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Letter to the Editor

With interest we read the article by Wang et al. about 
a retrospective study of 13 Chinese patients with Leber’s 
hereditary optic neuropathy (LHON) by means of opti-
cal coherence tomography (OCT), visually-evoked poten-
tials (VEPs), and pattern- / multifocal electroretinography 
(p/mfERGfERG) [1]. The authors found disc hyperemia 
vs. optic atrophy, normal vs. reduced retinal nerve fibre 
layer (RNFL) thickness, and mild, subnormal mfERG re-
sponses vs. reduced mfERG responses in the early respec-
tively chronic stages of the disease. We have the following 
comments and concerns.

A major shortcoming of the study is that it had a retro-
spective design and that thus reproducibility of the results
or inter-observer variabilities were not tested.

Though LHON mutations frequently occur in the ho-
mozygous form or reach nearly homozygosity, we should 
know the heteroplasmy rates of the mutations presented in 
table 1. Additionally, severity of the phenotype may de-
pend on the mtDNA copy number. Knowing heteroplasmy 
rates and mtDNA copy number is crucial as these param-
eters may strongly determine disease severity and disease 
trajectory [2].

LHON may not only affect the retinal ganglion cells but 
may show also involvement of other organs, such as the 
brain, the ears, the endocrine organs, or the heart (LHON 
plus) [3]. We should know how many of the included pa-
tients had pure LHON and how many LHON plus. This is 
crucial as it may strongly influence t he d isease c ourse and 
progression, as some of these manifestations are accessible 
to treatment.
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We do not agree with the notion that LHON is one of
the most common mitochondrial disorders (MIDs). LHON is
rare compared to Leigh syndrome, MELAS, PEO, and par-
ticularly to the non-syndromic MIDs. Non-syndromic MIDs
(MIMODS) are the most frequent as many MIDs do not fit
to any of the syndromic phenotypes.

The authors claim that localised central macula dysfunc-
tion more severe in chronic as compared to acute cases is a
novel finding. However, macula dysfunction has been previ-
ously reported in the acute stage of LHON [4].

In some countries, idebenone has been approved as a 
therapeutic agent for LHON "patients", We should know 
how many of the 13 patients received idebenone and if the 
inves-tigations were carried out under treatment or without 
treat-ment. In this respect we should know the entire 
medications the patients were taking at the time of the 
investigations. Knowing current drug therapy is crucial as 
some of them may influence test results significantly. We 
also should know how many of the included patients 
benefited from idebenone and in how many it was 
ineffective.

From some of the LHON mutations it is known that spon-
taneous recovery may occur [5]. We should know if partic-
ularly in group 2 (chronic stage) spontaneous remission was 
observed.

Fluorescence angiography and OCT angiography may be 
supplementary for diagnosing LHON [6]. We should know 
if there was also a difference between the acute and chronic 
stage with regards to these investigations.

Interestingly, table 1 lists a patient (patient 2) who car-
ried two LHON mutations in one gene. We should know 
if this particular patient was heterozygous for either 
variant or if this was simply an error.

In summary, the above mentioned shortcomings of the
study need to be addressed before drawing conclusion as
provided.
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