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W R RO EE  (3530) : RNA-binding protein TLS has been reported as a causative gene for
amyotrophic lateral sclerosis (ALS). At the ALS-mutant TLS lost binding of protein
arginine N-methyltransferase 5 (PRMT 5). Then, we hypothesize that the mutated TLS should
cause ALS through formation of the insoluble aggregates induced by abnormality of binding
of proteins elicited with deletion of arginine—specific methylation. Specific aim of the
study is to prove the hypothesis and generate an “RNA ligand” to recover the binding
of PRMT5 to TLS. Then, we have shown novel mechanism of arginine—methylation of TLS and
attained significant progress in generating the RNA ligand.
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1 TLS-216-218 dimethylated

CGGRGRGGSG

4th & 6th R: Symmetrical dimethyl arginine (PRMT5)
2 TLS-242 dimethylated

CGYEPRGRGG

6th R: Asymmetrical dimethyl arginine (PRMT1)

3 TLS-394 dimethylated

CPMGRGGYGG

5th R: Asymmetrical dimethyl arginine (PRMT1)
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