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In our previous study, we have developed a reporter gene that contains the
splice site mutation. We have screened small compounds using the reporter gene to identify hit
compounds that can correct the splicing pattern of the reporter gene. A compound was successfully
found and then we analyzed changes of transcriptome by RNA-seq. Transcriptome analysis revealed that

the compound significantly reduced the normally retained introns, which may be interpreted as a
result of transcription repression because generally half-life of introns are shorter than mature
mRNA. In addition, this compound has been reported to block CDK9, a kinase stimulating transcription

elongation by phosphorylating RNA polymerase Il. Therefore, we hypothesized that the splicing
modulating activity of the compound is based on inhibition of CDK9 and further analysis confirmed
that CDK9 inhibitors have indeed an activity to modulate splicing, which suggest the novel approach
to modulate splicing.
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