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Letter to the Editor 

We read with interest the article by Roy et al. about a 30-year-old man with myoclonic epilepsy with ragged-red fiber 

(MERRF) syndrome due to the m.8344A>G variant in the MT-TK gene, exhibiting a heteroplasmy rate of 84% in blood 

lymphocytes. The patient presented exclusively with alternating focal status epilepticus [1]. He benefited from combination 

therapy with levetiracetam (LEV), lacosamide (LAC), phenobarbital (PB), and peramapanel (PER) [1]. The study is promising 

but requires further discussion. 

First, we would like to note that we do not share the diagnosis of MERRF syndrome [1]. The presence of the m.8344A>G 

variant does not necessarily mean that a patient has MERRF. The m.8344A>G variant is phenotypically heterogeneous and can 

also manifest as MERRF plus, Leigh/MERRF overlap syndrome, LHON/MERRF overlap syndrome, MERRF/MELAS 

overlap syndrome, and external ophthalmoplegia [2]. A diagnosis of MERRF requires the presence of four canonical features: 

generalized epilepsy, myoclonus, ataxia, and ragged-red fiber myopathy [2]. Other features may include dementia, lipomatosis, 

stroke-like episodes (SLE), lactic acidosis, migraine, intellectual disability, psychiatric disorders, optic atrophy, 

polyneuropathy, retinopathy pigmentosa, hearing loss, diabetes, hypothyroidism, short stature, cardiomyopathy, arrhythmias, 

vomiting, motility disorders, or dysphagia [2]. Since the index patient did not meet the diagnostic criteria for MERRF, he 

should be reclassified as an m.8344A>G carrier with a non-syndromal mitochondrial disorder. 

The second point concerns the reasons for the patient's initial treatment with valproic acid (VPA), clonazepam (CZP), and 

phenytoin (PB) [1]. Were these antiepileptic drugs (AEDs) actually combined or administered sequentially? It is important to 

document the time course of this treatment and the occurrence of adverse events. Phenytoin and VPA are known to be 

potentially mitochondrially toxic [3]. 

Thirdly, it is unclear why the patient received a combination of four AEDs (levetiracetam (LEV), clobazam (CLB), lacosamide 

(LAC), and carbamazepine (CBZ)) after the intensive care unit stay at the age of 30. In what order were these AEDs 

administered, and what were the reasons for this combination? The dosage of the AEDs and the occurrence of adverse events 

should also be reported. Myoclonus has been shown to respond best to CZP and LEV [4]. 

The fourth point concerns the nature of the cortical lesion shown in Figure 1, which was not further specified [1]. Is it an 

epiphenomenon of seizure activity or a so-called stroke-like lesion, which can occur not only in MELAS patients but also in 

MERRF patients [2]? 

The fifth point concerns the mother of the index patient; however, it is not reported whether other family members were 

clinically affected [1]. Did the mother or another family member have epilepsy and carry the m.8344A>G variant? Knowing 

whether the condition is hereditary or de novo is crucial for genetic counseling and assessing the likely course of the disease. 

In summary, MERRF should only be diagnosed if the diagnostic criteria are met. Seizures in MERRF patients should 

preferably be treated with non-mitochondrially toxic antiepileptic drugs.  
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