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BACKGROUND
* N-acetyl-L-leucine (NALL) is a modified amino acid that enters enzyme- * During the Parent Study, the primary endpoint, the Scale for the
controlled pathways to correct metabolic dysfunction, improve function of the Assessment and Rating of Ataxia (SARA) was reduced by -1.97
lysosomal-mitochondrial axis, reduce inflammation, and enhance autophagy'# points with NALL and -0.60 with placebo (P<0.001)°
 |IB1001-301 is a Phase 3, double-blind, randomized, placebo-controlled trial * Following the Parent Study, extended follow-up data were obtained
evaluating NALL for the treatment of neurological signs and symptoms in NPC in the EP to evaluate the long-term effects of NALL in NPC

encompassing a Parent Study and an open-label Extension Phase (EP)
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*The Extension Phase is ongoing; open enrollment is available for new participants aged at birth and older with a confirmed diagnosis of NPC

METHODS

 The primary endpoint of the EP is the modified 5-domain NPC Clinical
Severity Scale (5-domain NPC-CSS)

 The 5-domain NPC-CSS is a validated assessment characterizing and
quantifying annual disease progression in people with NPC”

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

* A 1-point or greater change in 5-domain NPC-CSS total score has been
established to represent a clinically meaning transition (worsening)
reflecting loss of complex function and increased disability’

 An Interim analysis evaluating the mean change from baseline to 24
months while on NALL was conducted to determine long-term treatment
effect within each subdomain

5-domain
NPC-CSS’

RESULTS

» At the time of this analysis, fifty-four participants aged 5 to 67 years have been treated with NALL in the EP

 The mean (¥SD) change from baseline to 24 months on the 5-domain NPC-CSS was -0.32 (¥2.66) on NALL, compared to 3.0 (¥6.32) in the
historical cohort (based on expected annual trajectory from published 12-month natural history studies?®); mean difference: -3.32 after 24 months

Table 1. Mean Change from Baseline to 24 Months in 5-Domain NPC-CSS*

Subdomain Ambulation Cognition Fine Motor Skills Speech Swallowing

1.84+1.17 2.45%+1.31 2.32+1.47 1.47+0.69 2.45+1.55

Mean (* SD) Change
After 24 Months

"As of the date of this document, the trial is still ongoing.

0.03%0.85 0.3910.89 -0.37+0.82 -0.2410.63 -0.13%£1.55

« Each subdomain of the 5-domain NPC-CSS showed stability or improvement
* The subdomain results are aligned with findings from the total mean change from baseline to 24 months in participants taking NALL
* No drug-related treatment-emergent adverse events, serious adverse events, or deaths occurred during the trial

CONCLUSION

* Results of the 5-domain NPC-CSS evaluating the long-term efficacy of NALL in participants with NPC demonstrated a significant reduction
in disease progression after 24-months, indicative of a disease-modifying, neuroprotective effect

* Following treatment with NALL, there was stability or improvement across the subdomains demonstrating positive long-term effects of
NALL across a broad range of neurological functions
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