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|. Lysosomal storage
disease

- Lysosomal storage disease Y Accumulation of
glucocerebrosides in the lysosomes of monocyte-derived
macrophages

- more than 70 diseases described

- incidence in the Caucasian population : 1/7500



Lysosomal disease

Sphingolipidoses: Gaucher disease
Fabry disease etc.
Mucopolysaccharidosis
Glycoproteinosis
Mucolipidosis
Glycogen storage disease type |l (Pompe disease)
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Gaucher cell

Displaced nucleus Glucocerebrosides accumulation



Gaucher disease

Monogenic disease, AR

Clinical presentation (+/- severe)

\

1 Hematologic manifestations : - anemia
- thrombocytopenia >~ type 1

1 Hepatosplenomegaly

1 Bone involvement

1 Neurological involvement.-acut eeééeeé. .type
-chroniceeée. . .typ

i



12-year-old male with

Gaucher disease type |



18-year-old female with Gaucher
disease type 1
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3-year-old female with Gaucher disease type 3




Specific treatment in Gaucher
disease

Therapy to reduce glycosylceramides accumulation

1. Enzyme replacement therapy
2. Substrate reduction therapy
3. Molecular chaperone therapy

4. Gene therapy



Specific treatment in Gaucher

disease

1. Enzyme replacement therapy (ERT)
Obiectives: replacement of enzymes missing from lysosomes

USA Europe Romania
A
AVelaglucerase - Vepriv (Shire)* 2010 2010 -
ATaliglucerase - Protalix (Pfizer) 2012

* - approved in 2010 at the time of temporary reduction of Cerezyme's production
capacity compared to world-wide requirement



Gaucher and Cerezyme Time Line

19941 Cerezyme® recombinant
glucocerebrosidase approved
in US; 19971 Cerezyme
 approved in EU
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Treatment Basics




Specific treatment in Gaucher
disease

2. Substrate reduction therapy
The aim: reducing the biosynthesis of glycosphingolipids

USA Europe Romania
0
- Imino-N-alkylate sugars :
- N-butyl-deoxynojirimycin T NB-DNJ
- 3x100 mg/day, p.o.
-results: - redused efficacy compared to ERT
- long-term safety needed to be carefully evaluated

O Eliglustat (Cerdelga)/Genzyme 08.2014  01.2015
- E D G Btady: - 19 countries (Romania);
- 170 pacients (including 2 Romanian patients)



