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EPO-001 | Development of small molecules promoting tau

clearance in Alzheimer disease

L. Wang?; R. Kumar?; P. Pavlov?; B. Winblad*

IDivision of Neurogeriatrics, Department of Neurobiology, Care
Sciences and Society, Karolinska Institutet, Solna, Sweden;
2Department of Pharmaceutical Engineering and Technology, Indian
Institute of Technology (BHU), Varanasi, India; 3Theme Inflammation

and Aging, Karolinska University Hospital, Huddinge, Sweden

Background and Aims: A major pathological hallmark of Alzheimer
disease (AD) is the intracellular accumulations of neurofibrillary
tangles composed of paired helical filaments (PHFs) of tau protein.
Lowered efficiency of degradation pathways, such as ubiquitin
proteasome system, further exacerbates the aggregated tau accu-
mulation. Proteolysis-Targeting Chimeras (PROTACs) are hetero-
bifunctional molecules that can bring E3 ligase into the vicinity of
protein of interest, leading to protein ubiquitination, followed by
proteasomal degradation. Since 2016, PROTACs have been ap-
plied to resolve tau pathologies. Most of these PROTACs have only
been evaluated in cell models and the exploration is still at the early
stage. In this study, we aim to perform intensive research to develop
novel small-molecule PROTACs to initiate tau degradation for AD
treatment.

Methods: We screened a library of tau binders from a public da-
tabase (bindingdb.org) by performing global molecular docking into
the 3D structure of PHFs. The top ranked compounds were se-
lected to design new PROTACs, with different linkers connected to
the ligands binding to E3 ligase, for instance cereblon and carboxyl
terminus of Hsp70 interacting protein (CHIP). We are performing
modeling of the ternary complex (tau-PROTACs-E3 ligase) and the
highly scored PROTACs will be synthesised. Their protein binding
affinities and tau-reducing effects will be evaluated in cell models.
Results: We perform the development of small-molecule PROTACs
according to the methods listed above. We selected the top ranked
tau binders and designed new PROTACs.

Conclusion: The hit PROTACs will move on to in vivo study and pro-
vide pre-clinical evidence for novel treatment of AD tauopathies.

Disclosure: The authors declare no conflict of interest.
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EPO-002 | Functional connectivity as biomarker of
neurodegenerative disease

A. Medvedeva

First Moscow State Medical University, Russia

Background and Aims: Alzheimer's disease (AD) selectively involves
cerebral neuronal networks. The aim was to correlate fMRI patterns
and EEG-coherence in Alzheimer's disease (AD), amnestic Mild cog-
nitive impairment (aMCl), non amnestic Mild cognitive impairment
(nMCI), Frontotemporal Dementia (FTG) and controls.

Methods: 90 patients with AD, 90 aMCI, 85 nMCI, 60 FTD pa-
tients and 90 age-matched controls underwent fMRI (3 Tesla, TRIO,
Siemens) and resting EEG-recordings (NeuroScan Synamps System).
EEGs were recorded using a standard protocol and montage.

Coherences between regions of interest, based on fMRI activation

patterns were calculated.

Comparison of controls vs. AD patients. fMRI activations (p <0.001)

Results: There were significant differences between AD and aMClI
for theta coherences between anterior cingulate gyrus (ACC) and
left temporal gyrus (LTG) (AD <aMClI, p<0.05) Fig.2; between AD
and controls for theta between ACC and right temporal gyrus, be-
tween ACC and left hippocampus, and between ACC and right pa-
rietal gyrus (AD <controls, p<0.01) Fig. 1. aMCl-subjects showed
reduced coherence compared with controls between ACC and left
frontal superior gyrus within delta, theta and alphal-band. Theta co-
herence was significantly between anterior and posterior cingulate
gyrus, between right and LTG (aMCl < controls, p <0.05) Fig. 3. There
were significant differences between FTG and controls, between
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ACC and left temporal gyrus in delta and theta (FTG < controls,
p<0.05). There were not found significant differences between AD,
FTD and nMCI.

Comparison of healthy elderly subjects vs. MCI patients. fMRI activations
(p<0.001)

Comparison of controls vs. aMCl patients. fMRI activations
(p<0.001)

Comparison of aMClI vs. AD patients. fMRI activations (p <0.001)

Conclusion: EEG coherence seems to be a useful approach, which
helps to detect the early stage of cognitive decline.

Disclosure: Nothing to disclose.

EPO-003 | Improving FTD diagnosis with NODDI metrics and

machine learning integration

S. Basaia®; S. Pisano?; C. Cividini'; F. Facente?; E. Spinelli®; E. Canu?;
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Raffaele Scientific Institute, Milan, Italy; 2Neuroimaging Research Unit,
Division of Neuroscience, IRCCS San Raffaele Scientific Institute, Milan,
Italy; and Neurology Department, Istituto Clinico S. Anna Hospital,
Brescia, Italy; 3Neuroimaging Research Unit, Division of Neuroscience,
and Neurology Unit, IRCCS San Raffaele Scientific Institute, and
Vita-Salute San Raffaele University, Milan, Italy; 4Neurophysiology
Service, Neurology Unit, and Neuroimaging Research Unit, Division

of Neuroscience, IRCCS San Raffaele Scientific Institute Milan, Italy;
®Neurology Unit, IRCCS San Raffaele Scientific Institute, Milan, Italy;
SFondazione IRCCS Istituto Neurologico Carlo Besta, Unit of Neurology,
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of Milano-Bicocca, Monza, Italy; 8Department of Neurology and
Laboratory of Neuroscience, IRCCS Istituto Auxologico Italiano, Milano,
Italy; °Department of Neurology and Laboratory of Neuroscience,
IRCCS Istituto Auxologico Italiano, and "Dino Ferrari" Center,
Department of Pathophysiology and Transplantation, Universita degli
Studi di Milano, Milan, Italy, 10Neuroimaging Research Unit, Division

of Neuroscience, Neurology Unit, Neurorehabilitation Unit, and
Neurophysiology Service, IRCCS San Raffaele Scientific Institute, and
Vita-Salute San Raffaele University, Milan, Italy

Background and Aims: To investigate microstructural gray matter
(GM) and white matter (WM) alterations in FTLD patients and to
develop machine learning (ML) algorithm that classifies patients ac-
cording to NODDI metrics and neuropsychological data.

Methods: Thirty-five behavioral-variant frontotemporal dementia
(bvFTD), 20 semantic-variant primary progressive aphasia (svPPA),
14 nonfluent-variant primary progressive aphasia (nfvPPA), 9
semantic-bvFTD (sbvFTD) and 48 controls performed multi-shell
diffusion-brain MRI. Fractional anisotropy (FA), Intra-cellular Volume
Fraction (ICVF) and Orientation Dispersion Index (ODI) maps were
estimated. GM and WM comparisons between FTLD groups were
performed. ML algorithm was trained on (i) mean GM/WM values of
FA, ICVF and ODI maps subdivided in brain lobes and (ii) neuropsy-
chological data.

Results: FA maps showed widespread WM damage in FTLD patients
relative to controls. ICVF maps showed damage in FTLD patients
relative to controls in frontotemporal for bvFTD, left temporal-
frontal for svPPA and nfvPPA, right temporal for sbvFTD. ODI maps
showed a GM reduction with a similar ICVF-GM pattern. WM altera-
tions in patients relative to controls was observed: (i) WM reduction
in corpus callosum and corona radiata (bvFTD, svPPA, nfvPPA) and
right corona radiata (sbvFTD); (ii) WM increase in temporo-occipital
WM bundles (bvFTD) and stria-terminalis (svPPA). ML model
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(ICVF +ODI + neuropsychological data) showed a 95.9% accuracy in
the classification of each patient syndrome.

Conclusion: NODDI and ML algorithm hold potential for advancing
our understanding of FTLD pathology and facilitating diagnosis, per-
sonalized treatment strategies at individual-level. Funding: European
Research Council (StG-2016_714388_NeuroTRACK); Foundation
Research on Alzheimer Disease; Next Generation EU/National
Recovery and Resilience Plan, Investment PE8-Project Age-It.
Disclosure: S Basaia research support from Italian Ministry of Health
(IMH). S Pisano, C Cividini, F Facente, EG Spinelli, V Castelnovo, A
Ghirelli, F Caso, G Magnani, P Caroppo, S Prioni, C Villa, L Tremolizzo,
| Appollonio, F Verde nothing to disclose. E Canu research support
from Italian Ministry of Health. G Cecchetti speaker honoraria
from Neopharmed Gentili. N Ticozzi consulting services for Amylyx
Pharmaceuticals, Zambon Biotech SA and lectures for Italfarmaco;
funding from IMH and AriSLA. V Silani consulting services and/or
speaking activities for AveXis, Cytokinetics, Italfarmaco; and re-
search support from IMH, AriSLA, and E-Rare Joint Transnational
Call. M Filippi consulting or speaking activities or advisory boards
for Alexion, Almirall, Biogen, Bayer, Bristol-Myers Squibb,Celgene,
Chiesi Italia SpA, Eli Lilly, Genzyme, Janssen, Merck, Neopharmed
Gentili, Novartis, Novo Nordisk, Roche, Sanofi, Takeda, and TEVA;
scientific direction of educational events for Biogen, Merck, Roche,
Celgene, Bristol-Myers Squibb, Lilly, Novartis, Sanofi-Genzyme; re-
search support from Biogen Idec, Merck-Serono, Novartis, Roche,
IMH, Italian Ministry of University and Research, and FISM. F
Agosta received speaker honoraria from Biogen ldec, Italfarmaco,
Roche, Zambon and Eli Lilly, and has received research supports
from IMH, Italian Ministry of University and Research, ARiSLA, ERC,
EU Joint Programme - Neurodegenerative Disease Research, and
Foundation Research on Alzheimer Disease.

EPO-004 | Aging features through connectome analysis and
advanced diffusion-weighted metrics with a machine learning
approach

S. Basaia®; S. Pisano?; E. Sibilla®; E. Spinelli®; E. Canu®; M. Filippi*;

F. Agosta3

INeuroimaging Research Unit, Division of Neuroscience, IRCCS San
Raffaele Scientific Institute, Milan, Italy; >Neuroimaging Research Unit,
Division of Neuroscience, IRCCS San Raffaele Scientific Institute, Milan,
Italy; and Neurology Department, Istituto Clinico S. Anna Hospital,
Brescia, Italy; 3Neuroimaging Research Unit, Division of Neuroscience,
and Neurology Unit, IRCCS San Raffaele Scientific Institute, and Vita-
Salute San Raffaele University, Milan, Italy; *Neuroimaging Research
Unit, Division of Neuroscience, Neurology Unit, Neurorehabilitation
Unit, and Neurophysiology Service, IRCCS San Raffaele Scientific
Institute, and Vita-Salute San Raffaele University, Milan, Italy

Background and Aims: To develop machine learning algorithm com-
bining connectome analysis and advanced diffusion-weighted met-
rics to classify different features underlying aging process.

Methods: Forty-eight young-controls (YC), 20-31years, 21
middle-aged [MC] and 44 elderly-controls [EC], 41-85years, un-
derwent brain multi-shell diffusion-MRI and cognitive evaluation.
Fractional anisotropy (FA), Intra-cellular Volume Fraction (ICVF)
and Orientation Dispersion Index (ODI) maps were estimated. TBSS
and connectomics were performed. Support-vector-machine (SVM)
model trained on FA, ICVF and ODI values of all connections re-
sulted different in TBSS and connectomics, was used for the identi-
fication of features (TBSS- or connectome-related) of aging process.
Features that better distinguished three groups were used as vari-
ables in a multivariate polynomial regression to predict subject's age.
Correlation coefficient between the predicted age by the model and
the age of the subjects.

Results: SVM models showed 99.7% and 100% accuracy in the
classification of YC relative to MC/EC, ODI values of TBSS-related
connections as best selected feature. SVM models demonstrated
83.4% accuracy between MC-EC groups, identifying FA connections
values as the most informative feature for classification. Mean ODI
of TBSS- and FA of connectome-related connections were inserted
in the multivariate polynomial regression to predict subject's age.
Correlation analysis indicated relationship between age-predicted
and actual age of subjects (r=0.93; p<0.001).

Conclusion: Combination of SVM and neuroimaging achieved high
accuracy in group classification and age prediction, highlighting
the potential for understanding brain connectivity patterns and
age-related changes. Funding. European-Research-Council (StG-
2016_714388_NeuroTRACK); Foundation Research on Alzheimer's
disease; Next Generation EU/National Recovery and Resilience
Plan, Investment PE8-Project Age-It.

Disclosure: S Basaia research support from Italian Ministry of Health
(IMH). S Pisano, E Sibilla and EG Spinelli have nothing to disclose. E
Canu research support from Italian Ministry of Health. M Filippi con-
sulting or speaking activities or advisory boards for Alexion, Almirall,
Biogen, Bayer, Bristol-Myers Squibb,Celgene, Chiesi Italia SpA, Eli
Lilly, Genzyme, Janssen, Merck, Neopharmed Gentili, Novartis, Novo
Nordisk, Roche, Sanofi, Takeda, and TEVA; scientific direction of ed-
ucational events for Biogen, Merck, Roche, Celgene, Bristol-Myers
Squibb, Lilly, Novartis, Sanofi-Genzyme; research support from
Biogen Idec, Merck-Serono, Novartis, Roche, IMH, Italian Ministry
of University and Research, and FISM. F Agosta received speaker
honoraria from Biogen ldec, Italfarmaco, Roche, Zambon and Eli
Lilly, and has received research supports from IMH, Italian Ministry
of University and Research, ARISLA, ERC, EU Joint Programme -
Neurodegenerative Disease Research, and Foundation Research on

Alzheimer Disease.
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EPO-005 | Clinical characteristics and biomarker profile in early

and late-onset Alzheimer's disease: The Shanghai Memory Study

J. Wu; Z. Xiao; X. Ma; X. Zhou; D. Ding; Q. Zhao
Institute of Neurology, Huashan Hospital, Fudan University, Shanghai,
China

Background and Aims: Early-onset Alzheimer's disease (EOAD)
constitutes approximately 5%-10% of Alzheimer's disease (AD). Its
difference with Late-onset Alzheimer's disease (LOAD) was not well
documented. The current study explored their characteristics cover-
ing clinical, neuropsychological and biomarker profiles.

