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A 31-year-old woman with severe childhood-onset dysmotility syndrome was admitted for en-
cephalopathy and seizures. Video EEG demonstrated electrographic seizures of multifocal onset
refractory to multiple antiseizure medications (figure 1, A and C). MRI of the brain revealed
multiple hyperintensities (figure 1B) that progressed (figure 1D). Infectious, immunologic, and
neoplastic workup was unremarkable. A comprehensive epilepsy panel demonstrated a human
polymerase gamma gene (POLG) likely pathogenic variant, c.3401 (c.3401A>G), previously
reported as recessive, and a novel variant of unknown significance, c.2725 (c.2725 G>A). We
hypothesize both variants are predicted to act in a compound heterozygous fashion. POLG
disorders present with a discrete phenotype in adults; diagnosis is critical as valproate can
precipitate liver failure1,2 (figure 2).
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Figure 1 EEG and MRI of Index Patient

(A) EEG on day of admission shows a longitudinal bipolar montage with left frontocentral focal status epilepticus
(blue arrows). (B) Fluid-attenuated inversion recovery (FLAIR) MRI shows multifocal hyperintensities. (C) EEG later
in the hospital course shows right temporo-occipital region seizures (blue arrows). (D) FLAIRMRI shows worsening
of the hyperintensities with involvement of the right hemisphere.
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Figure 2 Clinical Spectrum of POLG-Related Disorders

Figure 2 is based on references 1 and
2. adPEO = autosomal dominant pro-
gressiveexternal ophthalmoplegia; AHS=
Alpers-Huttenlocher syndrome; arPEO =
autosomal recessive progressive exter-
nal ophthalmoplegia; C = chromosome;
GI = gastrointestinal; MCHS = myocere-
brohepatopathy; MNGIE = mitochon-
drial neurogastrointestinal encephalopa-
thy; POLG = human polymerase gamma
gene; TYMP = thymidine phosphorylase
gene.*Samephenotypeasmitochondrial
neurogastrointestinal encephalop-
athy but without leukoencephalop-
athy. +Ptosis and ophthalmoplegia.
P̂tosis and ophthalmoplegia without
systemic symptoms. #Also ataxia,
depression, parkinsonism, hypogonad-
ism, and cataracts.
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