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We read with interest the article by Ohwada et al. on a 40 year-old male with a non-syndromic mitochondrial disorder (MID) 

due to the variant m.3243A>G [1]. The mtDNA variant manifested phenotypically with hypoacusis, diabetes, cardiomyopathy 

complicated by heart failure, presumably myopathy, renal insufficiency, and lactic acidosis [1]. After administration of steroids, 

the patient developed ketoacidosis and required continuous insulin infusion to manage ketoacidosis [1]. Insulin infusion, 

however was complicated by relapse of lactic acidosis, which resolved not earlier than after a few days [1]. The study is 

compelling but has limitations that should be discussed. 

A limitation of the study is that heteroplasmy rates were not determined in any clinically affected or unaffected tissue. 

Knowing heteroplasmy rates in clinically affected tissues is critical not only to explain the phenotype, the phenotypic 

variability, to predict the course of the disease and thus the outcome of the condition, but also for genetic counselling.  

A second limitation is that the patient was not clarified for involvement of the skeletal muscle. Knowing whether or not 

skeletal muscles were affected is crucial as they may be a major source of lactic acid. Therefore, we should know the results of 

the clinical neurologic exam, whether creatine kinase was elevated, if needle electromyography (EMG) was myogenic, if 

muscle biopsy was indicative of ragged fibers, ragged-blue fibers, and whether immune-histochemistry and biochemistry 

showed normal or reduced activity of respiratory chain complexes. Since the patient had muscle weakness and muscle wasting  

[1], it is quite likely that the skeletal muscles were affected.  

A third limitation is that the current medication in addition to the anti-diabetic treatment was not provided. Knowing the 

current medication is crucial as it may contribute to lactic acidosis. From metformin and other biguanides it is known that they 

can cause lactic acidosis.  

A fourth limitation is that cerebrospinal fluid (CSF) lactate was not reported. Lactate can be also produced in the brain, 

particular in case of a stroke-like episode (SLE). Therefore, it is essential that we know whether there was cerebral 

involvement in the disease, particularly if the patient had previous SLEs or epilepsy. In addition to SLE, seizures can be a 

strong trigger of lactate production due to temporary cerebral hypoxia.  

Lactic acidosis can also be triggered by malignancy [2], why it is essential that malignancy is ruled out in the index patient. 

From steroids it is known that they can be harmful in certain patients with a MID [3]. Even fatalities have been reported after 

administration of steroids, particularly in patients with Kearns-Sayre syndrome.  

In summary, the interesting study has limitations that put the results and their interpretation into perspective. Addressing these 

issues would strengthen the conclusions and could improve the status of the study. Steroids should be given with caution to 

patients with a MID, particularly if they have diabetes and require insulin. All causes of lactic acidosis should be considered. 
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