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Background 

Congenital myasthenic syndromes (CMS) form a group of inherited disorders with 

dysfunction of neuromuscular transmission. They are characterized by fatigable weakness of 

skeletal muscle and is increased by exertion. The onset is shortly after birth or in early 

childhood.  

CMS are classified according to the location of the dysfunction as presynaptic (ChAT), 

synaptic (acetylocholinesterase collagen tail) or postsynaptic (AchR anomaly or rapsyn).  

The diagnosis is based on a combination of the clinical findings (ophthalmoplegia and ptosis, 

dysphonia and swallowing disturbance, facial paresis, and muscle fatigability), positive family 

history, absence of anti-AChR and anti-MuSK antibodies in the serum, EMG (neuromuscular 

block, repetitive motor responses and increments), response to acetylcholine-inhibitors, 

muscle biopsy(eliminates other myopathies) and genetic testing.  

Methods-results 

We present the cases of three Greek patients (two males, one female) of Gypsy ethnic 

origin, who have been diagnosed with congenital myasthenia at infancy after positive 

response to the administration of edrophonium. 

At the onset of the disease all three patients presented with progressive ptosis, external 

ophthalmoparesis, swallowing and respiratory problems. After the diagnosis they started 

continuous treatment with pyridostimine.  

All three patients mention other members of their families with similar symptoms. One of 

them has two siblings with slightly more severe symptoms. 

At present they are seven, nine and twelve years of age and present mild symptoms, most 

frequently respiratory infections. One of the male patients mentions several hospitalizations 

for respiratory infections. 

We collected blood samples from these patients and their parents and had it analyzed with 

PCR sequencing. The mutation ε1267delG (CHRNE gene) was identified in an homozygous 

state in all of them. The parents were carriers of the mutation.  

 

Conclusion 

The identified mutation is situated in exon 12 of the AChR epsilon subunit and leads to 

autosomal recessive congenital myasthenia with variable phenotype. 

It is a postsynaptic cause of CMS, reducing Ach receptors at the neuromuscular junction and 

belongs to the group of the most frequently found mutations with autosomal recessive 

pattern of inheritance. The patients with this mutation usually have good response to the 

administration of cholinesterase inhibitors and 3,4-DAP. 



Mutation ε1267delG is considered frequent among patients of Gypsy origin, which complies 

with findings of similar studies in other countries(3). At our knowledge it hadn’t been found 

in greek Roma patients so far. 

Generally, regarding the role of genetic testing at CMS patients, the identification of each 

mutation confirms the diagnosis, which is useful at the discrimination from other disorders 

such as seronegative autoimmune myasthenia. Furthermore, the identification of a certain 

mutation makes possible the administration of the correct treatment.  

Apart from the above, knowing the type of the mutation and the identification of the 

carriers enables us to promote effective genetic counseling.  
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