Methods: Ninety-ninety patients with LOAD and 104 with EOAD
were enrolled from a Chinese hospital-based cohort, the Shanghai
Memory Study. Clinical features, cognitive performance, and full-
panel of plasma biomarker were compared cross-sectionally. Disease
progression and longitudinal cognition change were analyzed as well.
Results: Results: Patients with EOAD presented more severe im-
pairment in global cognition, attention, and language function (all
p<0.05). Levels of plasma Ap40, Ap42, AB42/AB40, and neurofila-
ment light (NfL) were higher in the LOAD group, while plasma p-
taul81 concentration was higher in the EOAD group (all p<0.05).
After adjusting for age, gender, disease severity, and comorbid dis-
ease, younger age at onset (AAO) was associated with lower levels
of plasma Ap40 (B=1.827, 95% CI 1.205 to 2.450, p<0.001), AB42
(B=0.106, 95% Cl 0.064 to 0.147, p<0.001), and NfL (B=0.280,
95% Cl 0.145 to 0.415, p<0.001), while with higher concentrations
of p-tau181 (B=-0.040, 95% Cl -0.069 to -0.012, p=0.006). The
level of plasma p-taul81 was significantly correlated with global
cognition, memory, attention, and visuospatial function in patients
with EOAD, but not in LOAD.
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FIGURE 1 Concentrations of plasma biomarkers among patients
with different age-at onset and disease severity.

TABLE 2 multiple linear regression of plasma biomarkers and age

at onset Note: a mode 1, data were adjusted for CDR-global score,
gender, education duration, and APOE genotype; b in model 2, data
were adjusted for gender, education duration, CDR-glo.

Model 1* Model 2*
Plasma rk

B (95%CT) P valne B (95%C1) P value
total-tau -0.011 (-0.033, 0.010) 0285 -0.017 (-0.038, 0.004) 0.107
AB4a2 0.117 (0.075, 0.160) <0.001* 0.106 (0.064, 0.147) <0.001*
AB40 2.095 (1.429, 2.760) <0.001* 1.827 (1205, 2.450) <0.001*
A4 0(0.0) 0.076 0(0.0) 0.120
NfL 0.303 (0.166, 0.441) <0.001* 0.280 (0.145, 0.415) <0.001*
P-taulsl -0.040 (-0.068, -0.012)  0.006* -0.040 (-0.069, -0.012) 0.006*

he LOAD group.

FIGURE 2 correlations between plasma biomarker concentrations
and cognitive domains. Note: The plasma biomarkers
concentrations were log transformed. A, correlations between
plasma biomarker concentrations and cognitive domains in all
participants; B, co.

Conclusion: Conclusion: Patients with EOAD differed from LOAD in
cognitive performance and biomarker profile. Plasma p-taul81 level
showed more tremendous change in EOAD.

Disclosure: Nothing to disclose.

EPO-006 | Sleep disturbances and the impact in
neuropsychiatric symptoms in Alzheimer's disease

C. Fernandesi; D. VaIenteZ; l. Carvalhoi; F. Gomesl; F. Barrosl;

C. Bernardes®; P. Faustino®; J. Durdes®; M. Lima* |. Baldeiras*;

M. Tabuas-Pereira®; I. Santana®

lNeuroIogy Department, Hospitalar and University Center Coimbra,
Coimbra, Portugal; ?Neurology Department, Hospitalar and University
Center os Algarve, Faro, Portugal; *Neurology Department, Hospitalar
and University Center Coimbra, Coimbra, Portugal; CIBB - Center for
Innovative Biomedicine and Biotechnology, University of Coimbra,
Coimbra, Portugal; Faculty of Medicine, University of Coimbra,
Coimbra, Portugal; 4Neurology Department, Hospitalar and University
Center Coimbra, Coimbra, Portugal and CIBB - Center for Innovative
Biomedicine and Biotechnology, University of Coimbra, Coimbra,

Portugal

Background and Aims: Sleep disturbances are commonin Alzheimer's
disease (AD), contributing to accelerate cognitive deterioration and
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progression of neuropsychiatric symptoms (NPS). Understanding
the sleep disturbances in AD can expand our knowledge and im-
prove treatment of NPS. Evaluate the association between sleep
disturbances and NPS in patients with AD.

Methods: We performed a cross-sectional study, including patients
with the diagnosis of AD supported by biomarkers. NPS were as-
sessed with Frontal Behavioral Inventory (FBI) and Neuropsychiatric
Inventory (NPI). Sleep disturbances were evaluated with Pittsburgh
Sleep Quality Index (PSQI), STOP-BANG score, Epworth scale (ES)
and REM Behavior Disorder screening questionnaire (RBDSQ).
Statistical analysis comprised univariate analysis and statistical sig-
nificance was set at p<0.05.

Results: We included 61 patients (68.9% female) with average age of
onset of 64.2(+6.8) years. The median education was 4.0 (IQR=5.0)
and MMSE of 20 (IQR=8). According to the STOP-BANG score, 11
patients (21.2%) were at intermediate or higher risk of obstructive
sleep apnea (OSA) and 18 patients (29.5%) reported sleep distur-
bancesin PSQI (score >5). Total PSQI scores were correlated with FBI
indifference (r=0.031; p=0.012), inattention (r=0.380; p=0.006),
aphasia (r=0.429; p=0.002) and perseveration (r=0.294; p=0.038).
STOP-BANG score was correlated with FBI indifference (r=0.290;
p=0.043), logopenia (r=0.358; p=0.012), aphasia (r=0.513;
p<0.001), perseveration (r=0.440; p=0.002), comprehension defi-
cit (r=0.316; p=0.027), hyperorality (r=0.498; p<0.001) and uti-
lization behaviors (r=0.295; p=0.038). No correlation was found
between NPS symptoms and ES and RBDSQ.

Conclusion: Sleep disturbances were associated with NPS frontal
dysfunction showing that sleep quality influences the diurnal func-
tion of AD patients. Interestingly, patients at higher risk of OSA
presented with more prominent frontal features suggesting a pos-
sible pattern of AD phenotype related to hypoxia, meriting further
studies.

Disclosure: Nothing to disclose.

EPO-007 | Effect of Ap on Alzheimer's disease tau spreading

F. Nabizadeh

School of Medicine, Iran University of Medical Sciences, Tehran, Iran

Background and Aims: Alzheimer's disease (AD) is characterized by
the accumulation of Amyloid-beta (AB) plaques initiated approxi-

mately two decades before the symptom onset followed by buildup

and spreading of neurofibrillary tau aggregates. Although it has
been suggested that the Ap amplifies tau spreading the observed
spatial disparity called it into question. Yet it is unclear how neo-
cortical Ap remotely affects early pathological tau, triggering it to
leave the early formation area, and how Ap facilitates tau aggregate
spreading throughout cortical regions. | aimed to investigate how
Ap can facilitate tau spreading through neuronal connections in the
AD pathological process by combining fMRI normative connectomes
and longitudinal in vivo molecular imaging data.

Methods: In total, the imaging data of 317 participants including,
173 Ap-negative non-demented and 144 AB-positive non-demented
participants have entered the study from ADNI. Furthermore, nor-
mative resting-state fMRI connectomes were used to model tau
spreading through functional connections.

Results: It was observed that the Ap in regions with the highest dep-
osition (Ap epicenter) is remotely associated with connectivity-based
spreading of tau pathology. Moreover, Ap in regions that exhibit the
highest tau pathology (tau epicenter) is associated with increased
connectivity-based tau spreading to non-epicenter regions.
Conclusion: The findings provide a further explanation for a long-
standing question of how AP can affect tau aggregate spreading
through neuronal connections despite spatial incongruity. The re-
sults suggest that Ap pathology can remotely and locally facilitate
connectivity-based spreading of tau aggregates.

Disclosure: Nothing to disclose.

EPO-008 | Solanezumab treatment for Alzheimer disease: Meta
analysis for non expedition trials

A. Al Wssawi; H. Talib Hashim
University of Warith Al-Anbiyaa, College of Medicine

Background and Aims: Solanezumab, a monoclonal antibody, has
shown promise in treating Alzheimer's disease by targeting beta-
amyloid plaques, potentially slowing cognitive decline. Despite
mixed initial trials, ongoing research indicates potential benefits.
Methods: It is a systematic review and meta-analysis. We included
only RCTs for Non-EXPEDITION Trials. 1202 records were screened
based on our search strategy on main database (Pubmed, Scopus,
WOS, Cochrane). Continuous Outcomes were pooled using Random
Effects, Inverse Variance and Mean Difference.
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Results: 6 RCTs, 4956 participant used Solanezumab. 5 RCTs in-
cluded, outcome of (ADAS-Cogl4, ADAS-Cogl11, MMSE, CDR-SB
Score), intervention number in each Trial (n1=578,n2=102,n3=50,
n4=1057, n5=659). Improvements in cognitive subscale of the
Alzheimer's Disease Assessment Scale (ADAS-cog14) were observed
by 5 studies. The overall pooled results showed that Solanezumab is
associated with a significant reduction in ADAS- Cog 14 scores as
compared to placebo. (MD -1.18, 95% CI (-1.96, -0.40); p=0.003,
?=0%). Improvements in cognitive subscale of the Alzheimer's
Disease Assessment Scale (ADAS-cog11) were observed by 2 stud-
ies. Pooled analysis showed that Solanezumab is associated with a
significant reduction in ADAS- Cog 11 scores as compared to pla-
cebo. (MD -1.68, 95% Cl (-2.80, -0.55); p=0.003, I>=0%).

Baseline characteristic of included study

Conclusion: Solanezumab treatment for Alzheimer's disease pre-
sents a promising avenue in the quest for effective interventions.
While its ability to halt or reverse the disease remains uncertain, it
offers hope by targeting the underlying amyloid plaques, a key hall-
mark of Alzheimer's.

Disclosure: Nothing to disclose.

EPO-009 | Gender disparities in down syndrome-associated
Alzheimer's disease and related pathologies

M. Altuna®; A. Estangal; J. Saldias’; M. Cafnada®; A. Garrido?;

M. Echeverria?; J. Larrea®; M. Garcia-Sebastian®

ICita Alzheimer Foundation, Donostia, Spain; 20Osakidetza Basque
Health Service, Donostialdea Integrated Health Organisation, Clinical
Biochemistry Department, Donostia, Spain; *Osakidetza Basque Health
Service, Donostialdea Integrated Health Organisation, Radiology

Department, Donostia, Spain

Background and Aims: Down syndrome (DS) constitutes a geneti-
cally determined form of Alzheimer's disease (DSAD). While gender
differences in risk factors and the clinical course of Alzheimer's have
been identified in the general population, this aspect remains unex-
plored in DS. Our primary aim is to investigate gender influences on
DSAD diagnosis and related comorbidities in DS.

Methods: Observational cross-sectional study in a population-
based cohort of adults with DS, regardless of intellectual disability
(ID) and cognitive status, with dual purposes (clinical and research),
from January to December 2023. Conducted adapted neurological-
neuropsychological evaluations to determine ID and cognitive status
inrelation to DSAD. Optional procedures included brain MRI, lumbar
puncture for AT(N) biomarker study, and blood analysis, addressing
both clinical and research objectives.
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Protocol of baseline visit of clinical and research cohort of adults
with DS

Results: Recruited 115 participants, 46.9% women, average age
46.32years (25-65). No gender differences in ID (89.9% mild to
moderate) or cognitive status for DSAD (35.6% symptomatic).
Similarly, no distinctions in age of cognitive symptom onset
(51.1 +5.4years), prodromal (51.4 +4.7 years), and DSAD demen-
tia (53.6+5.7years) diagnosis; and or global cognition, episodic
memory, neuropsychiatric inventory, functional autonomy scales,
and quantitative neurological assessment (balance, gait scales,
and screening for rigid-akinetic syndrome) scores. No differences
observed in epilepsy and obstructive sleep apnea prevalence.
The only comorbidities with statistically significant differences
(more prevalent in women) were hypothyroidism and vitamin D

deficiency.
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Conclusion: The influence of gender on the clinical course of symp-
tomatic Alzheimer's and more frequent comorbidities may be lesser,

Center, Weill Institute for Neurosciences, University of California, San
Francisco, California, USA; 3Department of Pathology, University of
Sao Paulo Medical School, Sao Paulo, Brazil; *Division of Geriatrics,
University of Sao Paulo Medical School, Sao Paulo, Brazil; >Department
of Pathology and Global Brain Health Institute, University of California,
San Francisco, California, USA; 6Department of Neurology, Memory
and Aging Center, Weill Institute for Neurosciences, and Global Brain
Health Institute, University of California, San Francisco, California,
USA; "Department of Pathology, University of Sao Paulo Medical
School, Brazil. Department of Pathology and Neurology, Memory and
Aging Center, Weill Institute for Neurosciences, and Global Brain Health

Institute, University of California, San Francisco, USA

Background and Aims: The locus coeruleus (LC), a key noradren-
ergic nucleus for memory and arousal, is an early-damaged region
in Alzheimer's disease (AD) with tau vulnerability. The molecular
mechanism for this remains unclear. We conducted RNA analysis on
LC and substantia nigra (SN), a less vulnerable nucleus, in subjects at
progressive AD stages, to explore the molecular basis of LC's selec-
tive vulnerability to AD-tau.

Methods: RNA sequencing was conducted on RNA extracted from
the LC and SN regions of postmortem brains belonging to healthy
controls (HC; n=11) and AD patients (n=40) across distinct Braak
stages (BB) (Fig. 1).

