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Introduction

 Status epilepticus (SE) is a common life-threatening neurological emergency associated with high morbidity, mortality, new onset SE remained arisk in hospitalized patients with or without acquired brain injury
and healthcare costs!?

RSE-IVA episodes were characterized by worse outcomes and longer inpatient/ICU length of
stay (LOS); even in the absence of IVA, increased IV-ASM use was associated with increased LOS

Our cross-sectional analysis of admissions revealed that while prior history of epilepsy was a risk factor for SE,
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0 Figure 2: Characterization of patients with SE. A. Baseline epilepsy diagnosis was reported in 67% (n=97,631) of episodes (Komodo Healthcare Map - Closed Claims Data), and the median (IQR) age at SE diagnosis was 51 (28,66) years (complete patient sample, n=92,322, PINC Al data). B. SE was the admit, primary or
All SE -100% secondary diagnosis in 35% (n=32,666), 55% (n=51,066), and 41% (n=37,772) of episodes, respectively (complete patient sample, n=92,322, PINC Al data). C. Prior to admission, SE patients’ point of origin was mainly the home (n=76,174, 83%), followed by SNF/ICF (n=2,341, 3%), and other (n=13,316, 14%). Total patient Figure 3: ICU and hospital LOS and mortality outcomes. Statistics reported as n, median (IQR). A. RSE-IVA episodes had longer ICU LOS (n=14,830, 5.0 days [3,11]) vs. RSE-no IVA (n=15,887, 3.0 days [2,6]), or ESE (n=7,608, 2.0 days [1,3]).
Ns is from the adjusted complete patient sample (n=92,055, PINC Al - adjusted complete sample for data visibility, missing values, and cleanliness to track patient origin). D. Majority of all RSE episodes received 1%t/2" line therapy, with treatment distribution as follows: received =1 BZD (n=38,135, 97%), received =1 IV RSE-IVA episodes had longer hospital LOS (n=15,597, 9.0 days [5,18]) vs. RSE-no IVA (n=23,137, 6.0 days [3,12]), and ESE (n=14,439, 3.0 days [2,6]). B. In the absence of IVA, RSE episodes treated with = 3 IV ASMs (n=7,821) had longer ICU LOS
| ASM (n=39,409, 100%), received =2 IV ASMs (n=36,116, 92%), received =3 IV ASMs (n=17,675, 45%), received MV+IVA < 2 days (n=11,515, 29%), and received MV+IVA = 2 days (n=4,125, 10%) (from PINC Al data). E. Approximately % (n=27,018, 29%) of all SE episodes presented with an underlying etiological factor, while 71% (4.0 days [2,8]) compared to episodes treated with =2 IV ASMs (n=8,066, 2.0 days [1,4]), and longer hospital LOS (n=10,657,9.0 days [5,16] vs. n=12,480, 5.0 days [3,9]). C. RSE-IVA episodes had increased ICU admissions (n=14,830, 95%)
1 l 1 (n=68,5§3) did not. Amongst the etiological faFtors, hyponatremi.a ranked the h.ighes.t (n=§,087, 9%), follpwed by both CNS infection (n=4,708, 5%) .and énoxic brain injury (n=4,925, 5%), stroke.(n= 3,770, 4%), alcohol Yvithdrawal (n.=335.16, 4%), hemorrhage (n='1,220,.1%) and traumatic brain injury (n=792, 1%). compared to RSE-no VA episodes (n=15,887, 67%), and ESE episodes (n=7,608, 44%). D. RSE-no VA episodes treated with = 3 IV ASMs (n=7,821, 73%) had increased ICU admissions compared to RSE-no IVA episodes that were treated with 2 IV
Approximately half (n=17,624, 45%) of RSE episodes presented with an underlying etiological factor, while 55% (n=21,785) did not. Amongst the etiological factors, hyponatremia ranked the highest (n=5,732, 15%), with anoxic brain injury (n=4,150, 11%), CNS infection (n=3,566, 9%), stroke (n=2,876, 7%), alcohol ASMs (n=8,066, 62%). E. RSE-IVA episodes had the highest mortality rate and similar rate of discharge to home as RSE-IVA episodes treated with =3 IV ASMs. Total patient Ns is from the adjusted complete patient sample from PINC Al
S E l 360/ RSE 440/ withdrawal (n=2,376, 6%), CNS tumor (n=1,772, 4%), hemorrhage (n=965, 2%), and traumatic brain injury (n=623, 2%) following. All etiologies were from the adjusted patient sample (SE n=92,055, RSE n=39,409) from PINC Al data. (n=92,055, adjusted complete sample for data visibility, missing values, and cleanliness to track patients in their stays and discharge statuses).
