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Management of NARS2-Related Mitochondrial Disorder is Complex 1)

The article by Seaver et al. about two male infants with multi-
system mitochondrial disorder (MID) due to a homozygous muta-
tion in the NARS2 gene is interesting.! Both children developed
intractable epilepsy and died of multiorgan failure at ages three
and nine months, respectively.! I have the following comments
and questions.

Although avoiding valproic acid was an appropriate decision, it
would be useful to know about the antiepileptic drug (AED)
regimen in these brothers. Of particular interest is the type of
AEDs applied, their maximal dosage, and the combinations that
were tried. This is crucial because not only valproic acid but other
AEDs such as carbamazepine, phenytoin, and phenobarbital, may
be toxic to mitochondria.” If these agents were given in mono- or
polytherapy, it is conceivable that they contributed to the intracta-
bility of seizures.

Interestingly, both patients presented with bilaterally symmet-
ric hyperintensities of the occipitotemporal white matter on
diffusion-weighted imaging.! Were these lesions hyperintense, iso-
intense, or hypointense on apparent diffusion coefficient (ADC)
maps? In other words, was there was cytotoxic or vasogenic
edema? If the lesions represent impaired metabolism due to per-
manent seizure activity, paroxysmal activity on electroencephalog-
raphy should be most pronounced over the occipitotemporal
projections. But if they represent stroke-like lesions, they should
show dynamic changes (expansion or regression) over time.’

Interestingly, both patients presented with unexplained
thrombocytosis.! Was the thrombocytosis regarded as part of
the phenotype or was it secondary to toxicity of the AEDs or
an infection? In this respect, it is crucial to know if thrombocyto-
sis was transient or permanent on repeated determinations.
Because thrombocytosis has been previously reported as a
feature of MIDs,* it can be regarded as inherent rather than as
reactive.

Patient 1 experienced hypertrophic cardiomyopathy.' Cardiac
involvement is common in individuals with MID but variable in
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other family members, so it would be interesting to know whether
patient 2 was investigated for cardiac disease and whether he had
hypertrophic cardiomyopathy or other cardiac abnormalities such
as noncompaction, dilated cardiomyopathy, or histiocytoid
cardiomyopathy.”

In summary, this report would be more meaningful if the au-
thors can provide additional information about the AED regimen,
cardiac investigations in patient 2, the nature of the diffusion-
weighted imaging hyperintense lesions, and the cause of
thrombocytosis.
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