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Letter to the Editor

We read with interest the article by Nilsen ef al. about a 40-year-old man with MELAS syndrome (mitochondrial
encephalopathy, lactic acidosis, and stroke-like episodes) due to the m.3243A>G variant in the MT-TL1 gene, which
manifested phenotypically as diabetes mellitus, hearing loss, and renal insufficiency [l. Due to deteriorating renal function
requiring peritoneal dialysis, a combined pancreas and kidney transplant was performed. Subsequently, the patient no longer
required insulin and fully recovered from renal failure ™. During a five-year follow-up, the patient tolerated
immunosuppressive therapy with steroids, tacrolimus, mycophenolate, and mofetil without major adverse effects and without
signs of transplant rejection [, The study is interesting, but some questions remain.

First, we disagree with the diagnosis of MELAS ). MELAS is diagnosed according to the Hirano criteria or the Japanese
criteria 31, According to the Japanese criteria, MELAS is diagnosed when there are signs of encephalopathy associated with
dementia or epilepsy, stroke-like episodes (SLE) in early childhood, and biochemical evidence of mitochondrial dysfunction,
such as acidosis and the presence of ragged-red fibers (RRFs) in muscle biopsy [?!. According to the Hirano criteria, MELAS is
diagnosed when SLE occurs before the age of 40 and there are seizures or dementia, lactic acidosis or ragged-red fibers,
normal development in early childhood, recurrent headaches, or recurrent vomiting !. What were the results of the muscle
biopsy, and has the patient ever had lactic acidosis or a SLE, the main feature of MELAS?

Second, although a high heteroplasmy rate was found in the muscle tissue, it is not stated whether the muscle was clinically
affected and whether the histological, immunohistological, and biochemical examination of the biopsy provided evidence of
mitochondrial myopathy [!l. In particular, it was not mentioned whether the Gomori trichrome stain showed ragged-red fibers
(RRFs) or the succinate dehydrogenase stain showed ragged-blue fibers. Was the heteroplasmy rate also determined in other
tissues, and was it also elevated there? Knowledge of possible muscle involvement is crucial, as steroids and tacrolimus can
cause myopathies 1.

Third, it was not mentioned whether organs other than the ears, pancreas, and kidneys were affected [!l. Since mitochondrial
diseases (MIDs) are generally multisystem diseases [, it is conceivable that, in addition to the organs described, other organs
were clinically or subclinically affected or became affected during the five-year follow-up period. In carriers of the
m.3243 A>QG variant, symptoms additionally manifest particularly in the central nervous system, the eyes, the endocrine organs,
the myocardium, the skeletal muscles, the gastrointestinal tract, the peripheral nerves, and the skin.

The fourth point concerns the authors' lack of information regarding "low immune status" [, Does this refer to vaccination
status, a history of previous infectious or immune disorders, or the status of the cellular (e.g., monocytes, T or B lymphocytes)
or humoral immune system (e.g., immunoglobulins)? Immune system involvement has already been described in some cases
of MID [61,

The fifth point is that it is unclear as to why the patient did not receive antioxidants or vitamins as non-specific adjunctive
therapy. Although there is no evidence of a general effect of these substances, case reports and studies suggest that some of
them may have a positive effect. In particular, idebenone is known to alleviate visual disturbances in patients with Leber's
hereditary optic neuropathy [,

Overall, carriers of the m.3243A>G variant can not only develop symptoms of MELAS, but also require prospective
investigations for multisystem diseases as well as histological, immunohistological, biochemical and genetic tests of the
clinically affected tissues.
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