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CORRESPONDENCE

With interest we read the article by Hongo et al. about
a retrospective study of 13 patients with MELAS due
to the variant m.3243A>G who altogether experienced
44 stroke-like episodes (SLEs) associated with 29
classical stroke-like lesions (SLLs) and 15 non-
classical SLLs [1]. Non-classical SLLs developed more
frequently in early-onset mitochondrial disorder
(MID) [1]. In 2 adult-onset MIDs stroke-like episodes
(SLEs) began as subacute encephalopathy [1]. The
other SLEs occurred acutely. We have the following
comments and concerns.

A shortcoming of the study is that heteroplasmy rates
(amountof mutated mtDNA in a cell) ofthe m.3243A>G
variant were not provided [1]. Knowing heteroplasmy
rates in affected and not affected tissues is crucial,
as the severity of the phenotype may increase with
the heteroplasmy rate [2]. It is conceivable that
heteroplasmy rates differed between the classical SLLs
and the non-classical SLLs. Since there are indications
that heteroplasmy rates can increase with disease
duration [2], it is also conceivable that disseminated
SLLs were associated with short disease duration and
the classical type of a SLL with long disease duration.
Morphological appearance of a SLL may also depend
on the haplotype why we should know if the 13
included patients belonged to the same haplogroupe
or not.

Since SLLs are frequently associated with epileptogenic
activity [3], we should know if there was a difference
between classical SLLs and the atypical SLLs with
regard to associated epileptogenic activity on EEG.

It would be also interesting to know if there was a
difference between the classical and atypical SLLs
with regard to response to treatment. Since only
scarce information was provided about the applied
treatment, we should know which type of individual
treatment was applied and if the response to treatment
was different between the two groups.

Though multimodal MRI was applied, no ADC maps
were evaluated. Assessment of ADC maps is crucial as
the differentiation between ischemic and vasogenic
lesion on MRI is only possible by application of
DWI and ADC maps together. Application of ADC is
necessary as classical SLLs may occasionally present
with ischemic areas within the lesion.

A further shortcoming is that the family history was
not provided. Knowing the family history is crucial
as three quarters of the patients may have inherited
the mutation from their mother [4] and that affected
patients potentially transmit the variant to their
offspring [4]. Thus, for adequate genetic counselling
it is crucial to provide a family tree with at least
three generations to guide the consultant sufficiently
through all open questions.

Though SLLs, the morphological correlate of a SLEs,
predominantly occur in MELAS, they may also occur
in other specific mitochondrial syndromes, such
as MERRF, Leigh syndrome, LHON, and CPEO [5].
Additionally, SLLs may notonly occur supra-tentorially,
but also infra-tentorially, including the brain stem.

Treatmentof SLEs notonlyincludes NO-precursors but
also antioxidants, steroids, antiepileptic drugs (AEDs),
and the ketogenic diet. We should be informed which
treatmentwasapplied to eachindividual patient, which
dosages were applied, and if the applied therapy had a
beneficial effect with or without side effects. Knowing
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the therapeutic effect of anti-SLL measures is crucial
as this effect may strongly influence the outcome.

Overall, this interesting study has a number of
shortcomings which need to be addressed before
re-interpreting the results. Morphological diversity
of SLLs encountered in the present study should
be related to the genetic background implying that
treatment options need to be invented which are more
specific depending on the morphological expression
of a SLL SLLs should not only be expected in MELAS.

Author Contribution

JF: design, literature search, discussion, first draft,
critical comments

REFERENCES

[1] Hongo Y, Kaneko ], Suga H, Ishima D, Kitamura
E, Akutsu T, Onozawa Y, Kanazawa N, Goto T,
Nishiyama K, lizuka T. A cluster of disseminated
small cortical lesions in MELAS: its distinctive
clinical and neuroimaging features. ] Neurol
2019. doi: 10.1007/s00415-019-09283-3.

[2] Majamaa-Voltti KA, Winqvist S, Remes AM,
Tolonen U, Pyhtinen ], Uimonen S, Karppa M, Sorri
M, Peuhkurinen K, Majamaa K. A 3-year clinical
follow-up of adult patients with 3243A>G in
mitochondrial DNA. Neurology006;66:1470-5.

[3] Finsterer ]. Antiepileptics and NO-precursors
may be beneficial for stroke-like episodes.
eNeurologicalSci 2018;14:38-39.

[4] Poulton ], Finsterer ], Yu-Wai-Man P. Genetic
Maternally Inherited
Disorders. Mol Diagn Ther
10.1007/s40291-017-

Counselling for
Mitochondrial
2017;21:419-429. doi:
0279-7.

[5] El-Hattab AW, Almannai M, Scaglia F. MELAS.
2001 Feb 27 [updated 2018 Nov 29]. In: Adam
MP, Ardinger HH, Pagon RA, Wallace SE, Bean LJH,
Stephens K, Amemiya A, editors. GeneReviews®
[Internet].Seattle (WA): University of Washington,
Seattle; 1993-2019. Available from http://www.
ncbi.nlm.nih.gov/books/NBK1233/

Citation: Josef Finsterer, MD, PhD. Morphological Diversity of Stroke-Like Lesions may Depend on
Heteroplasmy Rates and Haplotypes. Open Access Journal of Internal Medicine. 2019; 2(1): 47-48.

Copyright: © 2019 Josef Finsterer, MD, PhD. This is an open access article distributed under the Creative
Commons Attribution License, which permits unrestricted use, distribution, and reproduction in any medium,

provided the original work is properly cited.

Open Access Journal of Internal Medicine V2.11.2019 48



