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With interest, we read the article by Montano et al. about a
42-year-old Italian female with ptosis, ophthalmoparesis,
dysphagia, exercise intolerance, and myalgias [1]. The
phenotype was attributed to the compound heterozygous
mutations c.462T>A and c.707 + 2T>G in the DGUOK gene
secondarily causing multiple mtDNA deletions [1]. We have
the following comments and concerns.
Since the patient had anxiety disorder, it would be interesting to know if there were any other cerebral abnormalities clinically or on cerebral MRI. Cerebral imaging is
crucial as the central nervous system (CNS) in DGUOKrelated mitochondrial disorders (MIDs) is frequently affected and may even dominate the phenotype. Cerebral MRI
may show abnormal myelination infratentorially and bilateral hyperintensity of the pallidi [2].
Dysphagia may have been due to aﬀection of the smooth
muscle cells, autonomic innervation, or due to aﬀection of
the brain. Cerebral MRI could be helpful to conﬁrm or
exclude a CNS cause of dysphagia. Autonomic testing could
be helpful to investigate if there was autonomic compromise.
Though a muscle biopsy was taken, biochemical investigation of the muscle homogenate and detailed descriptions
of immunostaining were not provided. Thus, it would be
interesting to know which of the respiratory complexes
showed reduced activity.
Since DGUOK mutations may also cause mtDNA depletion [3], it is worthwhile to investigate if the amount of
mtDNA in a patient carrying a DGUOK mutation is normal
or if there is mtDNA depletion. Patients with mtDNA

depletion due to DGUOK mutations may have a worse
prognosis than those without mtDNA depletion [4].
DGUOK mutations may not only manifest in the skeletal
muscle (ptosis, CPEO, generalised myopathy, and rhabdomyolysis) and the brain (psychomotor retardation, cognitive
impairment, nystagmus, Parkinsonism, and generalised
hypotonia) but also in a number of other organs/tissues,
such as the eyes (retinal blindness and cataract), the ears
(sensorineural deafness), the liver (coagulation disorder,
hypoglycemia, hemochromatosis, cholestasis, hepatomegaly, hepatocellular carcinoma, hepatopathy, portal hypertension, idiopathic hepatitis, liver failure, steatosis, and iron
deposits) [5], the intestines, and the kidneys (renal failure).
There may be lactic acidosis, elevated ferritin, elevated
transferrin saturation, and elevated serum amino acids [6].
Thus, it is worthwhile that patients carrying DGUOK variants are prospectively investigated for clinical or subclinical
manifestations described above.
To assess if a DGUOK mutation occurred sporadically or
was inherited, it could be helpful that the parents and other
ﬁrst-degree relatives undergo a clinical neurological exam
and genetic investigations.
Overall, this interesting case report could be more
meaningful if biochemical investigations of the muscle or
liver were presented, if cerebral MRI results were shown, if
ﬁrst degree relatives were investigated clinically and for the
DGUOK variants, and if the patient was prospectively investigated for subclinical or mildly manifesting multisystem
disease.
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