Alzheimer Disease Patients Healthy Controls
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nigra (SN). Poly(A) RNA sequencing with

Figure 1. RNA (
50k reads per sample was conducted on bulk RNA extracted from the LC and SN regions of postmortem brains
belonging to both healthy controls (HC; n=11) and AD patients (n=40) across distinct Braak stages (BB)

of Locus LC) and

FIGURE 1

Results: Genes linked to the MHC-II receptor ontology term showed
upregulation from the initial BB in the LC (Fig. 2). Notably, the ex-
pression of HLA-DQB1 gene, a key player in the immune system,
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exhibits a 1-fold increase at BB 1 compared to BB 0. In BB 2 and BB
3 cases, an increase in the expression of CD4 and HLA-DRA genes
was observed compared to HC. In the advanced stages of the dis-
ease (BB 4-6), all MHC-Il genes exhibited higher RNA expression
compared to HC. Notably, the SN showed none of these changes.

BB1 BB2 | BB3 | BB4-6 j
LC SN LC SN LC SN LC SN |
HLA-DQB1¥ | HLA-DQB1 | HLA-DB1 | HLA-DQB1 | HLA-DQBI1#  HLA-DQBI | HLA-DQB1®| HLA-DQBI
HLA-DRA #| HLA-DRA | HLA-DRA ¥ | HLADRA  HLA-DRA % HLA-DRA | HLA-DRA | HLA-DRA
HUA-DRB1 | HLA-DRB1 | HLA-DRBI | HLA-DRBI __ HLA-DRB1 | HLA-DRB1 | HLA-DRB1 # | HLA-DRB1
€04 | coa coa  #|cosa  cpa T o4 04 tf|oa |
|co7a | co7a c074 €74 €074 | co74 | 074 t| co7a

Figure 2. Genes linked to the MHC-ll receptor gene ontology term fold-change. Genes i green had no significant fokd-change betweon
Braak Stage (88) indicated in first row and BB 0. while genes in blue had an increased fold-change in BB (indicated in the first row) and
BB 0. The comparison was performed in Braak-by-Braak manner, employing a inear regression lest for gene differential expression, while
accounting for the Braak Stage and correcting for Sex and Age of Death

FIGURE 2

Conclusion: Multiple lines of evidence back MHC-II involvement in
AD. This study uniquely shows early MHC-Il activation, especially in
the vulnerable human brain region. This suggests therapeutic poten-
tial in modulating this axis for AD treatment and offers insights into
unknown disease origins. Further research is crucial to validate these
findings and explore the earliest AD stages in subcortical nuclei.
Disclosure: NRL was a recipient of the “Rotacion Externa de
Formacion en Neurologia” grant from the Spanish Society of
Neurology.

EPO-011 | Combined plasma biomarkers for the diagnosis of

Alzheimer's Disease in clinical scenario

A. Pilotto!; A. Galli; C. Trasciatti'; V. Quaresima®; C. Tolassi’;

M. Parigiz; A. Rizzardil; S. Caratozzolo®; A. Benussi; S. Giliani?;
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italy; 3University of Gothenborg, GOthenborg, Sweden; *University

of Moelndal, Moelndal, Sweden; 5Wallenberg Institute, University of
GOthenborg, Sweden

Background and Aims: The implementation of plasma biomarkers in
clinical settings is pivotal for a rapid screening and diagnosis, as well
as for tracking disease progression reducing the costs and burden
of CSF assessments. Aim of the study was to evaluate the ability of
plasma markers to discriminated Alzheimer's disease (AD) and both
healthy controls (HC) and other neurodegenerative diseases (NDD).
Methods: The cross-sectional study included patients with AD
(A+T+N+), patients with non-AD NDD, and healthy controls. Each
patient underwent standard core-standard CSF analyses, plasma
p-taul81, p-tau 217, Ap42, and AB40 were measured using single
molecule arrays (SIMOA) analyses. The ability of blood-based bio-
markers to detect AD pathology was assessed by using ROC and
linear regression analyses.

Results: two-hundred eighty-six individuals, namely 124 AD, 50
NDD, and 112 HC entered the study. P-tau 181, p-tau 217, p-tau

181/Ap42 ratio, and p-tau 217/ AB42 ratio levels were elevated in
AD compared to NDD and HC. P-tau 217 biomarker showed the
highest area under the receiver operating curve (AUC) for identify-
ing AD from HC (AUC=0.933), compared to p-Tau 181 (AUC=0.88)
and other considered biomarkers. p-tau 217/ Ap42 ratio exhibited
the highest AUC for identifying AD from NDD (AUC=0.858).
Conclusion: plasma p-tau 217 was the most accurate biomarker in
ruling out AD individuals from HC, whereas its combination with
AB42 was the best biomarker in identifying AD from other neuro-
degenerative diseases.

Disclosure: None.

EPO-012 | Primary progressive aphasia in Italian and English: A
cross-linguistic cohort study

S. Mazzeo'; C. Hardy?; J. Jiang%; C. Morinelli®; V. Moschini®;

J. Johnson?; A. Chokesuwattanaskul*; A. Volkmer®; J. Rohrer?;
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Research and Innovation Centre for Dementia-CRIDEM, Azienda
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San Raffaele University, Milan, Italy; 2Dementia Research Centre,
Department of Neurodegenerative Disease, UCL Queen Square
Institute of Neurology, University College London, London, UK;
3Research and Innovation Centre for Dementia-CRIDEM, Azienda
Ospedaliero-Universitaria Careggi, Florence, Italy; “Division of
Neurology, Department of Internal Medicine, King Chulalongkorn
Memorial Hospital, Thai Red Cross Society, Bangkok, Thailand,;
*Department of Psychology & Language Sciences, University College
London, London, UK; 6De,oartment of Neuroscience, Psychology,
Drug Research and Child Health, University of Florence, Azienda

Ospedaliera-Universitaria Careggi, Florence, Italy

Background and Aims: Primary Progressive Aphasia (PPA) is a neu-
rodegenerative disorder primarily affecting language abilities, with
clinical variants (nonfluent/agrammatic variant [nfvPPA], semantic
variant [svPPA], logopenic variant [IVPPA], and mixed-PPA [mPPA])
categorized based on linguistic features. This study aims to compare
PPA cohorts of native speakers of English and Italian.

Methods: We considered 166 English participants (70 nfvPPA, 45
svPPA, 42 IvPPA, 9 mPPA) and 106 Italian participants (14 nfvPPA,
20 svPPA, 42 IvPPA, 31 mPPA). Starting from the neuropsychologi-
cal battery used to assess patients, we extracted one test for each
cognitive and linguistic function that can be compared between co-
horts. Comparisons were adjusted for symptom duration and Mini-
mental State Examination.

Results: The English cohort included a higher proportion of nfvPPA
patients (42% vs. 13%, p<0.001), while the Italian cohort showed
higher proportions of IVPPA (25% vs. 38%, p=0.019) and mPPA
(5% vs. 29%, p<0.001) (Fig. 1). English nfvPPA patients were more
frequently impaired in single-word comprehension (60% vs. 8%,
p=0.013), while Italian nfvPPA patients exhibited more agrammatism
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(46% vs. 93%, p=0.015). English svPPA had a higher proportion of
surface dyslexia (68% vs. 30%, p=0.046) and spelling impairment
(38% vs. 10%, p=0.021). English IvPPA had broader impairments,
including single-word comprehension (89% vs. 29%, p <0.001), rep-
etition of words (61% vs. 26%, p=0.03), nonverbal working memory
(69% vs. 36%, p=0.005), and visuospatial perception (89% vs. 25%,
p<0.001) (Fig. 2).

English
5.4%
Italian
13.2%
25.3%
29.2% 42.2%
nfvPPA |l svPPA IVPPA mPPA

Donut plots showing proportion of PPA variants in English and
Italian cohorts. Significant differences between cohorts are coded
as follows: *p<0.05 ***p<0.001
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Profiles of neurolinguistic and general cognitive impairment in the

Italian and English cohorts. Significant differences between cohorts

are coded as follows: *p<0.05; **p<0.01; ***p<0.001

Conclusion: Language-specific characteristics impact the clinical
presentation of PPA. Cultural and linguistic nuances should be con-
sidered in PPA diagnosis and management, calling for more tailored
assessments and criteria.

Disclosure: Nothing to disclose.
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Italy; °Department of Neurology and Laboratory of Neuroscience,
IRCCS Istituto Auxologico Italiano, and "Dino Ferrari" Center,
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of Neuroscience, Neurology Unit, Neurorehabilitation Unit, and
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Vita-Salute San Raffaele University, Milan, Italy

Background and Aims: Recently, diagnostic criteria have been pro-
posed for a variant of frontotemporal dementia (FTD) showing dis-
tinctive right temporal damage, named semantic behavioural variant
FTD (sbvFTD). Our aim was to describe longitudinal patterns of dis-
ease progression for each FTD syndrome, with a particular focus on
sbvFTD.

Methods: Our cohort included a total of 59 FTD patients with a di-
agnosis of behavioral variant of FTD (bvFTD, n=38), sbvFTD (n=8),
or semantic variant of primary progressive aphasia (svPPA, n=13),
who underwent at least two MRI scans on a 3T scanner. Fifty-two
healthy controls underwent the same protocol. Cortical thickness
analyses were performed at baseline and longitudinally to describe
cortical atrophy progression.

Results: At baseline, patients with sbvFTD had an intermediate at-
rophy pattern between bvFTD and svPPA, with right-predominant
temporal pole involvement associated to significant right frontal
atrophy. Longitudinally, bvFTD patients were found to progress
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widely bilaterally, while svPPA continued steady progression re-
stricted to the temporal lobes, and sbvFTD showed progression only
in the left temporal lobe with limited further volume loss in the right
hemisphere.

Conclusion: Our study has characterized structural neuroimaging
hallmarks of each FTD variant and recognized variant-specific pat-
terns of disease progression. These findings could aid in the iden-
tification of imaging biomarkers able to improve FTD diagnosis and
prognostic stratification. Moreover, our results singled out sbvFTD
as a relatively distinct entity. Funding. Supported by European
Research Council (StG-2016_714388_NeuroTRACK); Foundation
Research on Alzheimer Disease; Next Generation EU/National
Recovery and Resilience Plan, Investment PE8-Project Age-It.
Disclosure: EG Spinelli, A Ghirelli, F Orlandi, V Castelnovo, E Sibilla,
F Caso, G Magnani, P Caroppo, S Prioni, C Villa, L Tremolizzo, |
Appollonio, F Verde have nothing to disclose. E Canu research sup-
port from Italian Ministry of Health (IMH). S Basaia research sup-
port from ltalian Ministry of Health. G Cecchetti speaker honoraria
from Neopharmed Gentili. N Ticozzi consulting services for Amylyx
Pharmaceuticals, Zambon Biotech SA and lectures for Italfarmaco;
funding from IMH and AriSLA. V Silani consulting services and/or
speaking activities for AveXis, Cytokinetics, Italfarmaco; and re-
search support from IMH, AriSLA, and E-Rare Joint Transnational
Call. M Filippi consulting or speaking activities or advisory boards
for Alexion, Almirall, Biogen, Bayer, Bristol-Myers Squibb,Celgene,
Chiesi Italia SpA, Eli Lilly, Genzyme, Janssen, Merck, Neopharmed
Gentili, Novartis, Novo Nordisk, Roche, Sanofi, Takeda, and TEVA;
scientific direction of educational events for Biogen, Merck, Roche,
Celgene, Bristol-Myers Squibb, Lilly, Novartis, Sanofi-Genzyme; re-
search support from Biogen Idec, Merck-Serono, Novartis, Roche,
IMH, Italian Ministry of University and Research, and FISM. F
Agosta received speaker honoraria from Biogen ldec, Italfarmaco,
Roche, Zambon and Eli Lilly, and has received research supports
from IMH, Italian Ministry of University and Research, ARISLA, ERC,
EU Joint Programme - Neurodegenerative Disease Research, and
Foundation Research on Alzheimer Disease.
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University, Milan, Italy

Background and Aims: Semantic behavioral variant of frontotempo-
ral dementia (sbvFTD) is a neurodegenerative condition presenting
with specific behavioral and semantic derangements and predomi-
nant atrophy of the right anterior temporal lobe (rATL). Our objec-
tive was to evaluate clinical, neuropsychological, neuroimaging and
genetic features of an Italian sbvFTD cohort, defined according to
recently proposed guidelines, compared to semantic variant primary
progressive aphasia (svPPA) and behavioral variant FTD (bvFTD)
patients.

Methods: Fifteen sbvFTD, 63 bvFTD and 25 svPPA patients and 40
healthy controls were enrolled. Patients underwent clinical, cogni-
tive evaluations and brain MRI. Emerging symptoms of sbvFTD pa-
tients were recorded. Grey matter atrophy was investigated using
voxel-based morphometry.

Results: sbvFTD patients developed early person-specific semantic
knowledge loss (67%), object semantic loss (67%), complex com-
pulsions and rigid thought process (60%). Sequentially, additional
behavioral symptoms emerged (apathy/inertia, loss of empathy, anx-
iety, suspiciousness). sbvFTD patients showed sparing of attentive
and executive functions, especially compared to bvFTD, and better
performance at language tests, compared to svPPA. sbvFTD had
predominant rATL atrophy, almost specular to svPPA. Three sbvFTD
patients showed pathogenic genetic variants.

