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alone, IMQ plus one of two different LNC-oligo formulations administered daily by oral low plasma levels and greatly reduced uptake in non-target tissues
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The LNC delivery platform can successfully orally deliver biologically active (and potentially B scrombied LNG

therapeutic) oligonucleotides targeting key cytokines in inflammatory disease models. : W Untreated
While these initial results are promising, there is still some individual heterogeneity of : )
response; future work will be focused on optimizing the LNC formulations to improve

delivery efficiency, increase their potency, and extend the application of oral cytokine- 0

LPS + Scrambled LNC

A lipid nanocrystal formulation was used to orally deliver small
mRNA-targeted oligonucleotides in two different animal
inflammatory disease models; each of the two oligos tested showed
both biological activity and potential therapeutic effects.
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targeting oligo therapeutics to other inflammatory disease models. LNC Oligo Dose (nM) = o orgo dose () -
Substantial knock-down (up to 70%) of IL-17A with active LNCs Substantial knock-down (up to 65%) of TNFa with active LNCs Small therapeutlc ant"mﬂammatory OllgonUCIeoudes can be

Comparable results in stimulated (IL-2) and unstimulated cells No additional TNFa produced after LPS stimulation orally delivered outside the liver.
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