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LETTER TO THE EDITOR

We read with interest the article by Khanna et al
on a 48-year-old female with mitochondrial
encephalopathy, lactic acidosis, and stroke-like
episode (MELAS) syndrome due to the
m.3243A>G variant, phenotypically presenting
with hypoacusis, diabetes, arterial hypertension,
hyperlipidemia, cataract, macular dystrophy, and
glaucoma due to neovascularisation in the anterior
chamber and the retina [Khanna, S. et al., 2024].
Uncorrected visual acuity was 20/200 OD and
20/50 OS and intraocular pressure was 21 mm Hg
OD and 11 OS [Khanna, S. et al., 2024], Florid iris
neovascularization (OU), mild nuclear sclerotic
cataracts, disc neovascularization OS, macular
atrophy OU, arteriolar attenuation, dot blot
haemorrhage OU, and outer retinal atrophy
occurred [Khanna, S. et al., 2024]. Despite
injection of aflibercept and placement of a
glaucoma tube shunt, pallor developed in the right
eye [Khanna, S. et al., 2024]. The study is
impressive, but several points require discussion.

The first point is that the diagnosis of MELAS is
not supported. MELAS is usually diagnosed
according to the Japanese criteria [Yatsuga, S. et
al., 2012] or the Hirano criteria [Hirano, M. et al.,
1992]. According to the Japanese criteria, MELAS
is diagnosed when there are signs of
encephalopathy associated with dementia or
epilepsy, early life stroke-like episodes (SLESs),
and biochemical evidence of mitochondrial
dysfunction, such as lactic acidosis and the
presence of ragged-red fibres (RRF) on muscle
biopsy [Yatsuga, S. et al., 2012]. According to the
Hirano criteria MELAS is diagnosed when
SLEs occur before age 40 and there are seizures or
dementia, lactic acidosis or ragged-red fibres,
normal early development, recurrent headache, or
recurrent vomiting [Hirano, M. et al., 1992]. Based
on these criteria, the index patient should not be
diagnosed with MELAS syndrome, but rather with
a diagnosis of maternally inherited diabetes and
deafness (MIDD) plus.

The second point is the statement that all children
of a sister of the index patient tested positive for
MELAS [Khanna, S. et al., 2024]. We should
know whether this means that all these children
carried the m.3243A>G variant, that they had a
MELAS phenotype, or that they had both the
mutation and a suitable phenotype.

The third point is that the index patient was not
systematically evaluated for multisystem disease.
Since carriers of m.3243A>G variants usually
manifest with multisystem disease [Giannese, D. et
al., 2023], it would have been imperative to
examine the index patient for subclinical
manifestations of the mutation in organs other than
the eyes or ears. The most commonly affected
organs in m.3243A>G carriers are the brain,
endocrine organs, heart, intestines, and the skeletal
muscle. Since a sister died at an early age
[Khanna, S. et al., 2024], we should be informed
whether this patient died of cardiac, cerebral cause,
or other causes and whether she was subjected to
an autopsy. Knowing the cause of early death in
this family is essential to assess the risk in living
family members carrying the variant and to take
appropriate measures to reduce the risk of sudden
death.

The fourth point is optic atrophy in m.3243A>G
carriers may not only be due to glaucoma but may
also be an inherent feature of the phenotype
[Scarcella, S. et al., 2023].

In summary, the excellent study has limitations
that should be addressed before drawing final
conclusions. Clarifying the weaknesses would
strengthen the conclusions and could improve the
study. Before neovascular glaucoma can be
assigned to the m.3243A>G variant, alternative
causes must be thoroughly ruled out.
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