Conclusion: We applied sbvFTD diagnostic guidelines to an Italian
cohort, demonstrating that the presence of two out of three core
diagnostic criteria (person-specific semantic knowledge loss, mental
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rigidity and loss of empathy), along with the evidence of preserved
executive functions and frontal lobes at MRI should prompt a diag-
nosis of sbvFTD. Funding. This study was supported by European
Research Council (StG-2016_714388_NeuroTRACK); Foundation
Research on Alzheimer Disease; Next Generation EU/National
Recovery and Resilience Plan, Investment PE8-Project Age-It.
Disclosure: EG Spinelli, A Ghirelli, V Castelnovo, E Sibilla, G Magnani,
F Caso, P Caroppo, S Prioni, C Villa, L Tremolizzo, | Appollonio, F
Verde have nothing to disclose. E Canu research support from Italian
Ministry of Health (IMH). S Basaia research support from lItalian
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Gentili. N Ticozzi consulting services for Amylyx Pharmaceuticals,
Zambon Biotech SA and lectures for Italfarmaco; funding from
IMH and AriSLA. V Silani consulting services and/or speaking ac-
tivities for AveXis, Cytokinetics, Italfarmaco; and research support
from IMH, AriSLA, and E-Rare Joint Transnational Call. F Agosta
received speaker honoraria from Biogen ldec, Italfarmaco, Roche,
Zambon and Eli Lilly, and has received research supports from IMH,
Italian Ministry of University and Research, ARISLA, ERC, EU Joint
Programme - Neurodegenerative Disease Research, and Foundation
Research on Alzheimer Disease. M Filippi consulting or speaking
activities or advisory boards for Alexion, Almirall, Biogen, Bayer,
Bristol-Myers Squibb,Celgene, Chiesi Italia SpA, Eli Lilly, Genzyme,
Janssen, Merck, Neopharmed Gentili, Novartis, Novo Nordisk,
Roche, Sanofi, Takeda, and TEVA,; scientific direction of educational
events for Biogen, Merck, Roche, Celgene, Bristol-Myers Squibb,
Lilly, Novartis, Sanofi-Genzyme; research support from Biogen Idec,
Merck-Serono, Novartis, Roche, IMH, Italian Ministry of University
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Background and Aims: Gantenerumab is a monoclonal antibody
targeting amyloid B protein (AB) in early Alzheimer's disease (AD).
Hence, we sought to evaluate gantenerumab safety and efficacy in
early AD patients.

Methods: MEDLINE, Embase, and Cochrane databases were sys-
tematically searched until December 02, 2023. Data were examined
using the Mantel-Haenszel method and 95% confidence intervals
(Cls). Heterogeneity was assessed using 12 statistics. Meta-regression
analysis was conducted to evaluate a possible link between base-
line Clinical Dementia Rating Scale - Sum of Boxes (CDR-SB) and
amyloid-related imaging abnormalities (ARIA) at follow-up. R, ver-
sion 4.2.3, was used for statistical analysis.

Results: A total of 4 RCTs and 2848 patients were included, of whom
1580 (55%) received subcutaneous gantenerumab. Concerning clini-
cal scores, the placebo group achieved better rates of change in the
Disease Assessment Scale (ADAS-Cog13) (SMD -0.1113; 95% ClI
-0.1942 to -0.0283; p=0.009; I>=0%). Gantenerumab was strongly
associated with the occurrence of ARIA-E and ARIA-H: (19.67% vs.
2.31%; RR 9.46; 95% Cl 5.55-16.11; p=<0.000001; >=10%) and
(21.95% vs. 12.38%; RR 1.79; 95% Cl 1.50-2.13; p=<0.000001;
?=0%), respectively. Only injection site events showed a statis-
tically significant difference between groups, tending towards
the placebo group (17.64% vs. 7.53%; RR 2.23; 95% Cl 1.81-2.73;
p=<0.000001; *=61%). The meta regression between baseline
CDR-SB and ARIA showed no significant link.
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Conclusion: In this meta-analysis, consistent results suggest that
gantenerumab is not safe and efficient for early AD, showing no im-
provement in clinical scores for AD and being associated with the
occurrence of ARIA-E, ARIA-H, and injection site events.
Disclosure: The authors declare that they have no disclosure.
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A.van der Stam®; B. Gagaouzovaz; F. Kerkhof?; 1. van Rossum?;
S. Shmuely?; R. Reijntjes?; M. van Houwelingen®; R. Thijs?;

G. van Dijk?

IDepartment of Neurology, Donders Institute for Brain, Cognition
and Behavior, Radboud University Medical Center, Nijmegen, The
Netherlands; 2Department of Neurology, Leiden University Medical
Center, Leiden, The Netherlands; 3Department of Experimental

Cardiology, Erasmus Medical Center, Rotterdam, The Netherlands

Background and Aims: The underlying mechanisms of, and relation
between supine hypertension (SH), classical orthostatic hypotension
(cOH), and the severity of the orthostatic systolic blood pressure
(SBP) fall are currently largely unknown. We investigated the relative
importance of heart rate (HR), stroke volume (SV) and total periph-
eral resistance (TPR) to these issues.

Methods: Tilt table tests recorded with beat-to-beat BP recordings
(Finapres NOVA and BMEye Nexfin) were assessed and divided in
four groups: Controls without SH (SH-; i.e., supine SBP < 140 mmHg)
(n=19), controls/SH+ (n=61), cOH/SH- (n=30) and cOH/SH+
(n=50). We used linear regression to relate cOH severity to supine
SBP, and used the logratio method to analyse the relative contribu-
tions of hemodynamic parameters to upright BP. We used a p value
of 0.003 after Bonferroni correction.

Results: In both patients and controls high supine SBP was caused by
high TPR (Figure 1). The orthostatic SBP fall increased with supine
SBP in patients (Figure 2). The main difference in the upright posi-
tion between cOH/SH+ and cOH/SH- patients was TPRLR, which
was higher in cOH/SH- than in cOH/SH+ (p<0.002). A secondary
difference was that SVLR decreased more in cOH/SH- than in cOH/
SH+ (p<0.003) (Figure 3). HRLR had similar relative contributions to
orthostatic SBP (p=0.028) (Figure 3).
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FIGURE 1 Measured total peripheral resistance (TPR) over time.
The black line indicates completion of tilt. Both orthostatic
hypotension (cOH) patients and controls are divided by

the SBP>140mmHg criterion for supine hypertension (SH).
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FIGURE 2 Relationship between the blood pressure fall three
minutes after tilt and the supine blood pressure for controls (blue)
and orthostatic hypotension patients (red).
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FIGURE 3 Relative contributions of the three hemodynamic
parameters to orthostatic blood pressure. Orthostatic hypotension
patients are divided by the SBP>140mmHg criterion for supine
hypertension (SH). The black line shows the mean arterial pressure.

Conclusion: High supine TPR explained SH; a failure to increase TPR
explained the orthostatic SBP fall. The latter was likely due to auto-
nomic failure, which can however not directly explain high supine
TPR. Explaining this requires other mechanisms, such as residual
sympathetic tone, denervation supersensitivity or humoral factors.
Disclosure: AvdS was supported by MJFF grant MJFF-020200.

EPO-017 | Morphological and functional assessment of the
vagus nerve in multiple sclerosis

A. Abicic?; I. Adamec?; M. Krbot Skori¢?; A. Junakovic?; A. Kari¢?;
M. Habek?

IDepartment of Neurology, General Hospital Zabok, Zabok, Croatia;
’Department of Neurology, University Hospital Centre Zagreb, Zagreb,

Croatia

Background and Aims: Autonomic dysfunction (AD) has been linked
to vagal nerve atrophy in some neurodegenerative diseases, but
atrophy of the vagus nerve in multiple sclerosis (MS) and its asso-
ciation with AD has not been studied. The aim of this study was to
determine the relationship between the cross-sectional area (CSA)
of the vagus nerve and parasympathetic function in people with MS
(pwMS) and healthy controls (HC).

Methods: 40 pwMS (65.0% females, 36.03+9.08years) and 39 HC
(79.5% females, 38.23+7.19 years) were enrolled. The subjects un-
derwent an ultrasound of the vagus nerve and testing of the para-
sympathetic nervous system was evaluated with the respiratory sinus
arrhythmia (RSA), Valsalva ratio (VR) and heart rate variability (HRV).
Results: The mean vagal CSA in pwMS was 1.98+0.44 mm? on the
right and 1.72+0.39 mm? on the left side. The mean vagal CSA in the
HC group was 2.08 +0.53mm? on the right and 1.73+0.36 mm? on the
left side. There was no significant difference between the two groups
in right (p=0.33) or left (p=0.90) vagal CSA. In the HC, there was
significant correlation between right vagal CSA and RSA (rp=0.330,
p=0.040), and right-left vagal CSA ratio and RSA (rp=0.345,p=0.031).
The right-left vagal CSA ratio correlated with the LF/HF (rp=0.322,
p=0.049). No correlation was observed in pwMS.

Conclusion: The ultrasound characteristics of the vagal nerves cor-
relate with the parasympathetic nervous system measures in HC.
This correlation was not observed in pwMS.

Disclosure: Nothing to disclose.

EPO-018 | Peripheral visual exploration in postural tachycardia

syndrome is reduced during standing: The cause of tunnel vision?

B. Rodriguezl; L. Pantano’; T. Nef2; R. Mijriz; W. Z'Graggen1
!Department of Neurology, Inselspital, Bern University Hospital,
University of Bern, Bern, Switzerland; 2Gerontechnology and
Rehabilitation Group, ARTORG Center for Biomedical Engineering

Research, University of Bern, Bern, Switzerland

Background and Aims: Patients with postural tachycardia syndrome
(POTS) report strongly disturbing visual symptoms such as tunnel
vision and focusing problems in everyday life, but this phenomenon
has not yet received any attention from research. The aim of this
study was to characterise visual symptoms in POTS and to investi-
gate possible underlying pathophysiological mechanisms.

Methods: Fifteen patients with POTS and 15 healthy controls were
included in this study. Hemodynamics, (visual) symptoms, eye move-
ments and pupil diameter were measured in all participants during
free exploration of images in the supine position and during 60°
head-up tilt using continuous cardiovascular monitoring, subjective
symptom assessment and eye tracking.

Results: During head-up tilt, patients with POTS showed a reduced
number and duration of fixations as well as a reduced number, peak
velocity and amplitude of saccades compared to their supine eye
movements and to those of healthy subjects. This reduction in vis-
ual exploration occurred mainly in the peripheral two-thirds of the
visual field and paralleled the onset of subjective visual symptoms.
There were no differences in the saccade main sequence between
the two groups in either body position. The pupil diameter of pa-
tients increased excessively during head-up tilt.

HC:

POTS:

HEAD-UP TILT (end) ‘.\

SUPINE s~

lllustration of fixations. The darker the marking, the more strongly
the area was fixated. The image was divided into three areas

of interest, whereby the values of the left and right areas were
cumulated and used as "periphery" for further analysis.
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Number of fixations

Bar graphs showing the number of fixations of POTS (red) and
healthy controls (blue) in the supine position, during the first and
last half of a ten-minute 60° head-up tilt. Values are given as
means+S.E.M. *p<0.05, **p<0.01.

Saccade Main Sequence

Saccade main sequence (relationship of saccade peak velocity
(degrees/second) and amplitude (degrees)) shown for POTS (red)
and healthy controls (blue) in the supine position, during the first
and last half of a ten-minute 60° head-up tilt.

Conclusion: Patients with POTS have a reduced exploration of the
peripheral visual field exclusively in the upright body position, pos-
sibly leading to tunnel vision. Since the saccade main sequence was
normal in patients in both body positions, the reduction of periph-
eral visual exploration is likely due to a position-dependent dysfunc-
tion of the frontal eye field.

Disclosure: Nothing to disclose.

EPO-019 | Autonomic dysfunction in people with multiple
sclerosis: A 6-year longitudinal study

B. Ru§kal; L. Crno§ija2; l. Adamec2; A. Junakovic’z; B. BarunZ;

T. Gabeli¢%; M. Krbot Skori¢%; M. Habek®

!Department of Neurology, Sveti Duh University Hospital, Zagreb,
Croatia; Department of Neurology, University Hospital Center Zagreb,
Zagreb, Croatia; 3School of Medicine, University of Zagreb, Zagreb,
Croatia

Background and Aims: The aim of this study was to investigate
the evolution of autonomic dysfunction in pwMS over a six-year
follow-up.

Methods: This was a prospective cohort study in which 121 con-
secutive pwMS (85 females, age at baseline 32.2 +8.7 years) were
enrolled at the time of diagnosis and evaluated every two years
for six years. ANS symptoms were evaluated with the Composite
Autonomic Symptom Score (COMPASS-31). Heart rate (HR) and

blood pressure (BP) responses to the Valsalva maneuver, HR re-
sponse to deep breathing (RSA), BP response to passive tilt and
quantitative sudomotor axon reflex test (QSART) were performed
with CNSystems Task Force® Monitor device. The severity and dis-
tribution of ANS function was quantified using adrenergic (Al), car-
diovagal (Cl) and sudomotor (Sl) indices of the Composite Autonomic
Severity Scale (CASS).

Results: There was no significant change in the frequency of au-
tonomic symptoms measured with COMPASS-31 over the years
(p=0.454). During the follow-up, there was a significant progression
of autonomic dysfunction (31% of pwMS experienced conversion
of the CASS score from O at baseline to >0 at year 6, p=0.038).
This difference was mainly driven by progression of parasympa-
thetic (19% of pwMS experienced conversion of the Cl from O at
baseline to >0 at year 6, p=0.001) and sudomotor (32% of pwMS
experienced conversion of the Sl from O at baseline to >0 at year 6,
p=0.003) dysfunction. Increase in age was an independent predic-
tor of progression of autonomic dysfunction (Exp(B) 1.107, 95% ClI
1.038-1.180).

Conclusion: Substantial proportion of pwMS experience progres-
sion of autonomic dysfunction over time.

Disclosure: Nothing to disclose.

EPO-020 | Delayed orthostatic hypotension in Parkinson's

disease and in the aging general population

B. Calié"; F. Leys'; G. Matteucci?; N. Campese®; G. Rivasi?;

G. Goebel'; G. Testa% R. Granata®; S. Duerr?; J. Ndayisaba’;

K. Radl*; M. Thurner!; K. Seppi'; W. Poewe!; S. Kiechl®; A. Ungar?;
G. Wenningl; M. Rafanelli% A. Fanciullit

1Department of Neurology, Medical University of Innsbruck, Innsbruck,
Austria; 2Departmeni% of Geriatrics, Careggi University Hospital,

Florence, Italy

Background and Aims: Delayed orthostatic hypotension (dOH) is
considered a prodromal form of classic OH (cOH), but its frequency
and associated clinical features in Parkinson's disease (PD) and aging
individuals are not well known.

Methods: We retrospectively studied individuals with PD and age-
matched aging individuals without parkinsonism referred to the
Innsbruck and Florence dysautonomia centers for head-up tilt-test
under continuous noninvasive blood pressure (BP) monitoring.
In both study cohorts, we reviewed the medical records of the 6
months preceding and following the examination for history of syn-
cope and falls.

