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Combination of splicing factor inhibitor and histone deacetylase inhibitor
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SF3B1 gene mutations and their relevance to cancer progression have been shown in
hematological malignancies and melanoma. We assessed the significance of inhibition of SF3B1 gene expressi
on and SF3B1 gene mutation in colorectal cancer (CRC) using FR901464 (FR), a specific inhibitor of SF3B1.
FR showed strong cytotoxicity in CRC cancer cell lines. All FR-resistant clones had the missense mutations
in the codon 1074, which mutations have not been found in 245 CRC patients. Animal experiments showed ant
itumor effect by FR was limited by toxicity, although FR resistant clones with SF3B1 mutations grew signif
icantly slowly than their parental cells. Microarray analysis showed FR inhibited pathways related with ce
Il cycle, Fanconi anemia, homologous recombination, nucleotide excision repair. The influence of SF3B1 mut

ation of codon 1074 on alternative splicing has not been found like uveal melanoma. These results indicate
that SF3B1 is a novel molecular target for CRC treatment.
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