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BACKGROUND RESULTS

®= Niemann-Pick disease type C (NPC) is an ultra-rare, progressive neurodegenerative "= The 5 patients were 14-23 months old at enrollment (Table 2). All were concomitantly
lysosomal disease. treated with miglustat.
= Clinical presentation is heterogeneous with declining neurological functions. = Atotal of 108 AEs were reported in the substudy (Table 1). Most AEs were non-serious
= Onset of NPC symptoms can occur throughout life from the prenatal period to (86.1%), and mild or moderate in severity (toxicity grade 1&2, 90.7%). Most AEs (88%)
adulthood. resolved during the study.
= Generally, the age of onset determines the speed of disease progression. = Atotal of 15 SAEs were reported for 2 patients. None of the SAEs were considered
= For patients with early-infantile onset of NPC (onset of neurological symptoms <24 treatment related and all SAEs recovered/resolved without changes to arimoclomol
months of age) the median age of death is 48 months (range, 7-132 months).” dosing. No deaths were reported during the substudy.
= Arimoclomol, an orally available small molecule, is the first FDA-approved treatment for || ® Two (2) AEs of ALT increased and AST increased were assessed as probably
NPC in patients aged =22 years, in combination with miglustat. treatment-related. These were reported for the same patient (Patient 5); led to
®= To assess and evaluate safety and tolerability of arimoclomol treatment in children with withdrawal of arimoclomol and resolved after cessation of treatment (Table 1).
NPC younger than 2 years, a pediatric substudy to the pivotal arimoclomol phase 2/3 = All 5 patients grew in height and increased their body weight during the trial (data not
trial CT-ORZY-NPCO002 (NCT02612129) was implemented. shown).
Developmental functioning assessed with Bayley lll scores (Change in Growth Scale
Figure 1: Pediatric Substudy Design Values [GSVs]) showed that 1 patient gained developmental skills, 2 patients were
largely stable, and 1 patient declined during the substudy. Results were inconclusive
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Open-label interventional substudy in NPC patients aged 6 to <24 months for 1 patient as Bayley Il was only assessed at the baseline visit.
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Table 1. Adverse Event Overview

m o n t h s Scaled scores over study duration Change inGSV's* atg:‘;g“t::e point compared to
Sex, Age at Enrollment Male s T .
Mutation Type Missense/missense Z 11 . "
All AEs 5 100 108 Medical History Splenomegaly, microcytic ?
SAEs 2 40 15 anemia, gross motor delay, 3 o
Non-Serious AEs 5 100 93 developmental speech disorder -—— o N o
Fatal AEs 0 0 0 SAEs and AEs leading
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Grade 1 4 80 71 discontinuation
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AE = adverse event; E = number of events; n = number of patients; SAE: serious adverse event; % =
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