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Abstract Objective To characterise the inhibitory effect of Eer | , a small molecule targeting the key protein of the ERAD path-
way, p97, alone or in combination with the traditional anticancer drugs on tumor cells. Methods The effect of Eer I singularly and
combined with cisplatin (CDDP) or bortezomib ( BTZ) on tumor cell proliferation and apoptosis was measured through MTS assay and flow
cytometry. Western blot was used to detect the cleavge of PARP and GRP78 in SW480 and PANC -1 cells after treatments. Results
Eer | significantly inhibited cell proliferation and induced apoptosis of SW480 and PANC -1 in a dose — dependent manner compared
with the control group (P <0.01). MTS assay and flow cytometry assay showed that the combination treatment remarkably enhanced the
cytotoxic effects of CDDP and BTZ (P <0.01). Western blot results demonstrated the combination treatment further enhanced the PARP
cleavage, which was a marker of cell apoptosis. Interestingly, the expression of BiP, a marker for the unfolded protein response, was ele-
vated after treatment of BTZ. Conclusion Eer [ combined with other chemotherapeutic drugs significantly inhibits the growth of SW480
and PANC -1, thus establishes p97 as a novel target in the treatment of colon and pancreatic cancer.
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