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INTRODUCTION

B Niemann-Pick disease type C (NPC) is an ultra-rare,
progressive, neurodegenerative lysosomal disorder
caused by pathological variants in the NPCT or
NPCZ2 genes' -

B |[n 2024, arimoclomol became the first treatment to
receive US Food and Drug Administration (FDA)
approval to treat the neurological manifestations of
NPC in adult and pediatric patients >2 years of age
when given with miglustat®?

METHODS

m Participants in the EAP were enrolled on a rolling basis over the 4-year
duration of the program; all participants received arimoclomol orally
plus their routine clinical care

m All adverse events (AEs) were recorded during the US EAP
and summarized

m Descriptive statistics were performed; comparisons
between groups and across timepoints were descriptive and
observational only

Eligible participants were aged >2 years with a confirmed diagnhosis
of NPC and >1 neurological symptom

— If taking miglustat, the patient must have been on the target dose
for the previous 6 weeks

Figure 1. Multiyvear Completer Cohorts

— |If history of seizures existed, the condition must have been

adequately controlled

B The protocol-driven US Early Access Program (EAP; Completer Cohort

NCT04316637) was a prospective, real-world study
designed to provide early access to arimoclomol for
patients with NPC who were not eligible for or unable
to participate in clinical trials*>

m A completer analysis was performed in which effectiveness was
measured as the change from baseline in the physician-reported

5-domain NPC Clinical Severity Scale (6DNPCCSS) in patients who had
available assessments at baseline and at >1-year follow-up (Figure 1)

1-year (n=78)2

2-year (n=43)°

_ : 3-year (n=38)¢
— Enrollment was initiated in July 2020 and was Subgroup analyses were performed according to

closed at the time of commercial approval in
September 20244

m Here we present effectiveness and safety data
from patients with NPC treated in the US EAP with
arimoclomol over a 4-year period

 Treatment: arimoclomol alone and arimoclomol plus miglustat

4-year (n=20)¢
|

Baseline Year 1 Year 2 Year 3 Year 4

 Age: <18 years (pediatrics) and >18 years (adults)

— Effectiveness was also assessed in a subgroup aligned with pivotal
trial criteria (pediatric participants aged 2-19 years on concomitant
miglustat)®

aCompleted assessments at baseline and year 1. "Completed assessments at baseline
and years 1 and 2. c<Completed assessments at baseline and years 1, 2, and 3. {«Completed
assessments at baseline and years 1, 2, 3, and 4.

RESULTS
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Not all participants completed an assessment at year 2 or years 2 and 3 in the 3- and 4-year completer groups, respectively.
5DNPCCSS, 5-domain Niemann-Pick disease type C Clinical Severity Scale; SE, standard error; SOC, standard of care.
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Figure 5. Completer Analysis: Subgroup by Age
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Not all participants completed an assessment at year 2 or years 2 and 3 in the 3- and 4-year completer groups, respectively.

Sex, n (%) 5DNPCCSS, 5-domain Niemann-Pick disease type C Clinical Severity Scale; SE, standard error.
Male 57 (52.3) 22 (57.9) 35 (49.3) 29 (51.8) 28 (52.8) m Of interest, in a pediatric subgroup aligned with pivotal trial criteria (aged 2-19 years; on miglustat),
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Age at diagnosis, years,? 16.4%£13.0 19.2+15.6 15.0+11.2 7.2+4.6 26.011.9 with stabilization observed in the pivotal trial and its 4-year, open-label extension (Figure 6)
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Age at treatment Figure 6. Completer Analysis: Pediatric (Aged 2-19 Years) Subgroup, Arimoclomol + Miglustat
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m Analysis of those with both baseline and >1 follow-up 5DNPCCSS assessments demonstrated Sveann ! ! ’ !
minimal changes in disease severity over time (Figure 3)

— Among the 78 participants with baseline and year 1 data, meantstandard error (SE) scores were
11.2+0.72 and 11.1£0.75 at baseline and year 1, respectively; similar patterns were observed for
participants with baseline and year 2, year 3, or year 4 assessments

Figure 3. Completer Analysis: Overall

Not all participants completed an assessment at year 2 or years 2 and 3 in the 3- and 4-year completer groups, respectively.
5DNPCCSS, 5-domain Niemann-Pick disease type C Clinical Severity Scale; SE, standard error.

Safety

m A total of 248 AEs were reported during the EAP, of which 241 were classified as treatment-emergent
based on known date of administration; 5 AEs led to discontinuation for 5 (4.6%) participants (Table 2)

m A total of 13 participants (11.9%) reported a total of 17 AEs deemed related to arimoclomol

m The most common treatment-related AEs were diarrhea (n=3 participants [2.8%]), increased
LB S o blood creatinine (n=2 [1.8%1), and rash (n=2 [1.8%]1)
4 } *g-yeaf m A total of 36 (33.0%) participants reported 95 serious AEs, none of which were deemed related
g 20 - e to arimoclomol.
£ ] m There were 12 deaths (4 pediatric, 8 adult participants), all unrelated to treatment
% 157 — Ages at death varied from 6 to 42 years old; the latest recorded SDNPCCSS total score before
a - - death ranged from 10 to 25
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1-year, n= 78 78
2year, n= 43 43 43 Any SAEs 36 (33.0) 95
3-year, n= 38 38 28 38 Treatment-related SAEs O @)
AEs leading to discontinuation of arimoclomol 5 (4.6) 5
Not all participants completed an assessment at year 2 or years 2 and 3 in the 3- and 4-year completer groups, respectively. Deaths 12 (11.0)
5DNPCCSS, 5-domain Niemann-Pick disease type C Clinical Severity Scale; SE, standard error.
Most frequently reported treatment-related AEs?
m Subgroup analyses by treatment (arimoclomol alone vs arimoclomol + miglustat; Figure 4) and Diarrhea o 3(2.8) 3
age at treatment initiation (pediatrics [aged <18 years] vs adults [aged >18 years]; Figure 5) IF?;:Srre]ased blood creatinine % 82; g

for participants with both baseline and >1 follow-up 5DNPCCSS assessments showed disease

stabilization in all completer subgroups

®Treatment-related AEs occurring in >1 participant are included.
AE, adverse event; SAE, serious adverse event.

DISCUSSION

m Real-world data demonstrate sustained disease stabilization and safety of arimoclomol up to
4 years in a broad and heterogeneous NPC population, consistent across multiyear completer
subgroups by miglustat use and age

— Most participants in the pivotal trial received concomitant miglustat; however, results in the
EAP show that NPCCSS scores remained stable in participants who received arimoclomol
alone. These data support future exploration of arimoclomol alone in patients who may not
be able to tolerate miglustat

— These are the first published real-world data on arimoclomol to show low progression rates
in adults with NPC, a population not included in the clinical trials

m Safety findings of the EAP were consistent with the pivotal NPC-002 clinical trial results
(NCT02612129)°; arimoclomol was well tolerated, and no new safety signals were observed

m These findings reinforce clinical trial findings and extend arimoclomol long-term effectiveness

data in NPC
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