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Signs and symptoms

Indicators Visceral Score Neurological Score Psychiatric Score
Very = Vertical supranuclear ]
strong paze palsy
40 points = Gelastic cataplexy ]
per item
Strong = Prolonged unexplained [ | » Pre-senile cognitive —
20 points neonatal jaundics decline andjfor
per item or cholestasis demeantia
= Isclated unexplained [ ]
splenamegaly
(historical andfor
current) withfwithout
hepatomeagaly
Moderate = Ataxia, clumsiness or 1 » Paychotic symplorms
10 points Trequent falls (halucinations, delusions
r item = Drysarthria andfor andfor thought disorder)
pe dysphagia
« Dystonia —
Weaalk = Acguired and 1 = Treabment-resistant 1
5 points progressive spasticity I:|:u]'tg.-'?:|:ﬂl':l|||1'.|-u::f,-'mr_llnnul'l-.s.
P . payehistric
perl disorders
Ancillary = Hydrops fetalis — = Hypotonia 1 = Disrupbive or aggressive [ |
1 point = Siblings with fetal — = Delayed developmental C1 behawior in adolescence
per item Bscites milestones #nd childhosd
= Seizure (partial —
or generalized)
= Myaclonus 1
Category scores $ + : + $
S
ory combination Wisceral & Wisceral & Meurabogical
40 points: Visceral & psychiabric paychiatric :l * newralagical :l * & paychiatric I:l
40 poinks: Visceral & neurological
20 points: Neurslogical & psychiatric
NP-C family relationship Parent or Cousgin
40 points: Parent/sibling sibling :l + with MP-C I:l

10 poinks: Cousin with MP-C

Risk prediction score : = Sum of all scores |
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Other tests that may add to clinical suspicion [ Clinical suspicion ] Likely NOT NPC
Proceed to
- Foam cells in bone marrow ’ sequencing if
- GD and ASM deficiencies excluded | _ high clinical
- EM study of skin / liver biopsy [ Plasma biomarkers H Normal r) pici

!
NPC profile? Other profile®

Note: in case clinical suspicion

was first confirmed by a positive :

filipin test it is still important to [ ,NPCI & N"PCZ sequem:lng‘ ]

identify mutations ' ; exons and “"“i" ) '
Highly + Moderately + 2 mutant 2 kn

own :
«classical»® Clear «variant» alleles® with iiptar omnu.lu‘t’ait ?:‘ :::f:g: allele :
= NP-C = NP-C lor2 pathogenic Allele not NP-C, bu(
F ¥ s‘l’}se""a' alleles' =?
= NP-C
Filipin Test = Possible ’ lf filipin +

B 1 FIE g

NP-C
clinical
} suspicion

{on same biopsy)

v y

Further Molecular Genetics studies

Mildly + Negative (MLPA, cDNA sequencing...)

or % (dubious) = NOT NP-C —

- Most cases

= not NP'C only 1 still no mutant allele

- possible mutant Allele and very high

N:‘;cc ? (Pathogenic suspicion:

heterozygote? or VUS) S(I’S::::g'llpm test if

[ Interpretation of combined molecular genetics and filipin results l
NP-C . NP C conf irmed NP-CIaII}nost ’ Doubt may Almost certainly NP-C discounted
confirmed certain if 2 nove remain if only || not NP-C if no mutation
2 pathogenic h hly + filipin** g A o 2
m‘t,l!atlozs ! ’q Iy filipi :w;a.nt aAI‘I_eIes 1 atic v if no m.uratlon and filipin - (or %)
(whatever the mutant allele and | and filipin + and mildly +

(whatever the || mutational «variant» filipin filipin
filipin profile) profile)

*profile also seen in heterozygote subjects
** profile also seen in MLl or 1l
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