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HIV NER

Fundamental study of NER mechanism aiming to develop a novel HIV therapy in next
generation
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Nef, a virulence factor of HIV-1, is translated from the multiple-spliced
2-kb mRNAs transcribed from HIV-1 genome. In this study, we investigated critical region in 5 UTR
of a nef mRNA for Nef expression, which was named as Nef-expression essential region (NER). We found

that particular two nucleotide sequences, known as SR binding sequences, in the NER of nef mRNA are
particularly important for the efficient Nef expression. Interestingly, treatment of TG003 known as
CLK inhibitor induced to increase the Nef expression from nef mRNA in HEK293 cells, and the
mutation within the particular two nucleotide sequence sites resulted in attenuation of the increase
of Nef expression by TGO03 treatment. Additionally, the NER was associated with efficient nef mRNA
nuclear export. These results suggests that axis of CLK1-SR protein-the particular two nucleotide
sequences in the NER is critical role for efficient Nef expression from nef mRNAs.
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