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Extensive influence on malignancy by cancer specific mature mRNA re-splicing
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We have demonstrated a novel two-step splicing process in which normally
spliced TSG101 mRNA is re-spliced to generate aberrant TSG101 mRNA in cancer cells .The mRNA
re-splicing implies an important mechanism that prevents deleterious extra re-splicing in normal
cells. The control of the re-splicing could be promoted by unknown activator upregulated and/or
repressor downregulated in cancer cells. To identify repressor candidates of mRNA re-splicing, we
screened siRNA library. As a result, we have identified RBM4a and EIF4A3 proteins as a mRNA
re-splicing repressor. RBM4a is also known as a tumor suppressor via controlling apoptosis,
proliferation and migration. On the other hand, EIF4A3 is well known as a core factor of the exon
junction complex gEJC). We postulate that _global prevention of aberrant mRNA re-splicing,
termination of splicing precisely, is critical for the consequent tumor suppression. These factors
could be key factors to prove this hypothesis.
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