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Comments on “A Case of MELAS With the m.3243A>G 
Variant of the MT-TL1 Gene Mimicking Acute 
Intermittent Porphyria”

Dear Editor, 
We read with interest the article by Cai et al.1 about a 23-year-old male with mitochon-

drial encephalopathy, lactic acidosis, and stroke-like episode (MELAS) syndrome due to the 
m.3243A>G variant. The patient manifested phenotypically with epilepsy, quadriparesis,
wasting, generalized hypotonia, bilateral facial palsy, dysarthria, dysphagia, anemia, lactic ac-
idosis, polyneuropathy, and abdominal pain.1 The patient was initially suspected as having
acute intermittent porphyria (AIP), but the 4.5-h sunlight test produced normal findings.1 The 
study is attractive, but it raises concerns that should be discussed.

Gastrointestinal abnormalities are a well-known phenotypic feature of MELAS.2,3 The signs 
and symptoms of gastrointestinal compromise in MELAS can include poor appetite, gastro-
esophageal sphincter dysfunction, pseudo-obstruction, constipation, bloating, dysphagia, 
vomiting, gastroparesis, diarrhea, pancreatitis, hepatopathy, dry mouth, periodontitis, tra-
cheoesophageal fistula, stenosis of the duodenojejunal junction, atresia or imperforate anus, 
liver cysts, pancreas lipomatosis, pancreatic cysts, congenital stenosis or obstruction of the 
gastrointestinal tract, recurrent bowel perforations with intra-abdominal abscesses, post-
prandial abdominal pain, diverticulosis, and pneumatosis coli.3 

We disagree with the statement that “there is still little evidence of acute pseudo-obstruc-
tion symptoms in m.3243A>G-related mitochondrial disease.”1 Pseudo-obstruction has re-
peatedly been reported as a manifestation of MELAS4 and in association with the m.3243A>G 
variant,5 which is the most common cause of MELAS. Pseudo-obstruction is even suspected 
to trigger the development of stroke-like episodes (SLEs), which is the phenotypic hallmark 
of MELAS.5 

According to Fig. 1,1 the patient presented with bilateral ptosis and hypertelorism. Ptosis 
and hypertelorism have not been reported in AIP, whereas facial dysmorphism, including 
hypertelorism, is a frequent phenotypic feature of MELAS.6,7 

Several critical pieces of information are missing. The first is the result of biochemical in-
vestigations of the muscle homogenate to assess which of the respiratory complexes had re-
duced activity. The second is the heteroplasmy rate of the m.3243A>G variant in various af-
fected tissues. Since the heteroplasmy rate is one of the phenotype determinants, it is crucial 
to know their values in the most affected tissues, particularly muscles. The third is whether 
the polyneuropathy was of the axonal or demyelinating type. The fourth is an explanation 
of the multiple enhanced T1-weighted lesions, which were hypointense in susceptibility-
weighted imaging. Do these lesions represent intracerebral bleeding, hemorrhagic stroke, 
or an abortive stroke-like lesion, which is the morphological equivalent of an SLE. The fifth 
piece of missing information is an explanation of dysarthria and dysphagia.

While the family history was unremarkable, it should be reported if the mother was clini-
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cally and genetically investigated to assess if the variant was 
transmitted via the maternal line or occurred sporadically. 

In summary, the interesting study of Cai et al.1 has limita-
tions and inconsistencies that call into question the obtained 
results and their interpretation. Addressing these limitations 
could further strengthen and reinforce the statements made 
based on the study. Abdominal manifestations are a common 
feature of MELAS, and in addition with the other features, 
suggest a mitochondrial rather than a lysosomal disorder.
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