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BACKGROUND 12-MONTH DOUBLE-BLIND RANDOMIZED PHASE 48-MONTH OPEN-LABEL EXTENSION PHASE

"= Niemann-Pick disease Type C (NPC) is an ultra-rare, progressive, The study enrolled 50 participants (2-19 yrs), randomized 2:1 to = Atotal of 41 patients continued in the OLE phase (Figure 1), 29 patients
neurodegenerative disease with heterogeneous clinical presentation. arimoclomol:placebo. 76% of patients in the arimoclomol group and 81% in the completed.
= Arimoclomol, an orally available small molecule that crosses the blood- placebo group received miglustat. ®= The mean age was 12.2 (4.8) years at start of OLE phase, 80.5% were
brain barrier, is FDA-approved in combination with miglustat for the " |In the subgroup who received miglustat at enroliment, the mean age was 11.6 also treated with miglustat and baseline mean (SD) R4DNPCCSS was
treatment of neurological manifestations of NPC in adults and children 2 years, the mean time since first NPC symptom was 8.5 years, and the mean age at 9.2 (6.9) in the overall group and 8.9 (6.7) in the miglustat subgroup.
years of age and older. onset of first neurological symptom was 4.9 years. " The observed disease severity generally progressed slowly over the 48
= This poster presents long-term safety and effectiveness data of = The mean baseline R4DNPCCSS score was higher in the arimoclomol group months, with a stepwise progression pattern (Figure 3).
arimoclomol in patients with NPC for up to 5 years of treatment who also (n=26; mean=38.9) than the placebo group (n=13; mean=7), with an overall mean
received miglustat as part of their routine clinical care. R4DNPCCSS score of 8.3. Figure 3. RADNPCCSS Over 48 Months of Open-Label Extension in
= Arimoclomol, in combination with miglustat, halted disease progression through 12 Patients Who Received Arimoclomol Plus Miglustat
m?nths when compared to placebo treatment as measured by the RADNPCCSS
(Figure 2). 20 |
| | | | — Miglustat subgroup
® The safety and effectiveness of arimoclomol was studied in a 12-month, _ _ _ _ N
randomized, double-blind (DB), placebo-controlled clinical trial, followed by Figure 2. Change in RADNPCCSS Over 12 Months in Patients Who g 16~
a single-arm, 48-month open-label extension (OLE) phase for up to 60 Received Arimoclomol Plus Miglustat o 14 -
months of total treatment (Figure 1). 5 12 -
= Effectiveness assessments, including the validated rescored 4-domain 3.0 1 R4DNPCCSS @ 10 1
NPC Clinical Severity Scale (R4DNPCCSS) score, were analyzed at 2.5 | [Mean change (95% Cl)| -2.2 (-3.8,-0.6) e 8-
baseline and every 3 months until 12 months of treatment; and every 6 . p-value 0.0077 é 6 -
months during the OLE phase. < 20 - 19 € g4
= Effectiveness is presented as mean change over 12 months in 8?15 - 1.7 é
R4DNPCCSS for the DB phase and as total RADNPCCSS over 48 months 5o ., ' 01— | | | | | | | |
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for the OLE. Yy
= Safety is described by frequency of adverse events (AEs) and severity. § S 05 Time since OLE baseline (Months)
: : : c £ 0.0 _
Figure 1. Design of the NPC002 Trial £ . - b - " Table 2. Summary of Adverse Events
placebo-controlled period —®— Arimoclomol with miglustat (n) 26 26 23 23 22 N = 41 " The overall pattern of AEs
Placebo with miglustat
Randomization? = = = = = n (%) frequently reported were stable
“1 ’ Time sin3ce baseline (?nonthS) ’ ' Any AE 38 (93%) over _the 48 mﬁntgs and _ _
. Placebo + routine clinical care (n=16) - . : : . ] : .

Ob:g%’%::a' N p——— gg:tr:geers]tlgnl?fg;lgﬁ(eﬁé ISD(F\?FCGC f(EOSmS Zizilr;es tgor\?:rri\;?ele were compared using an analysis of variance (ANCOVA) model fitted with Severe AE 15 (37%) fﬁ:ggepn;avgg observations In
Nev(v”;:e)ms NS0 f f f f | ad’u:;f)(nﬁf;tme c"mca = Adverse events were generally of mild to moderate severity. Serious adverse Serious AE 15 (37%) . Th?/ 3. Eosthcomr;\(;)nzﬁiso/were
n=23) Arimoclomol (372 mo/day, welghtadjusted] ' ' ’ reactions were hypersensitivity reactions including urticaria and angioedema. AE leading to 4 (10%) (n,%); diarrhea (10, 24.4%),

| = |n the arimoclomol group, 3 patients discontinued the study due to the following GERImEL upper res;plratory tract infection
, , , , , , , , , , AEs: increased serum creatinine (one patient), and progressive urticaria and dlscor_]tmuat'on (10, 24.4%), gpd
Study month o 05 3 6 ) 12 18 2 % 4 angioedema (two patients). B WD EE] QUSRS 2@, nasopharyngitis [also known as

common cold] (8, 19.5%)

aPatients were stratified by receipt of miglustat at randomization. Adapted from: Mengel E et al. J Inherit Metab Dis. 2021 Nov;44(6):1463-1480.

Table 1. Freq uently Reported Adverse Events (28%) N = number of patients in the extension analysis set;

n = number of patients with event; % = percentage of
patients with event

The R4ADNPCCSS is a measure of NPC disease progression that consists of the four items assessing ambulation, . . . - -
speech, swallow, and fine motor sKkills that patients with NPC, their caregivers and physicians have identified as most Arimoclomol with m'QIUStat Placebo with mlgIUStat

relevant. Score: 0-20, with higher scores representing greater severity of disease. Adverse reaction n=26 n=13
n(%) n(%) CONCLUSIONS
U iratory tract infection™ 3 (31 2 (15 . . . . L . . .
REFERENCES D_‘;‘?Z:erzsr"ra oy tract Intection - (23; . 223; = |n the pivotal trial, arimoclomol in combination with miglustat halted disease
|
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1. Mengel E, Patterson MC, Da Riol RM, et al. Efficacy and safety of arimoclomol in Niemann- - progression through 12 months Compared with placebo as measured by the
IS _ _ Decreased weight 4 (15) 0 RADNPCCSS
Pick disease type C: Results from a double-blind, randomised, placebo-controlled, _ :
multinational phase 2/3 trial of a novel treatment. J Inherit Metab Dis. 2021;44(6):1463-1480. Decreased appetite 3 (12) 0 " The effectiveness and safety of arimoclomol with miglustat was further
, &?;1%;22%“?%1242%_ e etebration FL US. Zeurs Th e Tremor 3 (12) 0 confirmed in a 48-month open-label extension. Arimoclomol was generally
. rescribing Information. ebration, FL, US, Zevra Therapeutics, Inc.; ot o : . .
00000 o TTOTTERN. peE Urticaria 3 (12) 0 well tolerated with no new safety signals observed during the OLE.
Headache 3(12) 1(8)
DISCLOSURES Lower respiratory tract infection 3 (12) 1(8) ACKNOWLEDGEMENTS
Seizure 3 (12) 1(8) | - | | -
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