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Structural study of the disease-related splicing regulatory factors
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Splicing reactions plays an important role in the regulation of the biological sys
tem. For the elucidation of its regulatory mechanism, the DNA sequence information is not enough and the s
tructural information for the related splicing regulatorg factors is necessary. First, in the present stud
y, structural basis for the intermolecular coordination between multi splicing factors is investigated. He
re we determined solution structure of a ternary complex composed of the RNA recognition motif (RRM) domai
ns from an RBFOX family protein ASD-1 and a SUP-12-RBM24-RBM38 family member SUP-12 for the alternative sp
licing of the sole FGFR gene egl-15.The two RRM domains cooperatively interact with the RNA by sandwiching
a guanine base to form the stable complex. In addition, investigation of the Tra2-b splicing factor and t
he target RNA revealed that the ternary and secondary structure of the target RNA affect the binding speci
ficity to the corresponding splicing regulatory factors.
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