Thyroid receptor beta-selective agonist enhances functional brain delivery and accelerates
remyelination in in vitro and in vivo rodent demyelination models
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LL-341070A enhances mouse oligodendrocyte progenitor cell (OPC) differentiation in vitro Thyromimetic treatment enhances the fractional synthesis rate (FSR) of 24S-hydroxycholesterol in brain
and demonstrates a significant correlation with 240HC FSR in plasma

* Thyroid hormone (T5) is known to induce oligodendrocyte differentiation and remyelination in
vivo.! Brain-directed thyromimetics have potential as therapeutics to enhance remyelination in
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Methods T,-Target Gene Expressio Efficacy in EAE Model
240HC Fractional Synthesis Rate (FSR) Measurement: Tissue and plasma underwent alkaline hydrolysis Target engagement (TE) in rodent brain is demonstrated by increased expression of T-responsive LL-341070 improves clinical scoring and histological endpoints of inflammation and demyelination in a

and derivatization for GC/MS or LC/MS analysis of deuterated 240HC. Plasma analysis was performed by genes.” LL-341070 or T, dose (left) increases expression of Hr, Dio3, KIf9, and composite average log, prophylactic experimental autoimmune encephalitis (EAE) model
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Ardena Biosciences. Fractional synthesis was calculated by Mass Isotopomer Distribution Analysis using fold change. TE was confirmed in the rat cuprizone model (right).
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TRB Potency and Selectivity Tissue Distribution Conclusions
Both the prodrug and active molecule show enhanced selectivity for the Tissue distribution (TD) in mouse and rat demonstrates enhances brain exposure

) * The thyromimetic FAAH-mediated prodrug LL-341070 demonstrates robust brain penetration and
of active compound vs prodrug

thyroid hrmone B receptor orain Rat cuprizone TD target engagement in vivo and has efficacy in demyelination models in vitro and in vivo
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