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Letter to the Editor

We read with interest the article by Zhang et al. about a retro-
spective investigation of 138 Chinese MELAS patients, of whom 126
carried a mtDNA mutation and of whom 121 underwent face-to-face or
telephone follow-up [1]. We have the following comments/concerns.

The study has several shortcomings, which weaken the reliability of
the results. First, the heteroplasmy rate for any of the mtDNA mutations
detected was not provided in any of the tissues. Heteroplasmy rates may
be correlated with the severity of the phenotype and with the pro-
gression and outcome of a mitochondrial disorder (MID) due to a
mtDNA mutation [2].

Second, the authors do not mention in how many of the 121 patients
the follow-up was carried out face-to-face or by a telephone interview.
Telephone interviews have the disadvantage that the information pro-
vided by the patient or the caregiver cannot be verified, that the patient
usually cannot prepare for the interview, and that no clinical exam or
instrumental investigations can be carried out. For example, if the pa-
tient reports a stroke-like episode (SLE) this needs to be confirmed by
imaging. A SLE is characterised by a stroke-like lesion on cerebral MRI
(cMRI) [3]. Thus, a SLE has a morphological equivalent which needs to
be demonstrated to diagnose a SLE. Recently, a new method has been
proposed to diagnose SLEs on MRI. The method relies on the mea-
surement of the oxygen extraction fraction (OEF), defined as the ratio of
blood oxygen that a tissue takes from the blood flow to maintain
function and morphological integrity [4]. How can cortical blindness be
assessed by a telephone interview? How to know the cause of death if
patients were followed only by telephone interviews?

Other factors determining the phenotype and not investigated in the
study by Zhang et al. are the haplotype, polymorphisms, the current
medication, and the environment. For example, some antiepileptic
drugs (AEDs), such as valproic acid, phenytoin, carbamazepine, and
phenobarbital are well-known for their mitochondrion-toxic discard,
[5]. We should be informed how many of the patients required AEDs
and in how many of them mitochondrion-toxic AEDs were given. Since
12 of the 28 patient dying during follow-up deceased from seizures or
status epilepticus during a SLE, it is essential to know if intractability of
seizures was due to usage of mitochondrion-toxic AED. Concerning the
haplotypes, it is conceivable that a longer survival time in the current

study compared to an American study [6] could be attributed a dif-
ferent haplotype.

We do not agree with the statement in the introduction that there is
no effective pharmacological or dietary intervention available for
MELAS patients [1]. On the contrary, a lot can be done for epilepsy,
ptosis, migraine, cardiac abnormalities, and gastro-intestinal and hor-
monal compromise in MELAS patients [7]. With regard to this state-
ment, the authors should provide information about the current medi-
cation in their patients and how many were on a ketogenic diet, which
has been shown to be highly effective in mitochondrial epilepsy [8]. As
mentioned by the authors, there is also frequently cardiac involvement
in MID, requiring appropriate measures, such as heart failure therapy,
antiarrhythmic pharmacotherapy, implantation of pacemakers, CRT
systems, or implantable cardioverter defibrillators. There is also the
possibility to offer heart transplantation in case of intractable heart
failure.

Overall, this interesting study could be more meaningful by pro-
viding additional genetic data, information about the medication, and
by following-up patients face-to face not miss important information.
Survival curves may look completely different if these shortcomings
would have been accomplished.
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