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BACKGROUND e Re-established cholesterol trafficking improves synaptic network, myelination & cell survival /n vitro

. Niemann-Pick disease type C (NPC) is a rare Figure 1. Adrabetadex dose-dependently increases cholesterol trafficking under neuroinflammatory conditions in NPC-/- mouse brain co-cultures, increasing myelination and synaptic network

neurodegenerative disorder caused by pathologic variants formation, and improving oligodendrocyte and neuronal survival
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Thoraneutically relevant concontrations. providing the G Central adrabetadex administration improves myelination & decreases markers of neurodegeneration in Apc7/-mice

pharmacokinetic foundation for the functional disease-

LC ) Figure 2. Histoimmunofluorescence shows central adrabetadex administration (A) increases myelination (MBP), (B) preserves cerebellar Purkinje neurons (calbindin D) and (C) reduces
modifying effects described here.

neurodegeneration (FABP3) in Mpc7-/-mice
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To characterize the functional consequences of re-establishing
cholesterol trafficking by centrally administered adrabetadex
(APMRF Poster #18.1), assessed through effects on myelination,
neurodegeneration, and survival, supporting its potential as a
foundational disease-modifying therapy for I-NPC.
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Npct’-mice showed a significantly greater
FABP3-positive cerebellar area than wild type

Npc1/- mice showed significantly fewer
calbindin D-positive Purkinje neurons than

Npc1/-mice showed significantly less myelination
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from day 24 to day 27, followed by immunocytochemistry
as described in Hauser, 2020. See APMRF Poster 2 for

additional information. Functional translation: slowed neurological progression and improved survival in

I NPC models
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 Adrabetadex re-establishes intracellular cholesterol

beginning at 5 wks (post-symptomatic) intracerebral Figure 3. Central adrabetadex significantly (A) slows neurological progression and (B) extends survival in symptomatic Npc7-/- trafficking, enabling improved synaptic network
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