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TK2-related mitochondrial disorder is not restricted to the skeletal muscle
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With interest we read the article by Wang et al. about the clinical
and molecular spectrum of human thymidine-kinase-2-(TK2)-related
disease [1]. We have the following comments and concerns.

Though TK2 mutations predominantly manifest in the skeletal
muscle, also the brain, eyes, heart, and liver can be affected [1]. Cer-
ebral manifestations of TK2 mutations include cognitive impairment,
epilepsy, loss of motor skills, developmental delay, motor development
delay, feeding difficulties, muscle hypotonia, leucoencephalopathy,
cerebral atrophy, cortical laminar necrosis, and cerebellar neuronal
degeneration [2–4]. Since some of these manifestations may be also
attributable to myopathy (e.g. hypotonia, respiratory insufficiency), it
is often difficult to differentiate if a particular feature is attributable to
affection of either the one or other organ, or both. Thus, we should
know if all included patients underwent cerebral imaging to assess to
which degree the phenotype was attributable to cerebral involvement.

So called “liver enzymes” may not only derive from the liver but
may occur in other organs as well. Regarding transaminases GOT and
GPT, and LDH, they are also produced in the muscle and may reflect
rather muscle destruction than liver disease. Thus, we should be in-
formed if there were morphological or structural liver abnormalities or
other indications, such as hyperammonemia and liver failure [5], or
death from liver failure, demonstrating that the liver was indeed an
organ clinically affected in TK2-disease.

Recently, the phenotypic spectrum of TK2 mutations has been ex-
tended by the description of a female TK2 carrier manifesting with le-
thal hypertrophic cardiomyopathy [4]. Cardiac involvement became
clinically apparent by the age of 13months and progressed to severe
heart failure by the age of 22months [4]. It would be of value to
mention if the 11 newly detected TK2 carriers were prospectively in-
vestigated for cardiac disease.

In summary, the genotypic and phenotypic spectrum of TK2 muta-
tions is broader than so far anticipated.
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