East African Scholars Journal of Medicine and Surgery

Abbreviated Key Title: EAS J Med Surg
ISSN: 2663-1857 (Print) & ISSN: 2663-7332 (Online) |
Published By East African Scholars Publisher, Kenya

E OPEN ACCESS

DOI: 10.36349/easjms.2019.v01i06.007

Letter to the Editor

Volume-1 | Issue-6 | Nov-Dec-2019 |

Atypical Multisystem Mitochondrial Disorder Due To the Primary Lhon
Mutations M.11778g>A and M.14484t>C

Josef Finsterer, MD, PhD’

Krankenanstalt Rudolfstiftung, Messrli Institute, Vienna, Austria

*Corresponding Author
Josef Finsterer, MD, PhD

Keywords: LHON, mtDNA, heteroplasmy, stroke-like episode, Leigh syndrome, myelitis, respiratory chain.

In a recent article, Berardo et al., reported
about a 36yo Indian male with bilateral ptosis and right-
sided visual impairment since childhood, visual loss of
the left eye at age 25y, gait disturbance due to dystonia
and ataxia, and dysarthria since age 33y, and painful
weakness of the right upper and lower limb at age 34y
(Berardo, A. Et al., 2019). Myelitis respectively
myelopathy C2-3 and C7-T1 was diagnosed, which
completely resolved upon steroids. At age 35y he
experienced weakness and pain of the left upper limb
being attributed to cervical and thoracic myelitis again
and resolving again upon steroids (Berardo, A. et al.,
2019). Genetic work-up revealed the mtDNA variants
m.11778G>A (heteroplasmy 81% in fibroblasts) in
ND6 and m.14484T>C (homoplasmy) in ND4, which
are usually associated with Leber’s hereditary optic
neuropathy (LHON) (Yu-Wai-Man, P., & Chinnery,
P.F. 2000). We have the following comments and
concerns.

Cerebral imaging in figure 1 resembles Leigh
syndrome with bilaterally symmetric hyperintensities of
the putamen (Finsterer, J. 2008). Leigh-like features
have been previously reported in association with the
variant m.11778G>A ((Fruhman, G. et al., 2011).
Additionally, there was extensive bilaterally symmetric
T2-hyperintensity of the anterior horns, resembling
leukoencephalopathy with brain stem and spinal cord
involvement, and lactate elevation (LBSL) (Lin, T. K.
et al., 2019). Since some types of Leigh syndrome (e.g.
SLC19A3, TPK1) favourably respond to thiamin
(100mg/d) or biotin (20mg/d) (Savasta, S. et al., 2019),
we should know if vitamin-B1 was tried and if it was
effective in the index case. In case thiamin / biotin was

ineffective, we should know if other antioxidants or
cofactors were beneficial.

Since there was impaired visual acuity
bilaterally we should know about the results of the
ophthalmologic investigations (peripapillary
teleangiectasias, retinal nerve fibre layer edema),
optical coherence tomography (thickening of the
temporal retinal nerve fiber layer), visually evoked
potentials (reduced amplitude, delayed latency), and
electroretinogram. Particularly we should know if there
was optic atrophy, ocular myositis, or optic neuritis.
Since the patient carried two primary LHON mutations
it should be mentioned if funduscopy revealed typical
features of presymptomatic or symptomatic LHON
(Yu-Wai-Man, P., & Chinnery, P.F. 2000).

Since serum lactate and cerebro-spinal fluid
(CSF) lactate were elevated and since there were
morphological abnormalities on cerebral imaging we
should know if magnetic resonance spectroscoyp
(MRS) showed an increased lactate peak.

The authors describe complete resolution of
the cord hyperintensities after the third application of
steroids at age 35y. However, cervical MRI at age 38y
revealed a “stable cervical cord abnormality C2-C5”
(Berardo, A.et al., 2019). This discrepancy should be
explained. We should know if clinical manifestations
had recurred or if the cervical lesion at age 34y never
resolved completely.
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We do not agree with the statement that the
variant m.11778G>A has not been reported in
association with dystonia. Dystonia was a prominent
feature in 6 patients with LHON reported in 2007
(McFarland, R. et al, 2007). Also the variant
m.14484T>C has been reported in association with
LHON and dystonia (Kalinska-Bienias, A. et al., 2017).

Missing is a discussion about the nature of the
spinal cord lesions. Particularly discussed should be if
the spinal lesions represent stroke-like lesions, the
morphological equivalent of a stroke-like episode, of
the spinal cord rather than myelitis. Considering the
spinal lesions as stroke-like lesions is crucial as therapy
may be entirely different.

Overall, this interesting study has a number of
shortcomings and inconsistencies which need to be
addressed before final conclusion can be drawn.
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