Results: Two-hundred thirteen individuals with PD [35% women;
73(69; 76) years of age; 6 (3; 10) years of disease duration] and 213
age-matched aging individuals [45% women; 73(69; 77) years of age]
were included. DOH occurred in 18% of patients with PD and 9% of
the aging individuals, and was significantly associated with a diag-
nosis of PD [OR=2.69 (95% C.l.: 1.3-5.7), p=0.010]. Patients with
PD had a more severe systolic BP fall during prolonged head-up tilt
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with respect to aging individuals (p <0.001). Syncope and syncope-
related falls history were more frequent in the aging individuals
(p<0.001).

Conclusion: Delayed OH is more common in PD than in aging in-
dividuals. In PD, the systolic BP fall drives dOH development and
the slow onset of symptoms may reduce the occurrence of syncope-
related falls. Nonetheless, due to the frequency of dOH and its po-
tential progression into cOH, a closer monitoring of the affected
individuals should be considered.

Disclosure: Nothing to disclose.

EPO-021 | Long-term efficacy of antihypotensive drugs
for neurogenic OH: Real-world data in patients with alpha-

synucleinopathies

S. Sajeev?; G. Chiaro'; S. Johnstone?; G. Ingle®; V. lodice?

! Autonomic Unit, The National Hospital for Neurology and
Neurosurgery, UCLH NHS Trust, London, UK; 2Department of Brain
Repair and Rehabilitation, UCL Queen Square Institute of Neurology,
University College London, UK

Background and Aims: Treatment of neurogenic orthostatic-
hypotension (nOH) relies on consensus-based approaches; real-
world data on long-term efficacy and safety are lacking. We
evaluated response to anti-hypotensives in a longitudinal cohort of
patients with synuclein-related nOH (PAF, PD, DLB and MSA).
Methods: Severity of cardiovascular autonomic failure was as-
sessed with autonomic function testing. Response to medications
was measured with a semi-composite questionnaire assessing the
number of falls/month and hospitalizations/trimester, the burden of
orthostatic symptoms, quality of life (OHQ, SF-36, PGI scale) and
BP monitoring (with structured diary and ambulatory monitoring).
Demographic measures are reported as median + IQR, all other
measures as mean +SD.

Results: 101 patients completed the questionnaire (49-PAF, 27-PD,
21-MSA and 4-DLB). 61 patients were on long-term treatment (26 on
one, 35 on multiple anti-hypotensives); 40 on non-pharmacological
measures, due to early-stage disease, severe supine-hypertension,
immobilization, or medication unresponsiveness. Number of falls
and hospital admission were 2+12 and 0.3+1 respectively. The
OHQ composite score (range 1-10) was 7.24+1.7. SF36 physical
and mental composite scores (range: 0-100) were 33.2+37.5 and
38.9 +37.8 respectively. PGl score (range: 1-7) was 4.7+1.4. The
magnitude of nOH was 56/27 (+34/19) mmHg in treated patients,
compared to 29/6 (+22/11) mmHg in those untreated.

Conclusion: Despite multiple anti-hypotensive use, two-thirds of pa-
tients were significantly symptomatic with nOH, as corroborated by
falls rates and hospital admissions. These findings emphasized the
critical nature of nOH, its current gaps in pharmacological manage-
ment and its profound impact on patients' daily functioning.

Disclosure: Nothing to disclose.

EPO-022 | A systematic review of the effects of LCIG infusion

on autonomic symptoms in advanced Parkinson's disease

S. Galli*; L. De Carolis’; E. Bianchini’; M. Alborghetti’; B. Calio?;

P. Pacilio’; A. Fanciulli?; F. Pontieri®; D. Rinaldi®

1Department of Neuroscience, Mental Health and Sensory Organs
(NESMOQS), Sapienza University of Rome, Rome, Italy; 2Department of

Neurology, Medical University of Innsbruck, Innsbruck, Austria

Background and Aims: Autonomic dysfunction significantly affects
Parkinson's disease (PD) patients' quality of life, especially in the
advanced stages. Levodopa/carbidopa intestinal gel (LCIG) infusion
represents an established therapeutic approach for advanced PD
characterized by severe motor complications and is considerably
helpful in addressing some non-motor symptoms (NMS). However,
the impact of LCIG on autonomic symptoms remains less elucidated.
We conducted a systematic review to investigate the influence of
LCIG therapy on autonomic dysfunction in patients with PD.
Methods: Following the PRISMA guidelines, we systematically
searched Pubmed for studies reporting autonomic outcome meas-
ures in LCIG-treated PD patients published between January 2005
and June 2023 (Figure 1).

Studies identified

n=2312

[ 1denification |

Studies screened after duplicated
removed

n=1736

[ Scrcening |

Studies excloded

Full-text articles assessed for eligibility

n=-24

[ Exigiviney |

Full-text articles excluded

Studies included

n=16

[ meludea |

Flowchart of the systematic review process.

Results: Among the 2,312 studies identified, 16 met the inclusion
criteria and underwent quality assessment and data extraction, en-
compassing a cohort of 1,361 patients with Parkinson's disease (PD)
(Figure 2). Thirteen studies reported improvement or stability in
gastrointestinal, urinary, and cardiovascular symptoms throughout
the interventional period. Conversely, one study reported worsen-
ing cardiovascular symptoms, while two studies observed worsening
urological symptoms. Regarding safety, seven studies reported gas-
trointestinal (8.4%), urinary (0.5%), cardiovascular (1.1%), and auto-
nomic LCIG-related AEs.
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Proposed mechanisms for LCIG's beneficial effects on autonomic
symptoms in PD.

Conclusion: LCIG infusion is relatively safe and may help reduce au-
tonomic symptoms burden in advanced PD.
Disclosure: Nothing to disclose.

EPO-023 | Characterize autonomic involvement and its
correlation with electrophysiological parameters in various
subtypes of GBS

P. Majumdar; A. Das
All India Institute of Medical Sciences, New Delhi

Background and Aims: GBS is an inflammatory demyelinating dis-
order of peripheral nerves. About 2/3 rd of patients of GBS have

autonomic dysfunction. No studies have clearly mentioned type and
severity of autonomic dysfunction in different types of GBS.
Methods: This was a prospective cohort study in which 68 patients
of GBS underwent clinical workup along with autonomic function
testing (heart rate variability with deep breathing, orthostatic blood
pressure measurement, isometric handgrip test, cold pressor test
and valsalva manoeuvre). The study was done in All India Institute of
Medical Sciences, New Delhi. Autonomic function tests were done
at two times, at admission and at 15th day. Primary outcome was
to determine the predominant pattern of autonomic dysfunction in
subtypes of GBS.

Results: 71 patients were screened for eligibility and 68 patients
completed the study. At baseline, 79% of patient had dysfunction
on laboratory autonomic function tests while only 25% had positive
scores on Composite Autonomic Symptom Score (COMPASS-31).
Sympathetic dysfunction was the predominant abnormality ac-
counting for 85.71% patients in AIDP group and 68.18% patients in
axonal group (AMAN and AMSAN) combined. There was no correla-
tion of any pattern of autonomic dysfunction with degree of axonal
involvement (p=0.681).

Conclusion: This study showed that sympathetic dysfunction is the
predominant pattern of autonomic involvement in GBS patients. No
correlation could be found out between types of autonomic dys-
function and variants of GBS/degree of axonal involvement in axonal
variants.

Disclosure: Nothing to disclose.

EPO-024 | Nuclear imaging and autonomic biomarkers predict
phenoconversion in pure autonomic failure

G. Chiaro®; R. Alnasser Alsukhni®; G. Inglel; K. Bhatia?; C. Mathias®;
J. Bomanji*; V. lodice®

I Autonomic Unit, National Hospital for Neurology and Neurosurgery,
London, UK; 2Department of Clinical and Movement Neurosciences,
UCL Queen Square Institute of Neurology, University College London,
London, UK; *UCL Queen Square Institute of Neurology, Faculty of
Brain Sciences, University College London, London, UK; 4Institute of
Nuclear Medicine, UCLH NHS Foundation Trust, London, UK

Background and Aims: Abnormal DaTSCAN is a potential bio-
marker of central nervous system involvement in pure autonomic
failure (PAF) and can predict phenoconversion to more widespread
alpha-synucleinopathies. We aimed to describe whether combining
DaTSCAN, MIBG cardiac scintigraphy and autonomic biomarkers
can help assess likelihood of phenoconversion.

Methods: As part of our longitudinal program on alpha-
synucleinopathies, the Queen Square Autonomic Prodromal Project
(QSA-PRODROMAL), a subgroup of consecutive patients with an
initial diagnosis of PAF underwent a multimodal assessment with
cardiovascular autonomic function performed with Finapres NOVA,
DaTSCAN and cardiac MIBG.
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Results: 23 PAF patients with available DaTSCAN and cardiac
MIBG were included. Within a median disease duration of 8 (IQR
6-12) years, 6 patients phenoconverted: 2 to Lewy body disorders
([LBDI, 1 to Parkinson's disease and 1 to dementia with Lewy bod-
ies), 1 to multiple system atrophy (MSA), and 2 met the research
criteria for possible prodromal MSA. Nuclear imaging was abnormal
up to 4years prior to phenoconversion. Both LBD had abnormal
DaTSCAN and cardiac MIBG with low supine plasma noradrenaline
levels (<200 pg/ml). MSA had abnormal DaTSCAN, normal cardiac
MIBG and normal supine plasma noradrenaline levels (>200 pg/mL).
The 2 possible prodromal MSA had preserved cardiac innervation
and either normal (cerebellar) or abnormal (parkinsonian) DaTSCAN,
depending on their clinical phenotype.

Conclusion: The combination of DaTSCAN, cardiac MIBG and cat-
echolamine profiles identified PAF patients at risk of developing
other alpha-synucleinopathies and helped predate their phenocon-
version by up to 4years.

Disclosure: The authors have nothing to disclose.

EPO-025 | Pain subtypes and sleep dysfunction in Parkinson's
disease

I. Murasan?; S. Diaconu®?; D. Rusu®?; B. Opritoiu®?;
L. Ungureanu1'2; B. Ciopleiasl'z; C. Kakucs*? C. FaIup—Pecurariui’2
lDepartment of Neurology, County Clinic Hospital, Brasov, Romania;

2Faculty of Medicine, Transilvania University, Brasov, Romania

Background and Aims: In Parkinson's disease (PD), sleep is often
affected, pain being among the possible causes. This can lead to
difficulties in initiating and maintaining sleep, one of the conse-
quences being sleep fragmentation. We aimed to characterize the
link between pain and sleep dysfunction in patients with Parkinson's
disease.

Methods: 131 PD patients were enrolled in this case-control study.
Pain domains (according to the King's Parkinson's Disease Pain
Scale-KPPS) were analyzed according to the presence of sleep dis-
turbances. Based on a Pittsburgh Sleep Quality Index (PSQI) score
>5, patients with PD were considered "bad sleepers”, and those with
a score <5 were considered "good sleepers".

Results: 33 (25.19%) patients fell into the "good sleepers" category,
and 98 (74.8%) into the "bad sleepers" category. "Bad sleepers"
patients presented more significant pain than "good sleepers" for
all the component domains of the KPPS scale, the results for the
following domains being statistically significant: musculoskeletal
pain (5.48+3.50 vs. 2.70+2.67, p<0.001), chronic pain - respec-
tively central pain (1.19+2.01 vs. 0.15+0.71, p=0.004), noctur-
nal pain - respectively pain in relation to akinesia (2.26 +2.74
vs. 0.64+1.22, p=0.001) and radicular pain (4.35+4.20 vs.
2.45+3.55,p=0.022).

Conclusion: The majority of the patients assessed have a dimin-

ished quality of sleep. In their case, pain is more prominent than in

individuals with uninterrupted sleep. Focusing on treatment of pain
would potentially improve the sleep of these PD patients.

Disclosure: Nothing to disclose.

EPO-026 | Circadian rhythm in patients with hereditary
transthyretin amyloidosis and asymptomatic mutation carriers

L. Sanderl; G. Chiaroz; A. Torrente3; G. Ingle2; A. Carr4; C. Whelans;
J. Gillmore®; M. Reilly*; C. Mathias®; V. lodice!

! Autonomic Unit, The National Hospital for Neurology and
Neurosurgery, London, UK; Department of Brain, Repair and
Rehabilitation, University College London Queen Square Institute

of Neurology, London, UK; 2 Autonomic Unit, The National Hospital
for Neurology and Neurosurgery, London, UK; 3 Autonomic Unit,

The National Hospital for Neurology and Neurosurgery, London,

UK; Department of Biomedicine, Neuroscience and Advanced
Diagnostics (Bi.N.D.), University of Palermo, Palermo, Italy; “Centre
for Neuromuscular Diseases, Department of Neuromuscular Diseases,
UCL Queen Square Institute of Neurology and the National Hospital
of Neurology and Neurosurgery, London, UK; °National Amyloidosis
Centre, Division of Medicine, University College London, London, UK;
Department of Brain, Repair and Rehabilitation, University College
London Queen Square Institute of Neurology, London, UK

Background and Aims: Hereditary or variant transthyretin amyloi-
dosis (ATTRv) is a life-threatening disease with effective disease
modifying treatments (DMT). Cardiovascular autonomic failure is a
key feature. Abnormal circadian blood pressure (BP) rhythm might
represent a risk factor for cardiovascular events. This study evalu-
ates BP profile in ATTRv patients and carriers.

Methods: 97 patients with ATTRv and 12 TTR mutation carriers un-
derwent ambulatory 24h BP measurements (ABPM; 29% females,
mean age 58y, range 28-78y, 43% T60A mutation). Dipping profile
was defined according to the consensus criteria. Autonomic function
testing (AFT) included tilt table/standing/pressor tests, heart rate
responses to Valsalva Manoeuvre and deep breathing using Finapres
NOVA.

