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Introduction: Pancreatic ductal adenocarcinoma (PDAC) still constitutes a huge health burden due to its late
diagnosis and resistance to current therapies. Compared to mono-therapy approaches, the combination of anti-cancer
drugs improves efficacy, while reducing drug resistance and adverse effects. PARP and MET receptor tyrosine kinase
are both important drug targets in PDAC.

Methods and Materials: The effects of olaparib, an inhibitor of poly (ADP-ribose) polymerase, in combination
with several MET kinase inhibitors including PHA 665752, cabozantinib, crizotinib and foretinib were investigated
on PDAC cell lines including SUIT-2, AsPc-1, etc., by MTT assay. The combination index (CI) was calculated by
Calcusyn software.

Results: The results revealed that co-administration of olaparib and MET inhibitors had synergistic effects for
most of the MET inhibitors including PHA 665752 (CI=0.69-0.77), cabozantinib (CI=0.64-0.73) and crizotinib
(C1=0.66-0.98) on the proliferation of PDAC cell lines. Only foretinib showed inconsistent results.

Conclusion: In summary, the combination of PARP and MET inhibitors seems to be a promising approach for the
treatment of PDAC. Further studies are needed to determine the optimal combinations in cancer patients.
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