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BACKGROUND AND OBJECTIVE Figure 1: Arimoclomol targets the pathophysiology of Niemann-Pick disease type C by two pathways CONCLUSIONS

= The presented in vitro data provide mechanistic evidence of how
arimoclomol can target NPC through multiple mechanistic
pathways making it relevant in NPC.
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= The dysfunction of either of these genes results in a reduced amount of

= Niemann-Pick disease type C (NPC) is an ultra-rare and fatal
neurodegenerative disease (1:100,000 live births). It is a highly
heterogeneous disease with relentlessly progressive symptoms.
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Figure 4: Effect of arimoclomol on the clearance of cholesterolin

E 3.5 1 » 214 a a 6 ° human NPC fibroblasts
E 7] . . 12 - GM18453: 11061T/11061T
% 2.5 1 210 - Arimoclomol Concentration (uM)
g 2 - = S g
L ) n This results in : 12 M 26uM 50 uM
B > 6 - Arimoclomol activates These genes then express amplification of NPC1 Thergrﬁrqc,h?cr)lmcl)qctlognol “u
a 1 D 4 - transcription factors more of the NPC1 protein protein levels and more Wth = h ugn tw
H 4 leading to upregulation of as well as the other successful NPC1 P aYS o T Y
3 0. 1 5 21 the CLEAR network genes proteins belonging to the processing ultimatel holastan lagy, fop e
- = 0. including NPC1 gene' CLEAR network’ leading to'increase O a oravent coll doatp >

NPC1 NPC2 GBA GLA SQSTM1  MCOLNT1 RRAGD cholesterol clearance’ P

@ Control (PBS) = Arimoclomol (400 uM)

Relative gene expression following 5-day treatment with 400 !M arimoclomol vs control (PBS). Left: NPC1, NPC2, GBA, GLA,
SQSTM1, and MCOLNT1 (values on left y-axis). Right: RRAGD (shown separately as the expression rate was markedly higher
compared to the other genes). Gene quantification was performed by quantitative RT-PCR. Treatment effects were evaluated by a
paired 2-tailed t-test: *p < 0.05, **p < 0.01. CLEAR = coordinated lysosomal expression and regulation; GBA = B-

glucosylceramidase; GLA = a-galactosidase; MCOLN1 = mucolipin TRP cation channel 1; NPC1/ 2 = NPC intracellular cholesterol
transporter 1/2; PBS = phosphate buffered saline; RRAGD = Ras related GTP binding D; RT-PCR = reverse transcription quantitative R ES U LTS
polymerase chain reaction; SEM = standard error of the mean; SQSTM1 = sequestosom.
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