
WHEN TO CONSIDER GM2 GANGLIOSIDOSES*
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GM2 Gangliosidoses*?

* This term encompasses: Tay-Sachs disease with isolated Hexosaminidase A deficiency, Sandhoff disease (SD) with a dual Hexosaminidase A and Hexosaminidase B deficiency, and a very rare 

form due to a deficiency of the GM2 activator where Hexosaminidase A and (HexA+HexB) activities are normal

** There is a continuum between the various forms. Prognosis and age of onset are related to residual enzyme activity. Very low activity generally correlates with an earlier age of onset and more 

rapid progression.

Specialist medical opinion 

and reference laboratory

Types of clinical signs and age of onset vary depending on the forms**
 Forms include earlyinfantile (onset in the first few months of life)/ late infantile (12-24 months),  juvenile (onset 2-10 years) and  adolescent/ adult forms

Progressive neurological 

impairment
Motor and/or cognitive regression  

Sometimes acquired macrocephaly 

Epilepsy progressing to drug resistance 

Cerebellar ataxia and sometimes pyramidal syndrome or dystonia 

Proximal weakness in the lower limbs 

Fasciculations/ Amyotrophy

(linked to motor peripheral neuropathy) 

Atypical psychiatric/psychotic disorders

with cognitive impairment 

Seek specialist neuro-metabolic advice

Specialist workup

alongside searching for other potential causes (other neuro-metabolic 

diseases)

Leukocyte and/or serum hexosaminidase activity testing: HexA 

and (HexA + Hex B)(activity collapsed HexA +/- (HexA+HexB) a 

telltale sign for the diagnosis)

Confirmatory genetic analysis

Consult a Centre of Excellence: Rare Disease Centre of 

Reference / Competence:

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

Initial assessment: specific treatment coordinated by a 

Centre of Excellence

Genetic counselling, family screening in a specialist 

centre

For more information:

French National Diagnosis and Treatment Protocol 

(PNDS): French National Authority for Health - GM2 

Gangliosidoses (has-sante.fr)

and CETL website(Lysosomal disease treatment 

assessment committee): www.cetl.net

Inconstant 

ophthalmological
Deteriorating vision

Nystagmus

Optical atrophy

“Cherry red” mark on the retinal 

macula 

Retinitis pigmentosa

Other

Overreactions to noise 

Persistent stridor sometimes from birth 

Sometimes moderate organomegaly/ 

cardiomegaly

Sometimes cardiomyopathy

Imaging and electroneuromyography (ENMG)

normal medulla MRI

Brain MRI: white matter and thalamus damage

+/- basal ganglia 

temporal atrophy 

cerebellar atrophy 

ENMG: sensory motor axonal damage (children)

motor neurone disease (adults)
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