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            With interest we read the article by Loos et al. about 27 patients with mtDNA-associated mitochondrial disorders (MID) from
               Argentina [1]. MELAS was the most common phenotype and the variants m.13513G>A in MT-ND5 and m.9185T>C in ATP6, phenotypically manifesting as Leigh syndrome, occurred sporadically [1]. The report is interesting but raises the following
               comments and concerns. 
            

            Concerning the pathogenicity of the variant m.13513G>A, the heteroplasmy rate of 20% in lymphocytes argues against causality.
               If clinically more severely affected tissues did not carry higher heteroplasmy rates, the patient should be investigated for
               mutations in alternative genes associated with MELAS. Using quantitative real-time PCR and hair follicles or urinary epithelial
               cells might be more efficient in this respect [2]. 
            

            According to table-1 only 10 of the 11 MELAS patients had a stroke-like episode (SLE) [1]. We should know if the patient without
               a SLE fulfilled the Hirano or Japanese criteria for diagnosing MELAS [3].
            

            According to table 1 only of 2 of 3 patients with Kearns-Sayre syndrome had cardiac involvement. Since cardiac conduction
               defects are part of the diagnostic criteria [4], we should be told if the patient without cardiac involvement fulfilled the
               diagnostic criteria. 
            

            Most MELAS patients present with lactic acidosis on magnetic resonance spectroscopy (MRS) or investigations of the cerebro-spinal
               fluid. We should be told why only 2/11 MELAS patients had elevated lactate in the brain. 
            

            Since mtDNA variants are inherited via the maternal line in 75% of the cases [5], we should know in how many of the 27 patients
               the family history was positive for the disease. Furthermore, we should know how many of the 27 mothers carried the mutation
               of their child.
            

            Since most of the MIDs are non-syndromic, it should be explained why no patient with non-syndromic MID was included. 

            Overall, the report is appealing but has several limitations which challenge the results and their interpretation. 

             

            Declarations

            COI: The authors declare no conflicts of interest

            Funding: No funding was received

            Author contribution: JF: design, literature search, discussion, first draft, critical comments

            Informed consent: was obtained

            Ethics approval: The study was approved by the institutional review board

            Data availability: not applicable

            Consent to participate: not applicable

            Consent for publication: not applicable1, 2, 3, 4, 5 
            

              

             

            

            

         

      

      
         
               References

            
                  
                  
                     
                        1 
                              

                     

                     Rong, E, Wang, H, Hao, S, Fu, Y, Ma, Y & Wang, T,   (2018). Heteroplasmy Detection of Mitochondrial DNA A3243G Mutation Using Quantitative Real-Time PCR Assay Based on TaqMan-MGB
                        Probes. Biomed Res Int, 1286480.
                     

                  

                  
                     
                        2 
                              

                     

                     Hirano, Michio, Ricci, Enzo, Richard Koenigsberger, M., Defendini, Richard, Pavlakis, Steven G., DeVivo, Darryl C., DiMauro,
                        Salvatore & Rowland, Lewis P.,   (1992). MELAS: An original case and clinical criteria for diagnosis. Neuromuscular Disorders, 2(2), 125–135. 10.1016/0960-8966(92)90045-8

                  

                  
                     
                        3 
                              

                     

                     Loos, Mariana Amina, Gomez, Gimena, Mayorga, Lía, Caraballo, Roberto Horacio, Eiroa, Hernán Diego, Obregon, María Gabriela,
                        Rugilo, Carlos, Lubieniecki, Fabiana, Taratuto, Ana Lía, Saccoliti, María, Alonso, Cristina Noemi & Aráoz, Hilda Verónica,
                          (2021). Clinical and molecular characterization of mitochondrial DNA disorders in a group of Argentinian pediatric patients.
                        Molecular Genetics and Metabolism Reports, 27, 100733. 10.1016/j.ymgmr.2021.100733

                  

                  
                     
                        4 
                              

                     

                     Pedrote, A, Varela, J M, Sánchez, A, Gil-Neciga, E, Acosta, D, Errazquin, F & Burgos, J,   (1990). Bloqueo auriculoventricular en el síndrome de Kearns-Sayre Atrioventricular block in Kearns-Sayre syndrome. Rev Esp Cardiol, 43(3), 192–196.
                     

                  

                  
                     
                        5 
                              

                     

                     Poulton, Joanna, Finsterer, Josef & Yu-Wai-Man, Patrick,   (2017). Genetic Counselling for Maternally Inherited Mitochondrial Disorders. Molecular Diagnosis & Therapy, 21(4), 419–429. 10.1007/s40291-017-0279-7

                  

               

            

         

      

      

   EPUB/nav.xhtml

    
      


      
        		
          Content
        


      


    
  