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( arente ral 7 (lV a nti—seizu re I (|V Anesthesia + Figure 4: Frequency of recurrent SE. A. Recurrent SE was observed in 20% (n=28,801 out of 117,607 patients; from Komodo Healthcare Data - Closed Claims), regardless of episode type. B. SRSE was transfers (Komodo data) - indicating that nearly all transfers occurred after 15t/2" line therapy. B. Of SE episodes with =1 transfer, the first care site of admission was evenly split between academic (n=32,402, 49%) and community (n=33,143, 51%) settings. However, the majority were discharged from an academic facility (n=42,974, 66%) compared
P i . . . . >1BZD =1IVASM IVA + MV observed in 26% (n=6,650) of RSE-IVA episodes, which was characterized by prolonged ICU and hospital LOS (median 10 and 15 days, respectively) and increased inpatient mortality (39%). From all-patient to community (n=22,571, 34%). C. Approximately 41% (n=2,252) of patients with RSE were treated at multiple institutions during an episode. Approximately 2/3 (n=1,461, 65%) of episodes treated at multiple institutions ultimately received final care and were discharged from an academic medical center compared to community (n=791, 35%).
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Figure 1: Categorization of SE episodes. This cross-sectional patient journey study examined a total of 140,538 SE episodes in 113,229 unique patients during the 5-year study period using PINC Al data. Episodes
were categorized as SE only (n=51,066, 36%), ESE (n=27,685, 20%), and RSE (n=61,801, 44%). In patients with RSE, 59% (36,489) of episodes were not treated with IVA (RSE-no IVA) and 41% (n=25,312) were treated o ° ° °
with IVA (RSE-IVA), and 26% (n=6,650) of RSE-IVA episodes progressed to SRSE. LI m Itatl O nS CO n CIUSIO ns
« SE-related diagnosis and comorbid conditions were reliant on ICD-10 coding by providers and we were unable to » Patients who progressed to RSE-IVA faced long ICU/hospital stays and poor outcomes, highlighting urgent need for specialized care and rapid treatment solutions
References differentiate between SE subtypes or offer definitive assessment of etiologic factors *  44% of all SE cases advanced to refractory status; a high proportion of RSE cases (41%) were treated with IVA. Approximately 26% of RSE-IVA episodes progressed to SRSE
) D“edt‘: l':n'tatt'ggs in treatment reporting, we were unable to determine exact timing, dose, and responses to medications  RSE episodes that required IVA were associated with increased ICU admission rates, longer ICU and hospital LOS, and high mortality
1. Betjemann JP, Lowenstein DH. Lancet Neurol. 2015;14(6):615-24. 2. Guterman EL et al. JAMA Neurol. 2021;78(5):588-95. 3. Lu M et al. £pilepsy Behav. 2020;112:107459. 4. Rossetti AO, Lowenstein DH. Lancet use o trea . o . .
Neurol 2011510(10922-30, . . . . . * Eveninthe absence of IVA treatment, RSE episodes that were treated with = 3 IV ASMs had worse outcomes and longer LOS compared to those treated with 2 IV ASMs
’ * SErefractoriness was determined by exposure to IV ASMs and IVA using previously established methods, however we ) ) ] o . ) ] ) ] ]
were unable to confirm the clinical context for which medications were started during SE episodes * Increased treatment intensity (e.g., RSE-IVA) was associated with increased need for interhospital transfers compared to other segments. A high proportion of community admits were

transferred to academic institutions, highlighting need for coordinated efforts between both centers to provide optimal care

* Itis possible that not all treatments within an SE episode were captured within PINC Al, especially if the patient received
Fu I‘Idil‘lg and Disclosures initial management in emergency medical services or was transferred in from another setting; therefore, patients who
were transferred during their course of care were excluded from medication-related analyses Patients with SE had complex care pathways that required specialized care and multi-institutional interactions. Increased treatment with IV ASMs and exposure to IVA in SE were

This study was funded by Marinus Pharmaceuticals, Inc. Trinity was contracted by Marinus to conduct data analysis. MB, HV, and ER are employees of Marinus and hold stocks in the company. SSa, SSh, DK, and associated With increased hospital resource utilization and overau worse outcomes. Rapidly effective anti-SE treatments remain an urgent unmet need in this patient population.
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