Results: 54/97 patients were on treatment affecting BP (22 on pres-
sor agents, 39 on antihypertensives), carriers had no treatments
affecting BP. 74/109 subjects showed an abnormal dipping profile:
53 had reduced dipping, 21 were non- or reversed dippers. 4/74
subjects were carriers (all reduced dippers): three had mild AFT im-
pairment, one was normal. 6/8 carriers with normal ABPM showed
abnormal AFT. Only two carriers and two patients had unremark-
able autonomic assessment throughout. No significant dipping pro-
file difference was found at first assessment in patients with (12/97)
or without DMT.

Conclusion: Pathologic BP profiles are common in ATTRv and may be
an early feature in certain carriers. Both ABPM and AFT are needed
to detect subtle autonomic impairment. ABPM might be a useful

screening tool but does not allow for quantitative parasympathetic/
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sympathetic assessment requiring formal AFT. Longitudinal studies
are needed to investigate changes in circadian rhythm and their re-
sponse to DMT.

Disclosure: LS holds a grant from the University of Basel, Switzerland.
GC, AT, GTI, CA, CJW, MMR, CJM: nothing to disclose. JDG pro-
vides consultancy for Alnylam, AstraZeneca, Bridgebio, lonis, Intellia
and ATTRalus. VI is supported by the National Institute for Health
Research, University College London Hospitals Biomedical Research

Centre.

EPO-027 | Sympathetic dysfunction as an early autonomic
indicator in Parkinson's disease without orthostatic hypotension

J. Park?; L. Okamoto?; I. Biaggioni%; B. Kim!

!Department of Neurology, Korea University Medicine, Seoul, Korea;
2Division of Clinical Pharmacology, Department of Medicine, Vanderbilt
University Medical Center, Nashville, TN, USA

Background and Aims: This study aimed to evaluate the characteris-
tics of autonomic dysfunction in drug-naive patients with early-stage
PD without orthostatic hypotension (OH) by analyzing Valsalva ma-
neuver (VM) parameters.

Methods: Drug-naive patients without orthostatic hypotension
(n=61) and controls (n=20) were retrospectively analyze. The pa-
tients were subcategorized into early-PD (n=35) and mid-PD (n=26)
groups based on the Hoehn and Yahr staging. VM parameters driven
by Finapres®, including changes in systolic blood pressure at late
phase 2 (ASBPVM2), AHRVMS, Valsalva ratio (VR), pressure recov-
ery time, adrenergic baroreflex sensitivity, and vagal baroreflex sen-
sitivity, were assessed.

Results: In the early-PD group, ASBPVM2, a marker of sympa-
thetic function, was significantly lower compared to that in con-
trols (risk ratio=0.95, p=0.027). Receiver operating characteristic
(ROC) curve analysis showed an optimal cutoff value of ~10mmHg
for ASBPVM2 (p=0.002, area under the curve [AUC]: 0.737) and
17 mmHg for ADBPVM2 (p=0.002, AUC: 0.736). VR and age exhib-
ited an inverse relationship with Unified Parkinson's Disease Rating
Scale Part 3 scores (VR: p=0.038, p=-28.61; age: p=0.027, =0.35)
in the multivariable regression analysis.

Conclusion: The ABPVM2 parameter of the VM may help detect au-
tonomic nervous system involvement in early-PD without OH. Our
results suggest that sympathetic dysfunction is an early manifesta-
tion of autonomic dysfunction in patients with PD.

Disclosure: Nothing to disclose.

EPO-028 | Longitudinal assessment of sudomotor dysregulation

in amyotrophic lateral sclerosis: A multimodal functional study

R. Dubbioso®; V. Provitera?; M. Nolano?

!Department of Neurosciences, Reproductive Sciences and
Odontostomatology, University of Naples Federico Il 2stituti Clinici
Scientifici Maugeri IRCCS, Skin Biopsy Lab, Neurological Rehabilitation

Unit of Telese Terme Institute

Background and Aims: Among autonomic complaints, sudomotor
symptoms have been described in approximately one-quarter of pa-
tients with amyotrophic lateral sclerosis (ALS). However, no study
has systematically investigated their correlations with the onset and
severity of the disease, as well as progression over time. Here we
used a multimodal approach to answer these questions in a large
cohort of ALS patients

Methods: Patients underwent functional assessment of sudomotor
dysfunction by clinical questionnaires and dedicated instruments,
such as sympathetic-skin-response (SSR) and dynamic-sweat-test
(DST) recorded at upper and lower limbs at recruitment, after 6 and
12 months.

Results: ALS patients (n=125), compared with HC (n=30), com-
plained of more thermoregulatory symptoms (p=0.001), with a
significant reduction in sweat output at DST and SSR amplitude at
upper and lower limbs (all p<0.05). Across clinical stages, patients
displayed a significant reduction in overall sweat output (all p<0.02),
aresult confirmed by longitudinal study (p <0.001). Bulbar onset pa-
tients showed more autonomic symptoms and thermoregulatory dis-
turbances than spinal onset patients, interestingly functional study
disclosed significant difference for SSR, but not for DST between
the two groups, suggesting an impairment of central-brainstem cir-
cuits underlying thermoregulatory dysfunction in the bulbar pheno-
type. Finally, survival analysis showed that reduction of total sweat
output at upper limb was significantly associated with poor progno-
sis (p=0.04).
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DYNAMIC SWEAT TEST ACROSS CLINICAL STAGES IN ALS
PATIENTS
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p=0.04 p=0.06

Kaplan-Meier curves of survival probability of ALS patients
stratified according to the total sweat output at the dynamic sweat
test

Conclusion: Sudomotor disturbance is part of the non-motor symp-
toms of ALS patients, worsening in parallel with motor disability and
being more pronounced in bulbar phenotype. Functional assessment
of sudomotor dysregulation could be considered as a potential bio-
marker of disease progression in ALS.

Disclosure: None.

EPO-029 | Association of fibromyalgia severity with patients'

mood, sleep quality, quality of life and autonomic dysfunction

R. Singh®; N. Rai?; J. Rai%; A. Pathak®

professor, Department of Physiology, AIIMS Bhopal; 2Visiting faculty,
Department of Neurology, AIIMS Bhopal; 3JRF, Department of
Physiology, AIIMS Bhopal

Background and Aims: Fibromyalgia syndrome is a musculoskeletal
disorder characterized by widespread pain. Pain limits their daily ac-
tivities, affecting their mood and quality of life. Autonomic derange-
ments have also been shown to be associated with FMS. This study
was done to explore the association of autonomic dysfunction, sleep
quality and mood with increasing severity of fibromyalgia and its im-
pact on their quality of life

Methods: Hundred adult fibromyalgia patients, as per ACR 2010 cri-
teria, were evaluated for sleep quality, Quality of life, Pain, Mood,
and FMS severity using validated questionnaires. They were also
evaluated for autonomic functions using heart rate variability and
Ewing's battery of tests.

Results: Pain scores on VAS were 6.80+1.58 and 54.10+14.33 on
global pain scale. Mean FIQR score was 50.62+13.68, poor sleep
quality. Mean depression, anxiety, and stress scores as assessed
by DASS-21 were 10.04+4.59, 8.33+4.48, and 10.75+4.66, re-
spectively. Autonomic dysfunction was observed in less than 50%
of patients, but no significant correlation was found between FMS
severity and level of AD. An increasing trend of depression, anxiety,
stress, was observed with increase in FMS severity. Sleep quality
and quality of life deteriorated with increasing severity of FMS.
Conclusion: Pain increased with increasing severity of FMS but
there is no association of FMS severity with autonomic dysfunction.
There is a deterioration in mood, sleep quality as well as quality of

life of patients with increasing severity. The causal association of

autonomic dysfunction observed in a few of the patients needs fur-
ther exploration in a follow-up study.

Disclosure: Nothing to disclose.

EPO-030 | Autonomic function as predictor of cognitive
impairment following deep brain stimulation in Parkinson's disease

V. Cabreira; M. Rosas; E. Azevedo; P. Castro
Neurology Department, Centro Hospitalar Universitario de Sao Joao,
Porto, Portugal

Background and Aims: Parkinson's disease (PD) affects over 4 mil-
lion people older than 50. While deep brain stimulation (DBS) is an
established treatment for motor complications in PD, mechanisms
explaining cognitive dysfunction post-DBS remain incompletely
understood. Our aim is to investigate whether baseline autonomic
function is associated with cognitive impairment post-DBS in PD.

Methods: Prospective cohort study. STN-DBS surgery candidates
were recruited between 2016 and 2019, and submitted to baseline
neurological, autonomic (non-invasive Finometer device (Finapres)
and 3-lead ECG), and comprehensive neuropsychological assess-
ments. A follow-up autonomic and cognitive assessment was con-
ducted 6-12 months post-surgery. An adaptation of the Ewing
battery of autonomic tests was followed. The high frequency com-
ponent of RRi variability (HFRR) (parasympathetic tone), the low
frequency component of SAP variability (LFSAP) (sympathetic tone)
and baroreceptor gain were used for analysis. Cognitive change
scores (T1-T2) were computed and assumed as dependent variable
in a regression model, using baseline demographics and quantitative
scores on autonomic non-invasive tests as independent variables.

Results: 38 patients were included. Phonetic verbal fluency
(p=0.013), Frontal Assessment Battery (FAB) (p=0.008) and Trail
Making test part B (p=0.035) deteriorated post-DBS. LFSAP was as-
sociated with a worse FAB score post-DBS, even after adjustment
for age and disease duration (p=0.022) (Figure 1). Both variables
were correlated (r=0.416; p=0.035). This seems independent from

a DBS effect on autonomic function.

Table 1. Analysis of cognitive impact of deep brain stimulation (DBS) in this PD patient group.
Performance on a neuropsychological battery of tests (mean and SD) pre- and post-DBS is
shown. Higher scores indicate better performance, except for Trail Making Test A and B,
where higher scores (longer time to complete the task) indicate poorer performance. Bold
indicates statistically significant p-value (p < .05).

DBS

MoCA 24.2(2.7) 25.4 (2.6)

| Frontal assessment battery (FAB) 14.1(21) 11.2(3.2) p=0.008
| Semantic verbal fluency 15.6 (4.7) 12,6 (5.0) p=0.207
Phonetic verbal fluency 33.0(9.3) 26.9 (11.5) p=0.013
Wechsler memory scale 12.1(2.6) 21.4(32.9) p=0.046
| Digit span memory test 9.6 (1.9) 8.6(1.9) p=0.276
Progressive matrices de raven 25.4 (5.4) 26.0(5.3) p=0.338
(PM47)
Figure copy test 11.5(1.8) 11.4(1.7) p=0.885
Trail making test part A 85.3 (43.8) 107.1 (69.1) p=0.099
| Trail making test part B 249.3 (222.7) 351.9 (235.4) p=0.035
| Boston naming test 43.5(22.5) 53.8(7.5) p=0.059
Clock drawing 3.8(1.5) 3.4(1.3) p=0.705
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Table 2. Mean and SD of the autonomic parameters values pre-surgery and post-
surgery. HFRR for high frequency RR variability, LFSAP for low frequency systolic
arterial pressure, BRG for baroreceptor alpha-index gain and HR for heart rate.
DBS — deep brain stimulation| surgery.

5 186.7 (236.8)  4.9(5.5) 5.2(3.6) 70.3(10.8)
111.1(108.2)  3.4(2.5) 3.7(3.1) 71.3(105)
I TR 3 p=0.080 p=0.295 p=0.043  p=0.658

pre- vs post-

Conclusion: The identification of treatable targets and useful bio-
markers of cognitive dysfunction after DBS helps identifying whose
patients are specifically vulnerable for accelerated cognitive de-
cline post-DBS, allowing for better patient selection and prognostic
information.

Disclosure: Nothing to disclose.

Cerebrovascular diseases 1

EPO-031 | Aetiology of index and recurrent ischemic events in

patients treated with short-term DAPT: Data from the READAPT
study

F. De Santis’; R. Ornello'; E. De Matteis®; M. Foschi'; M. Romoli?;
T. Tassinari®; V. Saia®; S. Cenciarelli; C. Bedetti*; B. Censori’;

V. Puglisi®; M. Guarino®; V. Barone®; M. Zedde’; I. Grisendi’;

M. Diomedié; M. Bagnatoa; M. Petruzzellis’; V. Inchingololo;

M. Cappellarin; P. Candelaresi'?; R. Giuseppels; D. Toni'*: S. Ricci*:
S. Sacco®

!Department of Biotechnological and Applied Clinical Sciences,
University of L'Aquila, L'Aquila, Italy; 2Department of Neuroscience,
Maurizio Bufalini Hospital, AUSL Romagna, Cesena, Italy; 3Department
of Neurology, Santa Corona Hospital, Pietra Ligure, Italy; “Department
of Neurology, Citta di Castello Hospital, Citta di Castello, Italy;
5Department of Neurology, ASST Cremona Hospital, Cremona, Italy;
SIRCCS Istituto delle Scienze Neurologiche di Bologna, Department of
Neurology, Policlinico S.Orsola-Malpighi, Bologna, Italy; ’Department
of Neurology, AUSL-IRCCS di Reggio Emilia, Reggio Emilia, Italy;
8Department of Systems Medicine, Tor Vergata University Hospital,
Rome, Italy; S’Department of Neurology and Stroke Unit, "F. Puca" AOU
Consorziale Policlinico, Bari, Italy, IODepartment of Neurology, Casa
sollievo della sofferenza, San Giovanni Rotondo, Italy; 1'Department

of Neuroscience, Azienda Ospedaliera Universitaria Integrata Verona,
Verona, 12Department of Neurology and Stroke Unit, AORN Antonio
Cardarelli, Naples, Italy, 13Department of Neurology, Di Venere
Hospital, Bari, Italy, 14Department of Human neurosciences, University

of Rome La Sapienza, Rome, Italy

Background and Aims: It is unclear whether the aetiology of minor
stroke or TIA affects the effectiveness of short-term dual antiplate-
let treatment (DAPT). This study aims to analyse the aetiology of
first and recurrent events and their predictive value in a real-world

population of patients treated with DAPT.

Methods: The real-life study on short-term DAPT in Patients with
ischemic stroke or TIA (READAPT) prospectively included, from
February 2021 to February 2023, patients with minor stroke or
high-risk TIA receiving DAPT. We determined the aetiology of index
and recurrent cerebral ischemic events. Cox regression analysis
identified predictors of ischaemic recurrence.

