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Development of a new sense oligonucleotide drug targeting inducible nitric oxide
synthase for sepsis model rats
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i Bacterial and viral infections promote the synthesis of pro-inflammatory
cytokines such as tumor necrosis factor (TNF-a ) and nitric oxide (NO) production by inducible

nitric oxide synthase (iNOS), resulting in systemic inflammation. In the treatment of sepsis, it is
important to inhibit the expression of TNF-a and iNOS.

The applicant revealed the effects of iNOS sense oligonucleotides with a sequence complementary to
iNOS antisense transcripts, which promote iNOS mRNA expression and stabilization, in a rat sepsis
model. In this study, we will (1) improve iNOS sense oligos and (2) identify "genes that further
increase survival™ and develop novel sense oligos targeting the mRNA of these genes.
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