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Downregulation o fserine/arginine-rich splicing factor 3 induces G1 cell cycle arres
t and apoptosis in colon cancer cells
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Serine/arginine-rich splicing factor 3 (SRSF3) is a member of the SRSF family that
plays wide-ranging roles in gene expression. SRSF3 knockdown induced G1 arrest and apoptosis in colon can
cer cells (HCT116). Pathway analysis of differentially expressed transcripts in SRSF3-silenced cells and m
RNAs immunoprecipitated with overexpressed SRSF3 suggested that SRSF3 preferentially associated with G1/S
checkpoint regulator mRNAs and regulated their expression. SRSF3 knockdown decreased mRNA and protein leve
Is of cyclins (D1, D3, and E1), E2F1, and E2F7. SRSF3 knockdown caused skipping of 81 nucleotides of the h
ipk2 exon 8. Resultant HIPK2 isoform partially lacking the E3 ubiquitin ligase-binding site became resista
nt to proteasome digestion. Predominant expression of the splice variant by selective decomposition of ful
I-length hipk2 mRNA as well as by SERF3 knockdown induced apoptosis in a variety of colon cancer cells exp
ressing wild-type or mutated p53.
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