Results: Among 1920 patients with ischaemic stroke or TIA (65.4%
male, median age 72years) the index event was undetermined
in 830 cases (43.2%), lacunar in 534 (27.8%), atherothrombotic in
452 (23.5%) and other determined cause in 104 (5.4%). Sixty-four
patients (3.3%) had a 90-day recurrent ischaemic stroke or TIA.
There were no differences among the different aetiologic groups
in recurrent events. Among the 64 patients with recurrences, the
distribution of aetiologies was different for the recurrent event as
compared to the index events (undetermined 46.9% vs 34.4% large
vessel 29.7% vs 21.8%; lacunar 18.8% vs 31.2%; other 4.7% vs 6.3%;
cardioembolic 0 vs 6.3%; p=0.001).

Conclusion: Our data suggest that there is no difference in the risk
of recurrent events according to stroke aetiology of the index event
in patients treated with short-term DAPT. Recurrent events have a
different aetiological distribution of index events.

Disclosure: Nothing to disclose.

EPO-032 | Exploring the prognostic role of fibrinogen in
ischemic stroke

A. Maruccia®; M. Pugliattiz; F. Colucci?

IResidency School of Neurology, Department of Neuroscience

and Rehabilitation, University of Ferrara, Italy; °Department of
Neuroscience and Rehabilitation, University of Ferrara, Italy; S. Anna

University Hospital, Ferrara, Italy

Background and Aims: Several biomarkers might play a prognostic
role in stroke. We explored the prognostic role of plasma fibrinogen
levels (PFL) at stroke onset on residual disability and risk of hemor-
rhagic infarction in incident patients with ischemic stroke (IS).
Methods: Historical cohort study design. Data on comorbidities,
National Institutes of Health Stroke Scale (NIHSS) on admission, PFL
at stroke onset («<300mg/dL, >=300mg/dL) and modified Rankin
Scale (mRS) before and after 3 months were collected, as well as
hemorrhagic conversion among patients treated with Intravenous
Thrombolysis (IVT). ‘mRS difference’ was computed between mRS
at 3-months after stroke and onset. ANCOVA and logistic regression
were used.

Results: 241 men and 203 women aged 66.9+13.1 and
72.1+14.2years, respectively, were enrolled. PFL directly corre-
lated with age at stroke onset (p=0.043). No difference in the distri-
bution of PFL by site of lesion, TOAST and Oxfordshire Community
Stroke Project classification, indication to thromboarteriectomy and

NIHSS were detected. Inverse association was found between PFL
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and IVT indication [aOR=0.46 (95% CI: 0.30, 0.72, p=0.001)]. In
IVT treated patients, mean mRS difference was higher in subjects
with high PFL after adjusting for age, onset NIHSS, diabetes mellitus,
smoking habit (1.39 vs 1.33, p=0.000013). No association of PFL
with hemorrhagic infarct conversion was found.

Conclusion: In IS patients, high PFL are associated to reduced in-
dication to IVT and increased disability at 3 months after stroke.
The prognostic role of PFL at stroke onset may depend on age and
NIHSS at onset. PFL was not associated with an increased risk of
post-treatment hemorrhagic infarction.

Disclosure: Nothing to disclose.

EPO-033 | Diagnostic utility of Vessel Wall MR Imaging in
patients with Acute Ischemic Stroke

A. Mohan?; M. Srivastava®; M. Salunkhe'; V. Goel?; R. Bhatia®;

A. Garg?; L. Joseph?; S. Jain?; M. Singh®; A. Pandit®; V. VY%;

R. Rajan’; A. Gupta®

lDepartment of Neurology, All India Institute of Medical Sciences,

New Delhi, India; 2Department of Neuroimaging and Interventional
Neuroradiology, All India Institute of Medical Sciences, New Delhi, India

Background and Aims: There is a need for better investigations to
elucidate the etiology of stroke. High-Resolution Vessel Wall MRl is
emerging imaging technique used to help understand the etiopatho-
genesis of acute ischemic stroke (AIS). Studies describing various
findings have not yet clarified the exact utility of VW-MRI to sub-
type AIS. Current study was undertaken to evaluate the diagnostic
utility of VW-MRI in patients with AIS.

Methods: A single-centre, prospective study recruited patients with
AIS within 30days. A team of stroke neurologists classified the etiol-
ogy of AIS before and after VW-MRI. Subsequent statistical analysis
was done to look for the proportion of patients with a change in
etiological classification before and after VW-MRI and factors as-
sociated with the same.

Results: A total of 111 patients were recruited with a median age
of 50.5years (IQR: 38-60years) and 72.4 % of the study popula-
tion were males. The incorporation of VW-MRI resulted in change
in etiological classification in 38 out of 111 (34.3%) (p=0.0001) pa-
tients. A baseline etiological classification of undetermined as per
traditional luminal imaging modalities was found to be a strong pre-
dictor of change in etiological classification post VW-MRI (OR: 38.7;
95% Cl: 2.7-555.7)

Etiological Classification

p=0.0001
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FIGURE Etiological Classification Before and After Vessel Wall MR
Imaging

TABLE Univariate Logistic Regression for change in Etiological
classification after VW- MRI

No Yes
Sex
|_Male 54 126 1.38 (0.55-3.51) 0.49
Female 23 |8 0.34 (0.15-0.77) 0.01
Age - 0.97 (0.94-0.99) 0.047
Time to VW - 1.04 (0.99-1.09) 0.102
Stroke Territory
Basilar 6 6 1(0.32-3.1) 1
_MCA 37 15 0.40 (0.11-1.45) 0.16
| Multiple 10 3 0.3 (0.05-1.6) 0.16
PCA 4 1 0.25 (0.02-2.94) 0.27
Vertebral 10 3 0.3 (0.05-1.66) 0.16
ICA 10 6 0.6 (0.13-2.73) 0.51
of Infarct
Mixed 15 4 0.26 (0.08-0.80) 0.02
|_Perforator 15 6 1.5 (0.35-6.41) 0.58
Territorial 42 17 1.52 (0.43-5.2) 0.51
5 7 5.2 (1.06-24.7) 0.04
% Stenosis CTA
<50 %/None 24 9 0.38 (0.17-0.81) 0.012
50-95 7 5 1.90 (0.48-7.57) 0.36
Critical Stenosis | 6 2 0.88 (0.15-5.24) 0.90
Occlusion 19 5 0.70 (0.20-2.44) 0.58
<50 %/None 36 16 0.44 (0.24-0.80) 0.007
50-95 13 7 1.21 (0.40-3.60) 0.73
Critical Stenosis_| § 5 1.40 (0.40-4.97) 0.60
Occlusion 17 6 0.79 (0.26-2.39) 0.68
|_LAA 28 1 0.04 (0.005-0.29) | 0.002
CES 13 0 . -
SVD 11 3 4.16 (0.34-50.61) 0.26
OD-Dissection | 9 0 - -
|_OD-Vasculitis | 4 1 6.25(0.32-121.33) | 0.23
OD-Misc 0 1 - -
Undetermined | 13 29 51.79 (6.35-422.08) | 0.000
Dual 1 0 - &

Data represented as n(%):ICA: Intemal Carotid Artery; MCA: Middle Cerebral Astery: PCA:
Posterior Cercbral Artery; LAA : Large Artery Ath lerosis; CES: Cardioembolic Stroke:
SVD: Small Vessel Discase: OD: Other Determined
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Conclusion: Vessel wall MRI can be an important additive investiga-
tion to help subtype AIS effectively, especially in the sub-group of
the “Undetermined” Category.

4 P ‘&

2 FAL &

Diffusion Weighted MRI(A) showing infarct in Inferior division of Left MCA territory. TOF

MRA (B) showing severe irregular narrowing in inferior division of Left MCA. Sagittal T1

weighted VW-MRI (C) showing a focal eccentric thickening of the inferior division of Left

MCA: corresponding Sagittal T2 weighted VW-MRI (D) demonstrating eccentric

hyperintensity. Sagittal contrast enhanced T1 weighted VW-MRI demonstrating eccentric

contrast enhancement in the same vessel consistent with a symptomatic high nsk
atherosclerotic plaque

FIGURE Representative case with altered etiological classification
post VW-MRI.

Disclosure: Nothing to disclose.

EPO-034 | Perihematomal edema impact in the 3years follow-
up of lobar intracerebral haemorrhage

B. Carvalho®; C. Pisco?; L. Fonseca®; P. Castro!

!Department of Neurology, Centro Hospitalar Universitdrio de Sd Jodo,
Porto, Portugal; 2Department of Clinical Neurosciences and Mental
Health, Faculty of Medicine, University of Porto, Porto, Portugal;
3Stroke Unit and Department of Internal Medicine, Centro Hospitalar

Universitdrio de Sdo Jodo, Porto, Portugal

Background and Aims: Spontaneous intracerebral hemorrhage (ICH)

is a leading cause of non-ischemic strokes with substantial impact

on morbidity and mortality. While perihematomal edema (PHE) is
recognized as indicator of secondary brain injury and has been linked
to increased neurological disability, there is a paucity of long-term
follow-up studies exploring these associations. This study aims to
address this gap and evaluate the enduring impact of PHE on the
outcomes of ICH patients.

Methods: A retrospective cohort study at Centro Hospitalar
Universitario Sdo Joao, Porto, Portugal, included 87 lobar primary
ICH patients from 2014 and 2020. We evaluated absolute (PHE), rel-
ative (rPHE) perihematomal edema, and edema extension distance
(EED) measured at admission computer tomography (CT) scan and
24-72 hours post-ICH. Primary outcomes were 3-year survival and
favorable functional outcome (FO) defined as modified Rankin Scale
0-3.

Acessed for eligibility
(n=288)

Excluded after exclusion criteria (n=73):

® Absence of admission CT (n=12)

e Absence of 2nd CT in the 24-72h (n=8)
e [ e Secondary causes (n=35)

.

Urgent surgery at admission (n=14)

v

Included in the study

(n=215)

Excluded after inclusion criteria (n=124)

Basal ganglia haemorrhage (n=50)
Brainstem haemorrhage (n=12)
Thalamic haemorrhage (n=29)
Cerebellum haemorrhage (n=22)

Limited to internal/external capsule (n=9)

Dependent prior to the haemorrhage (n=6)

Analyzed

(n=87)

Patient selection flowchart

Results: Median age was 74.0years (interquartile range 66-82), with
51.7% male. After 3years, 40.2% were alive, 14.9% had a favora-
ble FO. PHE at 24-72h negatively correlated with survival in days
(Cox regression hazard ratio 2.520, 95% Cl 1.118-5.681, p=0.026),
but not rPHE or EED. An inverse correlation of EED at 24-72 hours
to a better FO was also observed (OR 0.055, 95% Cl 0.004-0.788,
p=0.033).
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Variables (n=87)

Demographic and clinical

Male sex —n (%) 45 (51.7)
Age, Years — median (IQR) 74 (66-82)
Previous mRS — median (IQR) 1(1-2)
Hypertension — n (%) 59 (67.8)
Dyslipidemia — n (%) 43 (49.4)
Diabetes — n (%) 23(26.4)
Smoker —n (%) 18 (20.7)
Previous alcohol abuse — n (%) 9(10.3)
Antiplatelets — n (%) 26 (29.9)
Anticoagulant -n (%) 18 (20.7)
Statins — n (%) 37 (42.5)
Atrial fibrillation — n(%) 16 (18,4)

Hematoma characteristics

Hematoma volume at admission, mL — median (IQR)  21.25 (6.89-35.95)
PHE at admission, mL — median (IQR) 25.40 (8.49-50.16)
PHE at control, mL — median (IQR) 33.99 (13.19-60.76)
rPHE at admission — median (IQR) 1.22 (0.66-2.72)
rPHE at control — median (IQR) 1.09 (0.67-2.32)
0.56 (0.29-0.80)

0.59 (0.30-0.83)

EED at admission, mL — median (IQR)
EED at admission, mL — median (IQR)
Follow-up outcomes

Death at 3 years — n(%) 52 (59.8%)

Independence at 3 years (mRS 0-3) — n(%) 21(24.1%)

Demographic characteristics and follow-up

Survival curves
10 PHE at 24-72h
control, in mL

<n 18,145699999999990
\ 1 18.145699999399990
! 4 A97693999399995
16 4763999999999 +

08

o4

Cumulative survival

00

0 ) 0 00 0 1000 1200

Survival in days

Survival curve for PHE at control

Conclusion: PHE appeared to predict early mortality in lobar ICH.
Given the observed tendency towards better functional outcomes
(FO) in patients with low EED, recognizing PHE as an early death pre-
dictor emphasizes the necessity for further research to understand
its role in influencing patient outcomes.

Disclosure: Nothing to disclose.

EPO-035 | Clonal hematopoiesis of indeterminate potential
(CHIP) in ischemic stroke etiology

C. Lazaro Hernandez!; P. Lozano Iragﬂen2; M. Montoro Gémez>;

L. Palomo Sanchis®; J. Campos Zarraquifios®;

A. Garcia-Tornel Garcia-Camba®; J. Juega Marifio';
J. Pagola Pérez de la Blanca’; C. Molina Cateriano;

M. Rubiera del Fueyo?

1Neurology Department, Vall d'Hebron University Hospital, Barcelona,
Spain; ?Neurology Department, Clinica Ddvila, University of the Andes.
Santiago, Chile; 3Hematology Department, Vall d'Hebron University

Hospital, Barcelona, Spain

Background and Aims: Clonal Hematopoiesis of Indeterminate
Potential (CHIP) is characterized by the presence of somatic muta-
tions in peripheral blood cells without evidence of a hematological
neoplasm. Recent research has associated CHIP with cardiovascular
disease and stroke. The objective of our study is to evaluate the rela-
tionship of CHIP with the etiology of the ischemic stroke and how its
measurement could contribute to the study of stroke causes.

