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Congenital disorders of glycosylation (CDG)

is an umbrella term for a rapidly expanding
group of rare metabolic disorders due to
genetic defects in complex biochemical
processes known as glycosylation. @

GAUSES OF GDG

Glycosylation is carried out by many specific enzymes

-~ and transporters that are defective in CDG.
7 As aresult, the glycans are either completely missing
4 (CDG-l) or structurally abnormal or incomplete (CDG-II).
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WHEN SHOULD WE SUSPECT A GDG

COMMON NEUROLOGICAL SYMPTOMS INCLUDE:

Hypotonia, seizures, developmental disability, cognitive impairment, cerebellar
hypoplasia, which can cause problems with balance and coordination.

ABNORMAL FAT DISTRIBUTION SUCH AS:
Fat pads, “orange peel” skin.

DEFECTS IN BLOOD CLOTTING:
That can cause abnormal bleeding or clotting (coagulation defects).

GASTROINTESTINAL SYMPTOMS:
Vomiting and diarrhea, feeding difficulties leading to failure to thrive is also common.

EYE ABNORMALITIES SUCH AS:
Crossed eyes (strabismus) and retinal degeneration.

OTHER SYMPTOMS MAY BE CONSIDERED.

WHAT |5 THE NEXT STEP
AFIER SUSPIGION OF A GDG?

IMPORTANT
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GLYGOSYLATION: 0
WHY 15 IT IMPORTANT? =

Glycosylation is the assembly of glycans (or sugar trees)
and their binding to certain proteins and lipids (called
glycoproteins and glycolipids). It is essential for their
many biological functions in cell-cell communication,

intracellular signalling, protein folding or targeting of
proteins a.o0. The importance of glycosylation is best
illustrated by the fact that its disruption often leads to
multisystem and serious diseases.

SIRATEGY FOR THE LABORATORY
DIAGNOSIS OF GDG

CLINICAL SUSPICION

OBTAIN PLASMA OR SERUM SAMPLE

ISOELECTRIC FOCUSING (IEF)
OF SERUM TRANSFERRIN (TF)

NORMAL
(CDG NOT EXCLUDED)

PRIMARY SECONDARY SECONDARY PRIMARY
(GALACTOSEMIA, (INFECTION,...)
FRUCTOSE INTOLERANCE,
ALCOHOL ABUSE, ...)

ENZYME/MUTATION ANALYSIS GLYCAN STRUCTURE
OF PMM2, PMI ANALYSIS

IEF OF

ABNORMAL

TARGETED SEQUENCING (BASED OR NOT ON CLINICAL
SYMPTOMS) OR NEXT-GENERATION SEQUENCING
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