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LETTER TO THE EDITOR 
With interest we read the article by Fugaki et al. about a 13yo male with Leigh syndrome(LS) manifesting as 

microcephaly, developmental delay, ataxia, bradyphrenia, learning difficulty, hypotonia, dysarthria, gait disturbance, 

retinal hypoplasia, exercise-intolerance, and bilateral basal ganglia lesions, being attributed to the mtDNA variant 

m.8561T>C in ATP6/ATP8[1]. The study raises concerns.   

 

There is an evident discrepancy between the normal muscle biopsy and the heteroplasmy rate of 96% in muscle 

and the complex-V deficiency on biochemistry. We should know if the muscle was clinically affected, meaning if 

hypotonia was due to myopathy, if tendon reflexes were reduced, if there was muscle weakness/wasting, elevated 

creatine-kinase, or a myopathic electromyography.    

 

Another discrepancy refers to the heteroplasmy rate of the variant in muscle. In the results the heteroplasmy rate 

is reported as 96% but 99% in the discussion. We should know which figure is correct. 

 

Serum lactate was slightly elevated but lactate levels in the cerebrospinal fluid (CSF), or MR-spectroscopy were 

not provided. Cerebral lactate is frequently elevated on LS [2].  

 

In 75% of the mtDNA variants maternal transmission can be documented [3]. Since the mother carried the 

variant with a heteroplasmy rate of 12% in urine, buccal mucosa, and blood, she was most likely the carrier. We should 

know if she was prospectively investigated for mild or subclinical manifestations of a mitochondrial disorder, in 

particular LS.  We should know if the sister of the index patient was clinically or genetically affected. 

 

It should be explained why the phenotype of the index patient and the previously described patient with a 

similar mutation [4] was at variance. Heteroplasmy rates were the same, thus not explaining the phenotypic variability. 

 

Overall, this interesting case could be more meaningful if the above mentioned discrepancies and shortcomings 

were sufficiently addressed. Cerebral lactate should be provided and the phenotypic variability between families 

explained. 
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