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Multiorgan Disorder Suggests

Mitochondrial Disease
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n a recent article, Reda et al. reported about a 41-year-old patient with

a classical mitochondrial multiorgan disorder syndrome (MIMODS),

manifesting as stroke-like episodes (SLEs), epilepsy, ataxia, migraine,
cognitive impairment, brain atrophy, hypoacusis, short stature, hypertro-
phic cardiomyopathy, heart failure, renal impairment, anemia, gout, and
hyperlipidemia [1]. We have the following comments and concerns.

Diagnosing a mitochondrial disease can be facilitated by lac-
tate-stress-testing [2]. Lactate-stress-testing represents a reliable screen-
ing test for suspected mitochondrial disorders based on the serum lac-
tate elevation upon exercise on a bicycle ergometer with constant low
effort below the lactate threshold. What were the results of this test?

Cerebrospinal-fluid lactate is frequently elevated in patients with a
mitochondrial disorder. Cerebrospinal-fluid lactate can be determined
either by direct measurement of lactate in the cerebrospinal fluid after a
spinal tap or by indirectly measuring the lactate concentration by proton
magnetic resonance spectroscopy. However, cerebrospinal-fluid lactate
was obviously not determined since it remained unreported.

Stroke-like lesions typically present with regional hyperperfusion
on three-dimensional pulsed arterial spin labeling. Did the stroke-like
lesions in the presented patient also manifest with hyperperfusion on
perfusion magnetic resonance imaging studies or scintigraphy?

SLEs typically manifest with weakness, aphasia, hemianopsia, epilep-
tic activity on electroencephalogram (EEG), or seizures. Were the EEGs
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with epileptogenic activity recorded and were the seizures a manifesta-
tion of recurrent SLEs or independent of them [3]?

In mitochondrial encephalomyopathy, lactic acidosis, and stroke-like
episodes (MELAS) patients carrying the m.3243A>G variant, the mutation
usually occurs in a heteroplasmic distribution. Unfortunately, no hetero-
plasmy rates of the m.3243A>G variant were provided from any tissue.
Since the patient underwent autopsy, it would be interesting to know the
heteroplasmy rates in clinically affected and non-affected organs, partic-
ularly if the post-mortem heteroplasmy rate was the highest in the brain,
as one might expect.

The family history suggests maternal transmission but genetic stud-
ies in relatives are lacking. Heteroplasmic mitochondrial DNA (mtDNA)
point mutations may occur spontaneously in 25% of the cases [4], why it
is more likely that the presumed mtDNA mutation was inherited.

Nitric oxide precursors (L-arginine, L-citrulline) are particularly ben-
eficial intravenously for acute SLEs [5]. Were they administered during
SLEs and were they beneficial?

Overall, this interesting case could profit from the provision of a
more profound imaging and genetic work-up and from genetic studies
in maternal relatives. We should also be informed about the results of
prospective investigations for a MIMODS, frequently manifesting as a
multisystem disease.
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