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Background _ Results
* Niemann-Pick disease type C (NPC) is a rare, autosomal PRIMARY ENDPOINT: 5D-NPC-CSS
recessive neurodegenerative lysosomal storage disorder’
* The landscape of NPC treatment is rapidly evolving, marked by

growing therapeutic momentum, deeper understanding of

disease biology, and a shift from symptomatic care toward o
disease-modifying strategies  After 30 months (Visit 12, n=40), the mean+SD change

from baseline on the 5-D-NPC-CSS was -0.20+2.60 with
levacetylleucine, compared to +3.75+7.90 in the historical

* The mean=SD baseline (Visit 2, n=50) 5D-NPC-CSS was
11.04+4.70

Levacetylleucine Transport and

Putative Mechanism of Action cohort'%2; mean difference -3.95 (95% CI -6.60 to -1.30;
 Levacetylleucine (also known as N-acetyl-L-leucine, NALL) is P=0.0040) (Figure 1)
a modified, acetylated amino acid  After 36 months (Visit 13, n=39), the mean+SD change
* Levacetylleucine  enters enzyme-controlled pathways to from baseline on the 5-D-NPC-CSS was -0.28+2.76 with
correct metabolic dysfunction, improve function of the levacetylleucine, c?mpared to +4.50+£9.48 in the historical
lysosomal-mitochondrial axis, and restore membrane potential cohort'®#; mean difference -4.78 (95% CI -7.96 to
* In preclinical studies, levacetylleucine restored autophagy flux
and has shown rapid and stereospecific normalization of Figure 2. 5D-NPC-CSS Change with Levacetylleucine
transcription factor (TFEB), master regulator of lysosomal After 12, 18, 24, 30, and 36 Months
biogenesis and the coordinated lysosomal expression and 5 D-NPC-CSS
regulation (CLEAR) gene network® S
 Levacetylleucine has demonstrated significant improvements M 26N .5 pts
in neurological manifestations across multiple clinical trials in
NPC, GM2 gangliosidoses, and ataxia-telangiectasia®-® 4 NH 30M: 3.75 pts
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aComparisons were made to the expected annual trajectory of disease

(1) Monocarboxylate transporters (MCT) - membrane proteins which act as carriers for NALL. decline established in published natural history studies.

 IB1001-301 is a Phase 3, double-blind, randomized, placebo- RANS AN DN e e

controlled trial evaluating levacetylleucine for the treatment of * No treatment-emergent adverse events (TEAES) occurred in

neurological signs and symptoms in NPC encompassing a more than 10% of participants on levacetylleucine
Parent Study and an open-label Extension Phase (EP) * One participant had one TEAE (gelastic cataplexy)
 Participants completing the randomized Parent Study were assessed as related to levacetylleucine by the investigator
eligible to enter the ongoing open-label EP * One participant had one TEAE leading to withdrawal from
trial was assessed as not related to study medication
Key Inclusion Criteria - No trial drug-related serious adverse events or deaths
occurred

v People aged = 4 years with a confirmed diagnosis

of NPC | EXPLORATORY ENDPOINTS: 36 MONTH RESULTS
v" SARA score of 7 < X < 34 points (out of 40)

v Weight = 15 kg at screening 15-D-NPC-CSS (excluding hearing)

¥ Background stable miglustat use permitted « The mean baseline (Visit 2) score on the 15-D-NPC-CSS
SARA, Scale for the Assessment and Rating of Ataxia.

was 18.22+7.14

IB1001-301 Trial Treatment - After 36 months (Visit 13) the mean change from baseline
Levacety"eucine or p|acebo: was +0.46+5.26 with Ievacetylleucine
« Oral administration (granules in a sachet for
suspension in water, orange juice, or almond milk) 4-D-NPC-CSS
* Participants receive a total daily dose of 2-4 g/day » The mean baseline (Visit 2) score on the 4-D-NPC-CSS
based on weight-tiered doses was 8.10+3.56
IB1001-301 EP Endpoints » After 36 months (Visit 13), the mean change from
. . . . . ' -0.91x 2. ' '
Primary - 5-domain NPC Clinical Severity Scale baseline was -0.51+ 2.23 with levacetylleucine
95-D-NPC-CSS
( ) SARA
Exploratory * 4-domain NPC Clinical Severity Scale .
* The mean baseline (Visit 2) value on the SARA was
(4-D-NPC-CSS) (Visit 2)
* 15-domain NPC Clinical Severity Scale 15.92¢7.74
(excluding hearing) (15-D-NPC-CSS)  After 36 months (Visit 13), the mean change from
* Scale for the Assessment and Rating of baseline was -1.14+3.72 with levacetylleucine
Ataxia (SARA)
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