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BACKGROUND AND OBJECTIVE METHODS

* Niemann-Pick disease Type C (NPC) is an ultra-rare, progressive  The US EAP is an ongoing, prospective real-world study designed to
neurodegenerative lysosomal storage disease with no FDA-approved provide expanded access to arimoclomol for NPC patients who were not
treatments and persisting unmet medical need. eligible for or unable to participate in clinical trials.

* Arimoclomol is an investigational orally available small molecule for the * The 15-site protocol driven US EAP was designed to include broad
treatment of NPC. geographic site representation, telemedicine consultations, and local

 The US arimoclomol Expanded Access Program (EAP), initiated in June aboratory testing.

2020 (NCT04316637) provides access to eligible NPC patients. * Routine clinical care, including miglustat, was maintained throughout the

* Here we present safety data from pediatric and adult NPC patients treated US EAP.
longitudinally in the US EAP with arimoclomol. » Adverse event (AE) experience, including serious adverse events (SAES)

* Optional real-world data (RWD) collected in an ongoing protocol-driven EAP and reasons for withdrawal were captured.
aimed to expand the understanding of NPC, including populations not * All adverse event experience was summarized and iIs presented as event
previously studied in randomized clinical trials, for those patients consenting counts and percentages of patients.
to collection Is presented on poster PO-212. * Results are presented with the current data as of May 8, 2024.

METHODS AND RESULTS

Table 1: EAP Eligibility and Ineligibility Criteria Table 2: US EAP Safety Reporting Patient Characteristics
Eligibility Criteria Ineligibility Criteria PT'GTNS 't”'“atted Arimoclomol Arimoclomol +
Confirmed NPC diagnosis and at least 1 neurological Severe liver disease O EEAtIEN mlgl_UStat_a_S part of
symptom routine clinical care
Age=z2years Kidney disease Number of Participants, n(%) 94 (100 %) 32 (34%) 62 (66%)
Permanent US resident Known or suspected allergy or intolerance to arimoclomol Age at Registration (Years)
If taking miglustat (Zavesca®), the patient must have been on . :
the target dose for the past 6 weeks Erri%rrlznn?’ Elriggl[?ge?mbecome pregnant (during the EAP) Mean (SD) 20.2 (12.9) 21.9 (14.62) 19.3 (11.93)
y J Median (Range) 18 (2 - 66) 18.0 (2 — 66) 19.0 (2 - 43)
Sexually active females of childbearing potential must agree to Pl tor treat t with other i iaational drua duri _ _
use highly effective contraception ans tor treatment with other investigational drug during Arimoclomol Treatment Duration (Months)
the EAP or in the 4 weeks prior to arimoclomol treatment
: . _ start Mean (SD) 25.0 (14.89) 19.68 (15.82) 27.75 (13.73)
Confirmed negative pregnancy test for sexually active females
The patient is both eligible and able to participate in or is Median (Range) 29.5 (0.03 — 46.87) 14.43 (0.03 — 46.87) 31.87 (2.77 — 46.0)
Sexually active male patients with female partners of child- CL_Jrr_entIy p_art?cip_ating In an active interventional clinical trial _ o _ _ _ _ _
bearing potential agree to use a condom in addition to birth within the indication Table 2: US EAP patient characteristics & demographics for the 94 patients included in the safety analysis.
control used by their partners
The patient, in the opinion of the clinician, is unable to . -
If history of seizures, the condition must be adequately comply with t_he treatment or ha}s a medical (_:ondition that Tab I € 3 . U S EA P AdverS € Event EX p erience
controlled, i.e., seizure activity must be stable, and patient would potentially increase the risk to the patient by Patients treated with Arimoclomol Arimoclomol + miglustat as
must be on stable dose and regimen of antiepileptic partICIpatlon Arimoc'omo' (N - 32) part Of rOutine Clinica' care
Medication during 1 month prior to screening (N = 94) (N = 62)
The patient has a medical condition which hinders the :
Written informed consent (patient or parent/guardian) cIinicFi)an's assessment of arimoclomol safety and efficacy Any, n events (% of patients) 201 (65.9%) 64 (56.3%) 137 (70.9%)
For participants in CT-ORZY-NPC- (e.g. certain epileptic conditions or severe sudden loss of By Seriousness, n events (% of patients)
002 clinical trial: The treating physician confirms a positive consciousness) Non-Serious AE 131 (51.1%) 43 (50.0%) 88 (51.6%)
benefit risk assessment for the patient at end of trial Serious AE 70 (29.8%) 21 (18.8%) 49 (35.5%)
- (0] . 5
*- Eligibility and ineligibility criteria described are not inclusive of all criteria. Refer to NCT04316637 for complete criteria Fatal Serious Adverse Events o
0) 0)
Reported 11 (9.6 %) 3 (6.3%) 8 (11.3%)
FI g ure 1: U S EA P S p ans 15 S | {es By Type of Adverse Event (reported by 23 patients), n events (% patients)
14 out of 15 sites have enrolled patients and 13 site are active Pneumonia 14 (11.7%) 3 (6.3%) 11 (14.4%)
Corona virus infection 13 (11.7%) 3 (6.3%) 10 (14.4%)
Diarrhea 8 (7.4%) 2 (6.3%) 6 (8.1%)
® Boston Children’s Urinary Tract Infection 7 (3.2%) 7 (9.4%) 0 (0%)
lini Hospital
IR tE @  Hospita Fall 6 (6.4%) 1(3.1%) 5 (8.1%)
0 ® NYU Seizure 5 (5.3%) 2 (6.3%) 3 (4.8%)
® g:'i:d;f:';’f; Hospital Table 3: Safety event reporting overall and by seriousness for the US EAP reported as number of events and % of patients. Type of
& gﬁ:lﬂsnioff s ghi'dffnl's aseipE adverse event summary of the number of events and % of patients experiencing the event. The type of adverse event summary includes
Gakiand | Cincinnati Children's Hospital only events that were reported for > 5 % of the total population. No serious adverse events were determined to be related to treatment
Pittsburgh . :
; . : with arimoclomol.
. Children’s Hospital . .
Los Angeles Table 4: Withdrawals from the US EAP

