WHEN TO CONSIDER GAUCHER DISEASE

Threes phenotypes: type 1 is the most common, and types 2 and 3 are rarer and include neurological damage which most often occurs at an early

GAUCHER DISEASE TYPE 1 (95% OF CASES)

CHILDREN, ADOLESCENTS, ADULTS
Age of onset varies: median age of first symptoms: 15 years Association
and severity of signs vary depending on patients

—, Organomegaly
/ Splenomegaly >90%
Hepatomegaly 70%

f Bone damage

Crises of bone pain
Aseptic osteonecrosis
Bone infarction

Pathological fractures

Osteopenia/
osteoporosis

Bone marrow infiltration
and Erlenmeyer flask
deformity

Inical signs

Cl

&

Haematological
diseases

Thrombocytopaenia >90%,
anaemia 50%

Leukopaenia rarer

Haemorrhagic syndrome,
generally moderate,
(epistaxis, bleeding gums,
petechia, etc.) or more severe

Other

Asthenia which can be
disabling

Possible growth retardation
and/or puberty delay

Interstitial pneumopathy,
pulmonary arterial hypertension
(PAH)

Liver fibrosis, cirrhosis, portal
hypertension (PHT)

MGUS, myeloma
Parkinsonian syndrome

Non-specialist laboratory workup: results that may indicate this diagnosis:
Thrombocytopaenia, anaemia, leukopaenia, hyperferritinaemia, hypergammaglobulinemia, + /- cytolyses

stage

GAUCHER DISEASE TYPE 3 (< 5% OF CASES)

CHILDREN, ADOLESCENTS, ADULTS

This phenotype associates the symptoms of Gaucher

disease type 1 withneurological signs

Neurological impairment

Sometimes discrete neurological signs with onset often
before the age of 20, sometimes not seen at
diagnosis Highly variable in terms of severity and
speed of progression

Ophthalmological abnormalities

often asymptomatic, detected in the course of clinical
examination: ophthalmoplegia; even paralysis of
horizontal gaze, abnormal eye movements, convergent
strabismus

Psychomotor development delay +/ - regression
Static and kinetic cerebellar syndrome

Extrapyramidal signs (including dystonia), pyramidal
syndrome

Epilepsy, myoclonus

Autistic spectrum disorder,
Intellectual disability

Other

Kyphosis

Rare form with cardiac impairment:
valve calcification, PAH

Opaque corneas

Overload cells on myelogram (if this has already been performed, but not recommended in the diagnostic procedure)

GAUCHER DISEASE TYPE 2 (< 1% OF
CASES) ONSET IN FIRST MONTHS OF

LIFE

Early organ and neurological damage Progression to
a clinical picture of multiple disabilities with cachexia

@

and death < 3 years
(or rare fatal perinatal form)

Neurological impairment
Paralysis of the horizontal gaze or initially
fixed bilateral strabismus

Progressing to rapidly progressive
encephalopathy with psychomotor
regression involving:

Signs of damage to brain stem (stridor,
central apnoea, severe swallowing
problems, bouts of opisthotonos)

Progressive spasticity, choreoathetosis

Drug-resistant
myoclonic epilepsy,

Awareness and contact preserved for a long
time

Other

Hepatosplenomegaly
+ /- Ichthyosis (very early forms)

Specialist advice from a Centre of Excellence specialising in lysosomal
diseases: Rare Disease Centre of Reference / Competence:

https://www.filiere-g2m.fr/annuaire/

Initial assessment (including biomarker assays), specialist care, specific
treatments (indication, initiation) to be coordinated by a Centre of Excellence

— Gaucher Disease?

Specialist workup
in collaboration with a centre of excellence, and at the same time as looking for other potential differential
diagnoses?

Glucocerebrosidase activity assay (= acid B-glucosidase):
a deficit of activity supports the diagnosis?
Confirmatory genetic analysis (GBA1 gene)

Specialist workup

1 Differential diagnoses depending on clinical presentation: main differential diagnoses: haemopathy, another metabolic disease (sphingomyelinase deficiency specifically, see diagnosis help sheet: https://www.filiere-g2m.fr/banque-nationale-de-données-rares).

2 Normal enzyme activity in rare cases of Saposin C deficiency (genetic diagnosis).

Genetic counselling, family screening in a specialist centre

For more information: PNDS French National Authority for Health - Gaucher
Disease (has-sante.fr) and websites of the Gaucher Disease/ Lysosomal
Diseases Treatment Assessment Committees

(CETG / CETL):www.cetl.net

| Specialist medical opinion and reference laboratory |
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