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Study of splicing factor ZRSR1 in spermatogenesis for therapeutic application
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ZRSR1/2 have been implicated in 3° splice site recognition of Ul2 introns,
a rare group of introns (approximately 0.5% in humans) . Our previous study using Zrsrl mutant mice
revealed that increased Ul2 intron retention inhibited adjacent U2 intron splicing, suggesting
mutual influences between neighboring U12 and U2 introns. To further understand the interplay
between U2 and U12 intron splicing, we generated a minigene containing U12 intron 5 flanked by U2
introns 4 and 6 of the Rfx5 gene. Minigene analysis showed that 1. Ul2 intron represses the
efficiency of upstream U2 intron splicing, 2. the upstream U2 intron promotes the Ul2 intron
splicing, 3. deletion of 5 ss of U12 intron increased the efficiency of the upstream U2 intron
splicing, suggesting an interaction of 5 ss of Ul2 intron with major spliceosome enhances U12
intron splicing. Proteomic analysis of Zrsrl-interacting proteins 1dentified candidates for exon
definition components between minor and major spliceosomes.
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Wilms’ tumor l-associating protein complex regulates alternative splicing and polyadenylation 2021
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Interaction of major and minor spliceosomes in regulating splicing of Ul2-type introns
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