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BACKGROUND CONCLUSIONS

Niemann-Pick disease type C (NPC) is an ultra-rare, autosomal recessive, ) | - | | |
progressive neurodegenerative lysosomal disease. The rate of disease progression in patients treated with arimoclomol was

" Clinical presentation is heterogeneous with declining neurological function. comparable between the DB phase and the OLE phase.

= Arimoclomol, an orally available small molecule, is the first FDA-approved treatment | | ® Arimoclomol was well tolerated with no new safety signals observed.
for NPC when used in combination with miglustat.

" Results of a 12-month, randomized, double-blind (DB), placebo-controlled trial
Investigating the efficacy and safety of arimoclomol showed a positive benefit-risk in
patients aged 2-18 years diagnosed with NPC.!
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RESULTS _
S 1.0 -
= Atotal of 41 patients continued in the OLE phase (Figure 1), 29 patients completed. -4
= Of the 12 patients withdrawn, 2 died due to disease progression, 2 discontinued due E 05 -
to safety, 2 were withdrawn by physician decision, and 6 withdrew consent. O 01 93
" The mean age was 12.2 (4.8) years at start of OLE phase, 80% were concomitantly S 40
treated with miglustat and baseline mean (SD) R4DNPCCSS was 9.2 (6.5). £
= During the DB phase patients treated with arimoclomol had a mean change from "é 05 - 0:2
baseline in R4ADNPCSS of 0.4 points vs. 1.9 for the placebo group (Figure 1). o
"= |n the OLE, the observed disease severity generally progressed slowly over the = DB OLE OLE OLE OLE DB OLE OLE OLE OLE
- : : - -1.0 - Phase Year1 Year2 Year3 Year4 Phase Year1 Year2 Year3d Year4
48 months, with a stepwise progression pattern (Figure 2).
* For patients who switched from placebo in the DB phase to arimoclomol in the OLE, n 15 14 12 11 11 12 11 9 8 8
the mean annual change decreased from 1.9 to 0.2 after starting treatment with
arimoclomol and continued to be numerically smaller (potentially indicating slower Table 2. Frequently Reported Adverse Events (>10%)
di_se_ase progres_sion) for the rest of the trial (Figure 3). | | Arimoclomol
= Similar observations were made for the subgroup of patients concomitantly treated N = 41

with miglustat.

Preferred Term n (%)

= The overall pattern of AEs frequently reported were stable over the 48 months and .
consistent with observations in the DB phase of the trial. Diarrhea _ _ _ 10 (24.4%)
* The 3 most common AEs were diarrhea, upper respiratory tract infection, and Upper respiratory infection 10 (24.4%)
nasopharyngitis (Table 2). Nasopharyngitis 8 (19.5%)
Table 1. Summary of Adverse Events Epilepsy 8 (19.5%)
Ar | | Corona virus Infection 8 (19.5%)
Nl Seizure 7 (17.1%)
n (%) Cough 7 (17.1%)
Any AE 38 (93%) Bronchitis 7 (17.1%)
Severe AE 15 (37%) ngght .decreased 6 (14.6%)
Serious AE 15 (37%) Epistaxis 6 (14.6%)

: : "
AE leading to treatment discontinuation 4 (10%) Constipation 6 (14.6%)
.. 0
AE with fatal outcome 2 (5%) Rhinitis 5 (12.2%)
N = number of patients in the extension analysis set; n = number of patients with event; % = percentage of patients with event Influenza 5 (12-2%)
I C (122%
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