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Lysosomal Disorders Diagnostic Algorithm, Part 1

Clinical information:

= Developmental delay/Intellectual disability
= Coarse features/Organomegaly

= Dysostosis multiplex

= Neurodegeneration/Behavioral changes

= |chthyosis

= Hearing defects/loss

= Failure to thrive

= Hypotonia

LSDS / Lysosomal Disorders Screen, Random, Urine
Testing includes:
= Mucopolysaccharides (MPS)
= Dermatan sulfate (DS)
= Heparan sulfate (HS)
= Keratan sulfate (KS)
= Chondroitin 6-sulfate (CS)
= Oligosaccharides (OLIGO)
= Ceramide trihexosides (CT) — Normal for all disorders on this algorithm
= Sulfatides (S) — Normal for all disorders on this algorithm
= Sialic Acid (SA) — Normal for all disorders on this algorithm

Elevated KS

= Elevated DS and HS
= OLIGO - may
suggest MPS profile

MPS | (Hurler syndrome)
or MPS Il (Hunter syndrome)

Order: IDUAW /
Alpha-L-Iduronidase,
Leukocytes

If deficient, MPS | confirmed

Consider: IDUA / Mucopolysaccharidosis
Type |, IDUA Gene Sequencing with
Deletion/Duplication, Varies

Order 1 of the following:

= |2SWB / |duronate-2-
Sulfatase,Leukocytes

= |2SB / Iduronate-2-
Sulfatase, Blood Spot

y

If deficient, MPS Il confirmed

i

Consider: IDS / Mucopolysaccharidosis
Type Il, IDS Gene Sequencing with
Deletion/Duplication, Varies

= Elevated KS and CS = Elevated DS
= OLIGO - MPS IVA profile = OLIGO - may

= Elevated DS, HS and CS
= OLIGO - normal

= Elevated HS
= OLIGO- normal/abnormal

suggest MPS profile

,

MPS VI

MPS IVA

Consider: CGPH / Custom
Gene Panel, Hereditary, Next-
Generation Sequencing, Varies
(ARSB Gene List ID: IEMCP-
QQF7DP)

Order 1 of the following:

= MPS4W / Mucopolysaccharidosis
IV Enzyme Panel, Leukocytes

= MPS4B / Mucopolysaccharidosis
IV Enzyme Panel, Blood Spot

If galactosamine-6-sulfate sulfatase
is deficient, MPSIVA confirmed

v

Consider: CGPH (GALNS Gene
List ID: IEMCP-JUFPRX)

MPS IVB (Morquio syndrome type B)

OLIGO - MPS IVB profile

OLIGO - GM1
gangliosidosis profile

OLIGO - a-fucosidosis profile

OLIGO - galactosialidosis profile

a-Fucosidosis
GM1 gangliosidosis #

v

Order 1 of the following:

= BGA / Beta-Galactosidase, Leukocytes

= MPS4B
= MPS4W

v

If deficient, perform CGPH

Y
v

Order: FUCW / Alpha-Fucosidase, Leukocytes

Galactosialidosis

v

Consider: CGPH (CTSA
Gene List ID: IEMCP-D1J7U5)

If deficient, a-fucosidosis confirmed

Consider: CGPH (FUCAT Gene
List ID: IEMCP-N9MNGG)

(GLB1 Gene List ID: IEMCP-D5F3YS)
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MPS VII

Consider: CGPH
(GUSB Gene List ID:
IEMCP-L613TF)

MPSIIIA, B, C, D

i

Order: MPS3W / Mucopolysaccharidosis
Il, Four-Enzyme Panel, Leukocytes

l

ANY ENZYME DEFICIENT

Consider: CGPH (GNS, HGSNAT,
NAGLU, SGSH Gene List ID:
IEMCP-7YM613)

Normal results

Y

STOP
= LSDS testing complete.
= Not all lysosomal disorders
are detectable through
urine screening.
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