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Novel CRM1 inhibitor S109 suppresses the proliferation of non-small cell lung
cancer cells via inhibiting nuclear export
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Xuzhou Medical College, Xuzhou 221002, Jiangsu, China; 2. Department of Hematology, Affiliated Hospital of Xuzhou
Medical College ,Xuzhou 221002, Jiangsu, China; 3. Institute of Microbiological Examination, Dalian Center for Disease
Control and Prevention, Dalian 116021, Liaoning, China )

[ Abstract ] Objective: To investigate if and how chromosome region maintenance 1 ( CRM1 ) inhibitor S109 affects the
proliferation of human lung cancer cells in vitro. Methods: Non-small cell lung cancer ( NSLC ) H197 and H1650 cells
were treated with S109 at 0.04, 0.2, 1, 5, 25, 50 wmol/L. After treatment for 72 h, cell viability, proliferation and
colony formation were examined by CCK-8, EdU and clonogenic assays, respectively. Cell cycle arrest and subcellular lo-
calization of RanBP1 were analyzed by flow cytometry and fluorescence microscopy respectively. CRM1 and Cyclin D1 pro-
tein contents were assessed by Western blotting. Results: S109 inhibited the growth of H1975 and H1650 cells in a dose-
dependent manner and the IC50 in these two cell lines was 1.4 and 1.2 pmol/L, respectively. Compared with control,
S109 reduced H1975 cell proliferation by (51.3 £2.8 )% at 2 wmol/L and by (23.2 2.1 )% at 4 umol/L( P <0.05)
and reduced colony formation by (43.6 £3.2 )% at 2 wmol/L and by (26.8 £2.8 )% at 4 pmol/L ( P <0.05). S109
treatment increased the G, fraction from 50.5% to 74.9% in H1975 cells ( P <0.05 ), specifically inhibited nuclear ex-
port of RanBP1 and induced degradation of CRM1. Conclusion: S109 is able to suppress the proliferation and induces
cell cycle arrest of NSLC cells, at least partially, via inhibiting nuclear export of RanBP1.
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