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Letter

Pathogenicity of Variant m.13528A>G in
MT-ND?5 in Leber’s Hereditary Optic
Neuropathy Is Unsupported

Josef Finsterer? Sounira Mehri®

aNeurology and Neurophysiology Center, Vienna, Austria; °Biochemistry Laboratory,
LR12ESO5 “Nutrition-Functional Foods and Vascular Health”, Faculty of Medicine,
Monastir, Tunisia

Dear Editor,

With interest we read the article by Pandya et al. [1] on a 57-year-old male who was
diagnosed with Leber’s hereditary optic neuropathy (LHON) due to the variant m.13528A>G
in MT-ND5. Although the patient did not receive idebenone, visual acuity improved by the 24-
month follow-up [1]. The study is excellent but has limitations that are cause of concerns and
should be discussed. The CARE Checklist has been completed by the authors for this report,
attached as supplementary material (for all online suppl. material, see https://doi.org/
10.1159/000531387).

We disagree that the variant m.13528A>G in MT-ND5 was causative. The variant has not
previously been reported to definitively cause LHON or another syndromic or non-syndromic
mitochondrial disorder. The argument that m.13528A>G is really responsible for LHON is not
supported by the literature. The variant reported by Batandier et al. was m.13528G>A but not
m.13528A>G [2]. The patient described by Petruzella et al. [3] carried not only the variant
m.13528A>G but also five other variants, making it difficult to judge which of them was
causative. No functional or biochemical studies were performed to confirm the pathogenicity
of the variant. The heteroplasmy rate was 100%, indicating that the variant may not have been
pathogenic. No studies have been performed to confirm respiratory chain complex-I defi-
ciency. None of the first-degree relatives were tested for the MT-ND5 variant. Documentation
of the variant in other family members and segregation with the phenotype would strongly
support the assumption that the variant was pathogenic.

The diagnosis LHON is not well secured. LHON is usually diagnosed by ophthalmologic
examination, optical coherence tomography, and fluorescence angiography, showing early
leakage and late pooling and reduction of the parafoveal superficial capillary plexus and the
radial peripapillary capillary (RPC) network [4, 5], but the index patient had no retinal
angiography. The diagnosis LHON also does not ideally match the patient’s age. LHON begins
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before age 20 years in the majority of cases, with an upper limit of age 50 years. The family
history is negative for LHON, and there is no segregation of the variant with the phenotype.

A limitation of the study is that HbAlc values were not provided. Since the patient was
diabetic but did not take an anti-diabetic medication, it is crucial to know if blood sugar was
well controlled or not. A vegetarian diet is no guarantee that blood sugar will be normal. The
dietary habits of the index patient should be specified.

Acute ischemic optic neuropathy has not been ruled out. The patient had an increased
cardiovascular risk (alcohol, smoking, diabetes, and age). Therefore, we should know whether
atherosclerosis was found on carotid ultrasound, coronary angiography, or ultrasound of
peripheral arteries.

Before claiming the variant m.13528A>G as causative of LHON, functional, biochemical,
and genetic studies must be performed. In the absence of evidence of respiratory chain
complex-I deficiency, the variant cannot convincingly be accounted for LHON. However, the
clinical diagnosis of LHON cannot be overlooked, and the variant found cannot currently be
ruled out as the cause.
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