Emory University

A D T 1 X CRE R b 4: Reasons for study
@ orange county Dell Children’s University of All Patients (N = 94) withdrawal or discontinuation

Alabama

@ BISRIGRE V\{ithdre_w from Study or Discoontinueq Treatment 23 (24.5%) T e e e 60 @) o[
o icklaus SR 's Hospital with Arlmoclo_mol, n events (% of patlents) related to events of
e ton ® Reasor:k for Withdrawal, n events (% of patients) pneumonia (4), acute
Death _ 9 (9.6%) respiratory failure (2), choking
Pneumonla} . 4 (1), COVID 19 (1), disease
é(r:]lcj)tz;gsplratory failure i progressipn (1), inﬂu_enza (1),
RESULTS CD:ioSreogsevi I;l:g,gl pefzg’i[ioonn 1 Zgghsgsslesrigr)lédpgtll‘:ltn;f
* 94 participants enrolled in the US EAP and were included in the safety influenza 1 serious adverse events.
] Sensi 1 None of the deaths were
anaIySIS (Table 2) S R:;:j’] 5 (5.3%) determined to be related to
: ' ith ari I .
» A total of 201 adverse events were reported for 62 patients (66%) Adverse Event 5 (5.3%) reaiment with arimociomo
. . Lost to Follow U 1(1.1%
while adverse events were not reported for 32 patients (34%)(Table 3).  Reason Unknown 3 (3.2
 Pneumonia (14 events, 11.7% of patients), COVID-19 (13 events, CONCL USIONS
11.7% of patients), and diarrhea (8 events, 7.4% of patients) were the
most commonly reported adverse events (Table 3). « The US EAP for arimoclomol for NPC has demonstrated a safety profile
* The adverse event profile was similar for patients with and without consistent with the published clinical trial experience of arimoclomol in NPC.
miglustat use at any point during the US EAP (Table 3).  Over more than 2 years of treatment, arimoclomol was generally well
« 70 serious adverse events were reported for 28 Patients of which 9 tolerated.
patients (9.6%) had events with a fatal outcome (Table 3 & 4). No  Similar levels of adverse events were observed In patients treated with
serious adverse events were determined to be related to arimoclomol. arimoclomol monotherapy and arimoclomol plus miglustat dual therapy.

« 23 patients (25%) have discontinued arimoclomol treatment (Table 4).
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