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Letter to the Editor

We read with interest the article by Stefanetti et al. on the identification of factors influencing disease burden by examining
clinical, subjective, and objective parameters, with a particular focus on distinguishing between MELAS patients and non-
MELAS m.3243A>G carriers . Compared to non-MELAS patients, MELAS patients had a higher disease burden, reduced
physical performance, and objectively measured lower physical activity, but patient-reported outcomes did not differ between
the two groups ['. While consistency between subjective and objective measurements was found in non-MELAS patients,
MELAS patients showed weak or absent correlations, which were attributed to cognitive impairment, altered symptom
perception, or disease-related adaptations ['. The study is noteworthy, but some points require discussion.

The first point is that diagnosing MELAS based solely on a positive history of stroke-like episodes (SLEs) does not meet the
diagnostic criteria [>31. MELAS is usually diagnosed according to the Hirano or Japanese criteria [> 31, According to the Hirano
criteria, MELAS is diagnosed when SLEs occur before the age of 40 and seizures or dementia, lactic acidosis or ragged red
fibers, normal early development, recurrent headaches, or recurrent vomiting are present 2. According to the Japanese criteria,
MELAS is diagnosed when a corresponding phenotype and a causative mutation are present 1. Did the six patients diagnosed
with MELAS really meet the Hirano or Japanese criteria? Two patients suffered their SLE after the age of 40 and therefore do
not meet the Hirano criteria. Was a muscle biopsy performed on all six patients and were ragged red fibers found in all of
them?

The second point is that the 16 m.3243A>G carriers were not prospectively examined for subclinical or mild clinical
multisystem diseases 1. Since m.3243A>G carriers often manifest in the heart and since cardiac involvement is a strong
outcome parameter, it would have been crucial to perform at least an echocardiography, long-term ECG recordings, and long-
term blood pressure monitoring. Similarly, we should know how many of the m.3243A>G carriers had myopathy, which is
also a common feature of the m.3243A>G genotype.

The third point is that three of the tests used to assess disease burden were based on subjective assessments (self-reported
autonomic function, self-reported physical activity, patient-reported fatigue) [!l. Self-assessments are prone to bias, so these
tests should be replaced with objective measurements or removed from the analysis.

The fourth point is that the phenotypes of m.3243A>G carriers depend not only on heteroplasmy rates, but also on mtDNA
copy number, haplotype, tissue distribution of the m.3243A>G variant, and heteroplasmy at disease onset . These factors can
strongly influence the phenotype and thus also the disease burden.

The fifth point is that the disease burden can also depend heavily on the mental constitution of the patients included. Depressed
patients have greater difficulty coping with the consequences of the disease than patients without mood disorders. Depressed
patients who are successfully treated with antidepressants cope with their illness more easily than depressed patients who do
not take mood enhancers. Therefore, we should know the current medications of the 16 patients included, especially how many
regularly took mood stabilizers. In order to assess cognitive functions, behavior, and mood in detail, patients should have
undergone comprehensive neuropsychological tests, specific behavioral tests, and mood tests (e.g., questionnaires on mood
disorders).

The sixth point is that Timed Up and Go, acceleration measurement, and handgrip strength depend not only on brain function
but also on whether a patient suffered from myopathy or neuropathy. Since no information was reported on the latter, the study
results should be interpreted with caution.

The seventh point is that the disease burden depends heavily on the stage of the disease, but no long-term results were reported.
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The disease burden may increase over time, which is why
the tests performed should be repeated over the course of the
disease.

The eighth point is that the number of patients is too small
to draw general conclusions.

In summary, assessing the factors that influence the burden
of disease in m.3243A>G carriers requires comprehensive
objective testing that covers all possible symptoms and
functional limitations in m.3243A>G carriers. Since
m.3243A>G carriers develop a multisystem disease over
time, the impairment of all organs should be tested, and due
to the progression of the disease, long-term studies are more
meaningful than cross-sectional studies.
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