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We read with interest the article by Meldau et al. on the frequency of pathogenic mtDNA variants in African L-haplogroups in patients with
mitochondrial disorders (MIDs) from an African and a US center [1]. Haplogroup context was determined in 82 African and 165 US cases,
62 of which carried the L-haplogroup [1]. Unique L sub-haplogroups were identified in 11 families with the MELAS variant m.3243A>G,
in 6 families with the LHON variant m.11778G>A, and in 20 cases with single large-scale mtDNA deletions [1]. The phenotypes of the
included patients were similar to those described in other haplogroup cohorts [1]. The study is noteworthy, but several points should be
discussed.

The first point is that the frequency of pathogenic variants in a cohort must be correlated with a defined collective of non-mutation
carriers from the same defined population from which the diseased cohort originated in order to obtain reliable results. In addition, the entire
cohort must be systematically and prospectively studied to truly determine a reliable frequency count of a particular mtDNA variant. A
limited sample has the disadvantage that the resulting frequency figure may be unreliable.

The second point is that sub-Saharan African populations may not only be carriers of haplotype L, especially haplogroup L2, but that in
the Y-DNA carriers (DNA found only in males and passed from father to son), haplogroup E, especially subclade E1bla, is also dominant
and associated with Bantu expansion [2]. We should know what haplotypes other than L were found in the two cohorts studied.

The third point is that heteroplasmy rates for individual mtDNA deletions were not reported [1]. Were they not determined? In addition,
the heteroplasmy rates of the m.3460G>A and m.13513G>A variants in blood were low (14 and 45%, respectively), suggesting that their
pathogenicity is questionable [1]. Were the heteroplasmy rates in these patients also determined in clinically affected tissues and were they
higher there?
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The fourth point is that the haplotype was not determined by mtDNA sequencing in each of the included patients according to the
method section [1]. In “several cases”, mtDNA sequence variants were determined by a query in MITOMASTER SNV [1]. As haplogroup
determination by this approach may be less reliable than by mtDNA sequencing, it is recommended that haplogroup determination be
repeated using more reliable methods.

The fifth point is that the reason for the limited data on MIDs in the African population, as mentioned in the introduction, has not been
discussed in detail [1]. Is it conceivable that the lower number of MID patients in the African population is simply due to limited access
to the healthcare system in various African countries [3], thus preventing individuals with symptoms suggestive of MID from undergoing
specific diagnostic procedures and receiving appropriate treatment once diagnosed? It is known from African countries that only about half
of the population has access to healthcare and usually has to pay for the service [3]. Who paid for the genetic testing in the African and US
cohorts of the index study?

Overall, calculating the frequency of pathogenic mtDNA variants in African L-haplogroups requires extensive, comprehensive and
complete clinical and genetic testing of a defined population.
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