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Development of order-made therapy for pancreatic cancer controlling of crosstalk
between cancer cell and cancer associated fibroblast
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Platelet-derived growth factor receBtor beta (PDGFRB ) and hepatocyte growth
factor receptor (MET) expressed on cancer-associated fibroblast (CAFs) are suggested as important
components modulating the interactions between pancreatic cancer cells (PCCs) and CAFs. The
objective of this study is to clarify the effect of MK2461, a multikinase inhibitor targeting MET
and PDGFRB , on the interaction between PCCs and CAFs. In CAFs, PDGFRB and MET were upregulated
compared with other receptor tyrosine kinases. Conditioned medium from CAFs promoted the
proliferation of PCCs, and vice versa. Moreover, MK2461 suppressed the effects of conditioned medium
on PCCs and CAFs. Finally, MK2461 significantly inhibited tumor growth in mice coinjected with PCCs
and CAFs.
The PDGFRB and MET may play a critical role in the interaction between PCCs and CAFs, which was
modulated by MK2461. Therefore, MK2461 may have therapeutic potential in the treatment of pancreatic
cancer.
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