
If deficient, 
MLD confirmed

One of the following 
suspected:
■ Aspartylglucosaminuria
■ α-Mannosidosis
■ β-Mannosidosis
■ Pompe disease
■ Sandhoff disease
■ Schindler disease
■ Sialidosis1

■ Galactosialidosis1,2

■ α-Fucosidosis2

■ Mucolipidosis II/III3
■ GM1 gangliosidosis2

■ Morquio A & B2

One of the following 
suspected:
■ NGLY1 deficiency 

(Congenital disorder of 
glycosylation: CDG-Iv)

■ MOGS-CDG (CDG-IIb)

Consider: CGPH (ARSA Gene 
List ID: IEMCP-WHFH2K)

Order 1 of the following:
 ■ ARSAW / Arylsulfatase A, Leukocytes

OR
 ■ ARSU / Arylsulfatase A, 24 Hour, Urine

Order 1 of the following:
■ MSDW / Multiple Sulfatase 

Deficiency, Leukocytes
OR
■ MSDBS / Multiple Sulfatase 

Deficiency, Blood Spot

For recommended diagnostic
workup, see Fabry Disease 
Diagnostic Testing Algorithm

One of the following suspected:
■ Free sialic acid storage 

disorder (FSASD)
■ Sialuria

Consider: CGPH (SLC17A5 
and GNE Gene List ID: 
IEMCP-3GCP1P)

If deficient, 
MSD confirmed

Order: CGPH / Custom Gene 
Panel, Hereditary, Next-Generation 
Sequencing, Varies (GNPTAB Gene 
List ID: IEMCP-L5VNMC)

Consider: LSDGP / Lysosomal, 
Storage Disease Gene Panel, Varies

Consider: CDGGP / Congenital 
Disorders of Glycosylation 
Gene Panel, Varies

Consider: CGPH 
(SUMF1 Gene List 
ID: IEMCP-PCUBX1)

If normal, possible Saposin 
B or alternate diagnosis

Consider: CGPH (PSAP Gene 
List ID: IEMCP-S9JR8Q)

Clinical information:
■ Developmental delay/Intellectual disability
■ Coarse features/Organomegaly
■ Dysostosis multiplex
■ Neurodegeneration/Behavioral changes/Seizures
■ Ichthyosis
■ Hearing defects/loss
■ Failure to thrive 
■ Hypotonia

LSDS / Lysosomal  Disorders Screen, Random, Urine
Testing includes:
■ Mucopolysaccharides (MPS) quantitation
■ Oligosaccharides (OLIGO)
■ Ceramide trihexosides (CT)
■ Sulfatides (S)
■ Sialic acid (SA)

■ OLIGO: ML II/III profile
■ CT, MPS, and S: 

normal/abnormal
■ SA: normal

■ MPS and S: abnormal
■ CT, OLIGO, 

and SA: normal

■ CT: abnormal
■ MPS, OLIGO, S, 

and SA: normal

■ SA: abnormal
■ OLIGO: normal/abnormal
■ MPS, CT, and S: Normal

■ OLIGO: characteristic profile
■ CT, MPS, S, and SA: normal

 ■ S: abnormal
 ■ CT, MPS, OLIGO, 
and SA: normal

 ■ CT and S: abnormal
 ■ MPS, OLIGO, 
and SA: normal

Mucolipidosis (ML) II/III Multiple sulfatase deficiency (MSD) Fabry diseaseMetachromatic 
leukodystrophy (MLD)

Prosaposin/ SaposinB

1These conditions may also have an increased total/free sialic ratio.
2These conditions may also have elevated MPS.
3This condition may also have elevated CT or S.

Lysosomal Disorders Diagnostic Algorithm, Part 2
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