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Abnormalities in alternative splicing in cancer; therapeutic targets
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Periostin (Pn) is extracellular matrix (ECM) protein involved in multiple
process of cancer progression. Pn has alternative splicing variants at the c-terminal lesion, and
its role in cancer progression is largely unknown. In the present experiment, the role of Pn with
exon 21 in TNBC progression is addressed. We first established SUM159PT cell line carrying splicing
vector that allow us to visualize the cells expressing Pn exon 21 (+E21 cells) and lacking it (A E21

cells). +E21 cells have higher expression of ECM related gene, focal adhesion related gene and
inflammatory cytokines as compared toA E21 cells. In xenograft model, only +E21 cells can progress.
Addition of neutralizing antibody against Pn exon 21 suppressed +E21 cells growth with reduced TAM
accumulation. These data suggest that Pn with exon 21 activate regulates transcription of key ECM
genes and cytokines, which In turn establish a microenvironmental niche supportive of breast cancer
stem cells.
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Periostin splicing variant regulates cardiac fibrosis after myocardial infarction
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Specific inhibition of periostin alternative splicing variant ameriorata cardiacfibrosis after myocardial infarction
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Periostin splicing variant specific inhibition ameliorates heart failure after myocardial infarction.
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