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Background

= Levacetylleucine (N-acetyl-L-leucine, NALL) is a modified acetylated amino acid entering enzyme-controlled pathways to
correct metabolic dysfunction, improve function of the lysosomal-mitochondrial axis, and restore membrane potential and
cellular signaling'-4

= |[B1001-301 is a Phase 3, randomized, crossover trial encompassing a Parent Study and an ongoing Extension Phase
evaluating long-term effects of levacetylleucine in people with NPC
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IB1001-301 Trial Treatment I Levacetylleucine or placebo

= QOral administration (granules in a sachet for suspension in water, orange juice, or aimond milk)
= Participants receive a total daily dose of 2-4 g/day based on weight-tiered doses

= The primary endpoint of the Extension Phase is the modified i

5-domain NPC Clinical Severity Scale (5-D-NPC-CSS)

= The 5-D-NPC-CSS is a validated assessment characterizing
and quantifying annual disease progression in people with
NPC>-6

= The scale ranges from 0 to 25, with higher scores indicating
worse neurological function’ 4

= A 1-point or greater increase in 5-D-NPC-CSS total score has ; 5-doma|n7 ( Cognition >
been established to represent a clinically meaning transition NPC-CSS
(worsening) reflecting loss of complex function and increased
disability’

= The mean change from baseline to 30 months while on
levacetylleucine was evaluated to determine long-term
treatment effect within each domain
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= Forty participants aged 5 to 67 years completed 30 months of treatment (Visit 12) of the Extension Phase

= The mean (xSD) change from baseline to 30 months on the 5-D-NPC-CSS was -0.20 +2.60 on levacetylleucine,
compared to +3.75 £7.90 in the historical cohort®: mean difference -3.95 after 30 months of treatment with levacetylleucine

= Stability or improvement was observed across each of the 5 subdomains

= Subdomain outcomes were consistent with the overall mean change seen from baseline to 30 months in participants on
levacetylleucine

= No drug-related treatment-emergent adverse events, serious adverse events, or deaths occurred during the trial

Table 1. Mean Change from Baseline to 30 Months in 5-D-NPC-CSS

Basellne 1.8811.20 2.48+1.28 2.28+1.45 1.4510.68 2.43+1.34 11.04+4.70

Mean (x SD)
Change After 0.10%0.81 0.35%+0.89 -0.25%+0.95 -0.15%0.53 -0.25%+1.53 -0.20 +2.60
30 Months

Conclusion

= Results of the 5-D-NPC-CSS after 30-months of treatment evaluating the long-term effects of levacetylleucine in
participants with NPC demonstrated a significant reduction in disease progression

= These findings are consistent with results from 24-month of treatment and are indicative of a disease-modifying
neuroprotective effects

= The uniform improvement across all subdomain demonstrates a robust and positive efficacy with levacetylleucine
across a wide spectrum of neurological function
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