced the activation of PSC and proliferation of PSC, followed by the inhibition of the
invasiveness of pancreatic cancer cells in vitro and vivo (Endo et al, gastroenterology, 2017).
Based on these results we performed high-throughput screening in Drug Discovery for pancreatic
cancer targeting pancreatic stellate cells. We found several candidates, which may inhibit the PSCs
activation. We also validated and found the compound X truly inhibited PSCs activation and also

found it inhibited the proliferation of PSCs.
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