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To the Editor: With interest we read the article by Fu et al[1] The description “abnormalities of the visual pathway” on

about a 35-year-old male patient with late-onset myoclonic visually evoked potentials (VEPs) is non-specific and

epilepsy with ragged red fibers syndrome (MERRF) plus syn-
drome being attributed to the MT-TN variant m.5703G>A.
We have the following comments and concerns.

The main shortcoming of the study is that the pathogenicity
of the m.5703G>A variant has not been sufficiently
confirmed. The authors cite the studies by Moraes et al and
Vives-Bauza et al to underscore that the particular variant
was truly pathogenic. However, the investigations carried
out to confirm pathogenicity are insufficient. Pathogenicity
of mitochondrial DNA (mtDNA) variants can be most
accurately assessed by application of the modified Yarham
score.[2] The score validates eight items, including number of
independent publications, heteroplasmy, segregation of the
phenotype with the variant, proven biochemical defect,
segregation of the variant with the biochemical defect on
singlefiber studies, evidenceofpathogenicityoncybrid studies
or mutant mtDNA steady-state level studies, evolutionary
conservation of the nucleotide, and abnormalities on
histochemistry.[2] Applying the score to the m.5703G>A
variant, a score value of 11 was achieved, indicating that the
particular variantwasonlyprobablypathogenic.Thus, cybrid
or mutant mtDNA steady-state level studies are required to
show that the variant is definitively pathogenic.

From valproic acid (VPA) it is well known that it may
enhance myoclonus. Additionally, VPA can be mitochon-
drion-toxic.[3] Thus,we shouldknowwhyVPAwasgiven to
this patient and if it was effective or caused side effects.
Patients withMERRF develop cardiac involvement in 18%
of the cases. One of the cardiac manifestations in MERRF
syndrome is late gadolinium enhancement (LGE), charac-
terized by sub-endocardial, sub-epicardial, patchy, or
transmural gadolinium enhancement 7 to 15 minutes after
injection of the contrast medium.[4] LGE may occur even in
patientswith normal echocardiography. Thus,we shouldbe
informed if the reportedpatient underwent cardiacmagnetic
resonance imaging and if LGE was demonstrated.
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requires further specification. Any lesion along the visual
pathways, from the cornea to the visual cortex may result
in prolonged latencies or reduced amplitudes of VEPs.
Since the pigmentary retinal epithelium is frequently
affected in patients with MERRF, manifesting as retinitis
pigmentosa, rod and come degeneration, pigmentary
shifts, or as optic atrophy, we should be informed about
the results of the ophthalmologic investigations in the
index case. Since patients with MERRF frequently present
with white matter lesions, Leigh-like features, or stroke-
like episodes,[5] we should be informed about the findings
on cerebral imaging to more accurately interpret the VEPs.

Conflicts of interest

None.

References
1. Fu J, Ma MM, Pang M, Yang L, Li G, Song J, Zhang JW. Broadening

the phenotype of m.5703G>A mutation in mitochondrial tRNAAsn
gene from mitochondrial myopathy to myoclonic epilepsy with ragged
red fibers syndrome. Chin Med J 2019;132:865–867. doi: 10.1097/
CM9.0000000000000151.

2. Finsterer J, Zarrouk-Mahjoub S, Shoffner JM. MERRF classification:
implications for diagnosis and clinical trials. Pediatr Neurol 2018;80:
8–23. doi: 10.1016/j.pediatrneurol.2017.12.005.

3. Finsterer J. Toxicity of antiepileptic drugs to mitochondria. Handb
Exp Pharmacol 2017;240:473–488. doi: 10.1007/164_2016_2.

4. Catteruccia M, Sauchelli D, Della Marca G, Primiano G, Cuccagna C,
Bernardo D, et al. Myo-cardiomyopathy” is commonly associated
with the A8344G “MERRF” mutation. J Neurol 2015;262:701–710.
doi: 10.1007/s00415-014-7632-0.

5. Zsurka G, Becker F, Heinen M, Gdynia HJ, Lerche H, Kunz WS, et al.
Mutation in the mitochondrial tRNA(Ile) gene causes progressive
myoclonus epilepsy. Seizure 2013;22:483–486. doi: 10.1016/j.seizure.
2013.03.003.

How to cite this article: Finsterer J. Is the MT-TN variant m.5703G>A
truly causative for myoclonic epilepsy with ragged red fibers
syndrome plus? Chin Med J 2019;132:1752. doi: 10.1097/CM9.
0000000000000337
Correspondence to: Dr. Josef Finsterer, Krankenanstalt Rudolfstiftung, Postfach 20,
1180 Vienna, Austria
E-Mail: fifigs1@yahoo.de

Copyright © 2019 The Chinese Medical Association, produced by Wolters Kluwer, Inc. under the
CC-BY-NC-ND license. This is an open access article distributed under the terms of the Creative
Commons Attribution-Non Commercial-No Derivatives License 4.0 (CCBY-NC-ND), where it is
permissible to download and share the work provided it is properly cited. The work cannot be
changed in any way or used commercially without permission from the journal.

Chinese Medical Journal 2019;132(14)

Received: 10-04-2019 Edited by: Yi Cui

mailto:fifigs1@yahoo.de
http://creativecommons.org/licenses/by-nc-nd/4.0
http://creativecommons.org/licenses/by-nc-nd/4.0

	Is the MT-TN variant m.5703G&x003E;A truly causative for myoclonic epilepsy with ragged red fibers syndrome plus?
	Conflicts of interest
	References


