IV Ganaxolone in Pediatric Super Refractory Status Epilepticus: A Single Patient Case Study
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« Wediscuss a 17-year-old female who had been hospitalized for 8 months with recurrent RSE and who relapsed while in our inpatient
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« History of sporadic, primarily febrile and rare afebrile convulsive seizures in early childhood; seizure-free for 10 years off medication until she
began to have focal seizures with generalization. She had recurrent seizures over the first 3 weeks and was admitted to an outside hospital
for SE requiring intubation

« Over the course of 7 months at the initial tertiary hospital, she had 6 episodes of SE and required intubation 4 times with medically induced
coma for seizure suppression. Prior AEDs and other key treatments are summarized in Table 1. She was transferred to our inpatient pediatric
rehabilitation unit after being seizure-free for 1 month on 5 antiseizure medications (cannabidiol, perampanel, phenobarbital, lacosamide,
lorazepam), pyridoxine, ketogenic diet, anakinra, and menstrual suppression

« Athorough infectious, metabolic, genetic, vascular, and autoimmune evaluation at both institutions was nondiagnostic (Figure 1)

« While in the inpatient rehabilitation unit, the patient developed a fever of 41.7°C, and a respiratory viral panel was positive for parainfluenza.
SE returned, requiring transfer to the intensive care unit for midazolam and pentobarbital infusions

* Video-electroencephalogram (VEEG) monitoring throughout her course demonstrated multifocal seizure onset. She was seizure-free for
2 days after drips were weaned, until seizures returned, prompting placement of a vagus nerve stimulator and a prolonged 2-week course of
IV pentobarbital titrated to EEG burst suppression. A repeat magnetic resonance imaging demonstrated progression of diffuse global
parenchymal atrophy (Figure 2). As pentobarbital was weaned off, convulsive seizures returned (Table 2)

« She was treated under the E-IND approval for a trial of IV-to-enteric GNX. GNX was administered using an IV bolus, followed by infusion over
4 days (with GNX boluses as needed for breakthrough seizures) (Figure 3)

- Onday]l, pentobarbital was discontinued; by day 3, clinical and electrographic seizures stopped
- The patient tolerated the protocol well. As pentobarbital was discontinued and GNX treatment initiated, she became more alert and Day
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This EEG demonstrates isolated electroclinical seizure into day 3 of protocol as rhythmic fast polyspikes arising from bifrontal regions, which spread anteriorly over both hemispheres.
Double banana bipolar montage: LFF 1 Hz, HFF 70 Hz; sensitivity, 15 pV/mm; time base 30 mm/s. EEG, electroencephalogram; HFF, high-frequency filter; LFF, low-frequency filter.

Figure 4B

Figure 4C
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- Oon day 5 she was transitioned from IV to enteric GNX and has remained seizure-free Marked progression of diffuse global parenchymal atrophy since 5 months prior, predominantly affecting the white matter. Pentobarbital mg/kg/hr converted to mg/hr. Ganaxolone Cl dosed in mg/hr. Reference points for Figures 4A, 4B, and 4C are Fp2 - F4 _ ‘ N el
. . Increasing T2 FLAIR hyperintensity in the subcortical and juxta cortical white matter. Signal abnormality is most pronounced in shown in green. BTS, breakthrough seizures; Cl, continuous infusion; GNX, ganaxolone; IV, intravenous; PRN, as needed. F4 - c4 w - ~* x\f\\//v\f\/“f
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«  One month after GNX initiation, the patient was transferred to inpatient rehabilitation service; she was discharged home 1 month later. MRI, magnetic resonance Imaging; T2 FLAIR, T2-weighted fluld-attenuated inversion recovery V]
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Table 1. Prior Treatments at OSH Day of therapy in
relation to IV GNX Day -1 This EEG demonstrates cessation of seizures on day 5 of protocol when transitioned from IV to enteric GNX with resolution of seizures, improvement in interictal background, and
Prior AEDs and therapies Notes initiation interictal right occipital epileptiform discharges. Double banana bipolar montage: LFF 1 Hz, HFF 70 Hz; sensitivity, 15 uV/mm; time base, 30 mm/s. EEG, electroencephalogram; HFF, high-
frequency filter; LFF, low-frequency filter.
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