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Refractory status epilepticus
due to vitamin B¢ deficit in a
Parkinson’s disease patient in
treatment with
levodopa/carbidopa intestinal
gel”

nnnnn

Estatus epiléptico refractario por déficit de
vitamina B6 en paciente con enfermedad de
Parkinson e infusién intestinal de
levodopa/carbidopa

Dear Editor:

Continuous infusion of levodopa-carbidopa intestinal gel
(LCIG) is an effective treatment for patients with advanced
Parkinson’s disease (PD) presenting motor fluctuations.' B-
vitamin deficiency is a relatively frequent complication,
typically manifesting as anaemia and/or subacute/chronic
axonal neuropathy.? We present a case of refractory status
epilepticus, which is an exceptional complication in patients
with PD receiving LCIG.?

* Please cite this article as: Baviera-Mufoz R, Buigues-Lafuente
A, Campins-Romeu M, Garcés-Sanchez M, Martinez-Torres |. Esta-
tus epiléptico refractario por déficit de vitamina B6 en paciente
con enfermedad de Parkinson e infusion intestinal de lev-
odopa/carbidopa. Neurologia. 2022;37:608—609.

Clinical case

The patient was a 77-year-old man with advanced PD who
had been treated with LCIG since the age of 74 (morning dose
of 5mL, continuous dose of 4.2 mL/h, and an extra dose of
3mL). He had no relevant medical history except for signif-
icant dysphagia that had led to several hospital admissions
due to pneumonia. Until that moment, no signs of neuropa-
thy, By or By, deficiency, or increased homocysteine levels
had been detected in follow-up visits. Vitamin B¢ level deter-
mination is not routinely performed at our centre, but may
be requested from an external laboratory if deficiency is
suspected.

During a hospitalisation due to pneumonia, the patient
was assessed by the neurology department due to episodes
suggestive of epileptic seizures. He reported feeling agi-
tated and anxious, with short-lasting generalised muscle
stiffness and no loss of consciousness. Blood analysis
revealed high levels of acute-phase reactants, normo-
cytic normochromic anaemia, and low transaminase levels
(ALT/GPT, 2 U/L [normal range, 0-40]; AST/GOT, 8 U/L
[normal range, 0-37]). An EEG revealed diffuse slow-
ing with no epileptiform activity; the brain MRI yielded
normal findings. The patient’s symptoms were finally inter-
preted as non-motor off symptoms, and we decided
to progressively withdraw treatment with levetiracetam
(750 mg/day), beginning during admission.

One month later, when the patient was still receiving
levetiracetam, he was admitted once more due to pneumo-
nia and episodes suggestive of secondarily generalised focal
seizures. During seizures, he showed disconnection from
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the environment and head version followed by generalised
tonic-clonic movements. We also observed palpebral and
generalised myoclonia during admission. The EEG revealed
focal sharp waves in the left frontotemporal area, pro-
gressing to generalised spike-wave activity. We adjusted
the antiepileptic treatment, increasing the dose of leve-
tiracetam and consecutively adding lacosamide, phenytoin,
and valproic acid, achieving no clinical improvement. Fur-
thermore, cerebrospinal fluid analysis results were normal.
A recent brain MRI scan performed after onset of the
episodes revealed no alterations, and therefore no further
imaging study was requested during this admission. Vita-
min B, determination yielded levels below the detectable
limit (< 3.50g/L [normal range, 5-50g/L]). Vitamin By
level was 906 pg/mL (normal range, 191-663 pg/mL) and
homocysteine level amounted to 108.5 mol/L (normal range,
2-17 mol/L). Despite supplementation with pyridoxine, the
patient died due to torpid progression of the pneumonia and
the advanced deterioration of his general state of health;
status epilepticus had shown no improvement.

Discussion

Metabolism of levodopa demands vitamins B¢, Bg, and B, and
increases the levels of homocysteine.* The levodopa equivalent
dose is higher in patients carrying a duopa pump than in those
receiving oral dopaminergic treatment, with the first group being
more susceptible to complications. Such other factors as malnu-
trition or malabsorption may favour vitamin deficiencies in these
patients.®

Vitamin B deficiency is a known cause of refractory epilepsy in
newborns. Although rare in adults, some cases have been described
in multimorbid patients with severe malnutrition.>® Alcohol abuse,
liver disease, pregnancy, and treatment with isoniazid may also
contribute to this deficiency. The literature only includes one case
of status epilepticus in a patient with PD treated with LCIG.? In
this case, seizures started soon after onset of LCIG treatment.
The patient presented focal seizures with loss of consciousness.
Antiepileptic drugs did not achieve a clinical improvement, but
supplementation with pyridoxine was more successful.

Although several causes may have contributed to the develop-
ment of status epilepticus in our patient, it is unquestionable that
pyridoxine deficiency is a predisposing factor. Pyridoxine acts as a
cofactor for hepatic transaminases, and therefore vitamin B¢ defi-
ciency is reflected in the decreased activity of ALT/GPT and, to a
lesser extent, AST/GPT.”-8 Identification of low transaminase levels
may have avoided the delay in diagnosis and treatment onset in our
patient.

In status epilepticus due to vitamin B¢ deficiency, supplemen-
tation is usually effective in seizure control.?>% However, early
treatment onset is essential to avoid treatment resistance. There-
fore, although exceptional, epilepsy due to vitamin By deficiency
should be considered as a potential complication of treatment with
LCIG.
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