Ethylmalonic encephalopathy at age 33
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Abstract
Ethylmalonic encephalopathy is a genetic disease diagnosed
usually in the first months of life with the following symptoms:
hypotonia, chronic diarrheq, orthostatic purpura, lactic acidosis. It
can lead to death in the early years of life without treatments. It
is related to a mutation on the ETHE1 gene. We report here a
case of a 33 years old patient.
The patient presented digestif symptoms like chronic diarrhea
since his first years. Then he had minor praxis troubles noted at
6™ years old, which didn’t prevent him from a normal schooling. It
was not until his 14t that he progressively presented a spasticity
of the 2 inferior limbs.
A brain MRI is done then, which find hypersignals of putamen
and caudate nucleus. A urinary organic acid chromatography
finds rise ethylmalonate, isobutylglycine and isovalerylglycine.
Acylcarnitine’s dosage is in favor of a succinyl CoA
dehydrogenase deficiency. Finally, a genetic analysis by exome
finds a rare heterozygote composite mutation on ETHE1 (c.442
C>T and ¢.79 C>T), confirmed after segregation of the 2
parents at heterozygote state.
Then, from 2020 the patient is treated by Metronidazole and N-
acetyl cysteine. He will unfortunately present a decompensation
by losing abruptly walking capacity after a urinary infection,
which destabilized his disease. The treatment was briefly
interrupt and then resumed, but in 2021 he contracted an optic
neuropathy caused by the metronidazole. Both treatments were
then stopped and replaced by a bitherapy of riboflavin and
coenzyme Q.
Moderate forms of ethylmalonic encephalopathy manifest in
adulthood by a clinical presentation including spastic paraparesis
and chronic diarrhea. The diagnostic must be evocated in front of
this clinic without other diagnosis because it can benefit from a
specific regimen. The hepatic transplantation can be discussed
since we lack information in adulthood for now.
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Figure 1 : hypersignal T2 on cudf nclesa putamens (2021)
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