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I Introduction of Lysosome Storage Disease (LSD) Wuki AppTec
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Molecular Pathways in LSDs

Mutations of NPC1 and NPC2
genes cause impairment in cellular
processing and transport of LDL-

Lipid Storage
including sphingomyelin

and cholesterol > cholesterol
accumulation v
* Niemann-Pick disease type C

SMPD1 gene mutation cause
acid sphingonyelinase activity
deficiency

Niemann-Pick disease type A
and B

Glycolipid Storage

Glucocerebrosidase
deficiency
&

Gaucher'’s disease

Glycosphingolipid
Storage

a-galactosidase A deficiency

Fabry diseas

- a-N -acetyl neuraminidase (sialidase) =*mucolipidosis type |
- N-acetylglucosamine-1- phosphotransferase deficiency =» mucolipidosis

type Il and type Il
- MCONLN1 gene mutation encoding mucolipin1=*mucolipidosis type IV
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Glycogen Storage

Acid alpha-glucosidase or
acid maltase deficiency

Pompe disease

Glycosaminoglycans
(mucopolysaccharides) Storage

- a-L-iduronidase deficiency =
mucopolyssacharidosis |
- I[duronate sulfatase deficiency =
mucopolyssacharidosis Il
- Heparan sulfamidase deficiency =
mucopolyssacharidosis llIA
- N-acetylglucosaminidase deficiency =
mucopolyssacharidosis IlIB
- Heparan-a-glucosaminide N-
acetyltransferase deficiency =
mucopolyssacharidosis IlIC
- N-acetylglucosamine 6-sulfatase

deficiency=*mucopolyssacharidosis IlID

- Galactose-6-sulfate sulfatase

deficiency=*mucopolyssacharidosis IVA

- B-galactosidase deficiency =
mucopolyssacharidosis IVB
- N-acetylgalactosamine-4-sulfatase
deficiency *mucopolyssacharidosis VI
- B-glucoronidase deficiency =
mucopolyssacharidosis VI
- Hyaluronidase deficiency =
mucopolyssacharidosis IX

Faverio, P.; et al. Int J Mol Sci. 20, 327 (2019) 4



MPS | Mouse Model Generation & Characterization
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Figure: (A) Strategy for MPS | mouse model generation; (B) H&E staining of WT and MPS | mouse Kidney; (C-D) Tissue GAG content and
Idua enzyme activity; (E) Open field test in WT and MPS | mice.
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Figure: (A) Strategy for Gba KO & Kl (Gba mutation) mouse model generation; (B) Histopathology changes in Gaucher mouse liver; (C-D)
Tissue GlcCer content and GCase enzyme activity; (E) Open field test in WT and Gaucher mice.
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I Application of Pompe Mouse Model
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Figure: (A) Strategy for Pompe mouse model generation; (B) Gaa enzyme activity in tissue; (C) Glycogen staining in heart; (D) Forelimb
strength test in WT, Pompe mice without or with enzyme replacement therapy (ERT) treatment.
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I Application of Fabry Mouse Model
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Figure: (A) Strategy for Fabry mouse model generation; (B-C) Gla enzyme activity and lyso-Gb3 content in liver; (D) IHC staining of Gla in
kidney; (E-F) Open field and light-dark box test in Fabry mice without or with ERT treatment.
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OUR COMMITMENT
Improving Health. Making a Difference.

For questions and requests, please email to OlU-BD-Translation@wuxiapptec.com
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