Methods: Prospective observational study of consecutive patients
who suffered an ischemic stroke between September 2021 and
August 2022. After complete work-up, patients were classified as
cardioembolic (CE), atherothrombotic (AT) and cryptogenic (CRYP)
stroke. Patients with double mechanism, incomplete study or active
neoplasia were excluded. During hospital admission, 13 genes re-
lated to CHIP were analysed. A variant allele fraction of >1% was

considered positive.

Admitted patients due to ischemic
stroke from Sept 2021 - Ago 2022

B o s
® Incomplete study
l 78 patients '

*® Double mechanism
]

*® History of tumor/chemotherapy
! !
(ar (e )( & )

AN &

FIGURE 1 Methodology of the study with the corresponding
exclusion criteria. AT =Atherothrombotic; CRYP =Cryptogenic;
CE=Cardioembolic.

Etiological workout

Results: Samples from 78 patients (50% women, mean age 73.4 years)
were analysed and etiologically classified as: 37 CE (47.5%), 33
AT (42.3%) and 8 CRYP (10.3 %). Twenty-eight patients had CHIP
(35.9%), of which the predominating mutations were: DNMT3A
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(35.7%), TET2 (32.1%) and PPM1D (14.3%). Patients with CE stroke
had a higher frequency of CHIP and less mutation heterogenicity
(Figure 2). In the multivariate analysis, the TET2 mutation was as-
sociated with CE etiology after adjusting by age, coronary artery
disease and classic cardiovascular risk factors (OR 20.9; p=0.016)
(Figure 3).

Patients with CHIP and types of CHIP mutations

No CHIP
-
(64.1%) \(35.9%)
CHIP ~
A

3.2%)
po= r—

N~ —_—
CHIP
CcHIP '» CHIP
NoCHE No CHIP

CBL
SRSF2 EﬂEANUA DMNT3A &‘ENHA
PPM1D gﬂ]
TET2

FIGURE 2 Frequency of CHIP and the different mutations
according to the etiological diagnosis. It can be observed how
patients with CE stroke had a higher frequency of CHIP and less
mutation heterogenicity.
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FIGURE 3 Forest plot of the multivariate analysis. In which it is
shown the association between cardioembolic stroke and the
presence of the TET2 mutation.

Conclusion: CHIP is frequently found in patients with ischemic
stroke. The presence of the TET2 mutation was associated with CE
stroke and could potentially facilitate the etiological diagnosis of
stroke.

Disclosure: Nothing to disclose.

EPO-036 | Exploring sex disparities in ischemic stroke treatment

and functional outcomes

A. Cabral’; P. Almeida®; T. Gregc’)rio2; M. Rocha?; H. Costa?;

L. Paredes?; M. Veloso?; P. Barros?

INeurology Department, ULS Gaia Espinho, Porto, Portugal; ?Stroke
Unit, ULS Gaia Espinho, Porto, Portugal

Background and Aims: Females face worse functional recovery after
stroke. While poorer health, older age and greater stroke severity
could explain this, some population studies have shown that accessi-
bility and timeliness of treatment also play a role. We aimed to assess
sex-related disparities in stroke treatment and functional outcomes
within our population.

Methods: This retrospective, single-center study included acute is-
chemic stroke patients treated with thrombolysis and/or thrombec-
tomy from January 2015 to December 2022 at our stroke center. The
primary outcome was functional status at 3-month follow-up, while
the secondary outcome was time from symptom onset to final rep-
erfusion therapy (TSOFT). Bivariate analysis comparing female and
male patients was followed by binary logistic and linear regression to
identify predictors of functional outcome and TSOFT, respectively.
Results: 1219 patients were included (54% females, mean age
74 years). Females were older, had worse baseline functional status
and higher NIHSS scores at admission. Bivariate analysis showed that
females were more likely to have unfavorable functional outcomes
(OR 1.367; 95% Cl 1.092-1.713) and significantly longer TSOFT (228
versus 200 min; p=0.002). However, after adjusting for confound-
ers, female sex itself did not correlate with worse functional out-
comes (aOR 1.237; 95% Cl 0.926-1.646), while longer TSOFT did
(aOR 2.177; 95% Cl 1.302-3.641). Additionally, linear regression
analysis indicated a significant association between female gender
and longer TSOFT, even after adjusting for confounders (B=-0.055,
p=0.003, 95% CI [-0.091, -0.019]).

Conclusion: Our findings suggest female stroke patients experience
delays in treatment, and that these contribute to worse functional
outcomes.

Disclosure: Nothing to disclose.

EPO-037 | Factors associated with fast infarct growth and its
impact on patients treated with Mechanical Thrombectomy

D. Wrébel®; P. Wrona?; B. kasocha®; P. Brzegowys; T. Popielaa;

G. Kaprall; J. Staniszewskal; M. Derechowskal; A. Stowik?

IStudent Scientific Group in Cerebrovascular Diseases, Jagiellonian
University Medical College, Krakow Poland; ’Department of Neurology,
Jagiellonian University Medical College, Krakow, Poland; 3Department
of Radiology, Jagiellonian University Medical College, Krakow, Poland

Background and Aims: Infarct growth rate varies significantly be-
tween stroke patients. Fast infarct growth (FIG) is associated with
more severe neurological deterioration within time lapse between
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stroke onset and neurological procedures; that information may be
crucial for Mechanical Thrombectomy (MT) decision-making pro-
cess. We aimed to identify factors associated with FIG.

Methods: We retrospectively analyzed 641 consecutive patients
with AIS in anterior circulation treated with MT in Comprehensive
Stroke Center in University Hospital, Cracow (2019-2023). In all pa-
tients we obtained pre-stroke risk factors and performed computed
tomography perfusion (CTP) followed by post-processing analysis
with RAPID software. FIG was identified if ratio of CTP-derived cer-
ebral blood flow <30% volume/time from last known well to imaging
exceeded 10ml/h. We included 151 (23.56%) patients with FIG and
490 (76.44%) without.

Results: Patients with FIG were more frequently males (58.3% vs
46.9%, p=0.015), had significantly lower time from last known well
to imaging (135 [84-213]min vs 249.5 [189-302]min, p<0.001),
higher NIHSS on admission (18 [15-21] vs 15 [10-19], p<0.001)
and higher hypoperfusion intensity ratio (HIR, defined as T10max
to Témax volumes ratio) (0.57 [0.47-0.68] vs 0.3 [0.15-0.44],
p<0.001). After multivariate analysis, each increase of 0.1 in HIR
increased odds for FIG 2.02 (1.76-2.33, p<0.001). Moreover, FIG
was linked with 0.57 (0.35-0.93, p=0.024) lower odds for obtaining
functional independency at day 90, after adjusting for confounders.

TABLE 1 Comparison of patients with and without FIG.

male
— female

Fast progressor

o4
-
N
w
ES
2
~
© 4

FIGURE 1 Association of hypoperfusion intensity ratio and
probability of FIG (fast infarct growth) according to patient sex.

Conclusion: Higher HIR (denoting less robust leptomeningeal collat-
erals) and male sex are associated with FIG. Although patients with
FIG may have lower time from last known well to admission, they
present more severe neurological symptoms and worse long-term
prognosis.

Disclosure: ERA-NET-NEURON/21/2020 iBioStroke grant.

EPO-038 | Admission blood pressure: Causes and consequences

in large vessel occlusion stroke

J. Donnelly®; D. Campbell?; P. Barber®
!Department of Neurology, Auckland City Hospital, New Zealand;
2Department of Anaesthesiology, University of Auckland, New Zealand;

3Department of Medicine, University of Auckland, New Zealand

Patients without Patients with FIG Pvalue
FIG (N=490) (N=151)
ics
Male, n (%) 230 (46,9) 88 (58,3) 0.015
e, years, median [IQR] 72 [80-65] 69 [61-80] 0.203
| Stroke isk factors,
| Hyperzeasion, n (%) 357 (72.9) 104 (68.9) 0.341
| Diabeses Mellitus, n (%) 114(233) 33(21.9) 0412
| Hipesiipideia, n (%) 102 (20.8) 33(21.9) 0.784
i iga, n (%) 161 (32.9] 49 (32.5) 0.926
History of stroke/TIA, n (%) 63 (12.9) 19(12.8) 0.93
History of myocardial
infarction, n (%)
Smoking, n (%) 108 (22) 36 (23.8, 0.114
Clinical e
Baseline NIHSS, median [IQR] 15 [10-19] 18[15-21] <0.001
Time from LKW to puncture, 249.5 [189-302] 135 [84-213] <0.001
median [IQR]
1DravRDoUs TRIQAILAIKSIS, N 289 (59) 96 (63.6) 0.313
(%)
Successful recanalization, 426 (86.9) 139(92.1) 0.089
(mTICI22b), n (%)
| Skaks localization 0.384
ICA, n (%) 77(15.7) 18(11.9)
M1, n (%) 273 (55.7) 92 (60.9)
M2, n (%) 108 (22) 28 (18.5)
Tandem, n (%) 32(6.5) 13 (8.6)
['Stoke efiology. 0.151
| Cacdigembalic, n (%) 224 (45.7) 55 (36.4)
| Large yessel disease, n (%) 76 (15.5) 22 (14.6)
| Undetermined, n (%) 173 (35.3) 67 (44.4)
| Race, n (%) 17 (3.5) 7(4.6)
Stroke-related icati
Pneumonia, n (%) 100 (20.4) 37 (24.5) 0.283
Urinary tract infection, n (%) 71(145) 30(19.9) 0.113
Recurrent stroke n (%)
No hemorrhagic 358(73.1) 114 (75.5)
n (%) 0.553
o
90 functional independency | 318 (64.9) 79(52.3) st
| (@BS53), n(%)
Radiological examination
Baseline ASPECTS, median 8[7-9] 7169] <0.001
[1QR]
Penumbra, mi, median [IQR] | 89 [53-126] 96 [55-127] 0.798
Infarct (CBF<30%), ml, median | 5 [0-14] 54 [33-80] <0.001
[1QR]
HIR, median [IQR] 0.3 [0.15-0.44] 0.57 [0.47-0.68] <0.001

FIG — fast infarct growth; TIA — transient ischemic attack; LKW - last known well; ASPECTS - Alberta
Stroke Program Early CT Score; CBF — cerebral blood flow; HIR — hypoperfusion intensity ratio

Background and Aims: The influence of sex and age on admission
blood pressure and how admission blood pressure relates to clinical
outcome (modified rankin score at 90days - mRS-90) in stroke pa-
tients treated with endovascular thrombectomy is unclear.
Methods: Retrospective analysis was performed on patients with
stroke receiving clot retrieval. Systolic blood pressure was assessed
as the first recorded value. Outcome was assessed by the modified
Rankin scale (mRS) score with mRS of O to 2 denoting functional in-
dependence. A multivariable binary logistic regression was created.
Results: In a cohort of 1079 stroke patients treated with clot re-
trieval, systolic blood pressure was dependent on age (p<0.0001)
and there was a significant interaction of sex with females less than
50years old presenting with lower blood pressure. Multivariable lo-
gistic regression revealed a quadratic relationship with both low and
high admission systolic blood pressure associated with decreased
odds of functional independence.
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Conclusion: Further investigation into sex differences in blood pres-
sure control and early stroke pathophysiology is required.
Disclosure: Nothing to disclose.

EPO-039 | Renal function and Neurofilament Light chain serum

concentrations in ischemic stroke

F. Ferrari'; F. Mazzacane®; N. Loizzo?; S. Scaranzin®; C. Morandi®;

M. Gastaldi®; A. Persico?; A. Cavallini?

!Department of Brain and Behavioral Sciences, University of
Pavia, Pavia, Italy; 2Cerebrovascular Disease & Stroke Unit,

IRCCS Neurological Institute Foundation Mondino, Pavia, Italy;
3Neuroimmunology Unit, IRCCS Neurological Institute Foundation

Mondino, Pavia, Italy

Background and Aims: Neurofilament Light chain (NfL) is a leading
biomarker of long-term stroke patients' prognosis. Next step is to
evaluate if NfL could be effectively employed as candidate surrogate
end-point in stroke studies. An accurate identification of potentially
confounding factors is required. This longitudinal prospective ob-
servational study investigates the correlations between NfL serum
concentrations and renal function in ischemic stroke patients.

Methods: We included patients with stroke at neuroimaging, 18-
80years, onset <24h, NIHSS >1, pre-stroke mRS<2. Exclusion
stroke/TBIl/other

chronic immunosuppression, pregnancy, severe chronic kidney

criteria:  TIA/previous neurological disease,
disease (eGFR<30mL/min). Patients were treated as standard of
care; serum creatinine was measured on admission blood tests.
NfL serum concentrations were determined with Ella Automated-
Immunoassay-System on samples collected within 24h from onset
(TO), after 3-5days (T1) and 7 +2days (T2).

Results: At present, 43 patients have been enrolled (12 females,
median age 64y[IQR18.5]. At onset, 53.5% had NIHSS 1-4, 39.5%

NIHSS 5-15, 7% NIHSS>16. NfL median values were lower at TO

eGFR

FIGURE 1 Correlation matrix between eGFR, age, mRS at 3 months,
NfL.
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(35.9pg/mL [IQR49.05]) vs T1 (66.1pg/mL [IQR97.25]; p=0.003) and
T2 (122pg/mL [IQR170.25]; p<0.001). NfL at all time-points corre-
lated positively with age and mRS at 3 months, and negatively with
eGFR (TOand T1 p<0.001, T2 p=0.01; Figure 1). Correlation analy-
sis showed a negative linear relationship between eGFR and NfL at
all time-points (p <0.01; Figure 2).
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FIGURE 2 Correlations between eGFR and NfL at the three time-
points.

Conclusion: NfL serum levels are inversely correlated with renal
function in ischemic stroke patients and this variable should be
considered in future studies as a potential source of bias in this
population.

Disclosure: This study was supported by the Italian Ministry of
Health "Ricerca Corrente 2022-2024" granted to IRCCS Mondino
Foundation.

EPO-040 | New metrics of hypoxic burden predict recurrent

cardio-cerebro-vascular events following ischemic stroke

I. Filchenko?; X. Yang; S. Baillieul?; A. Brill®; C. Bernasconi;

M. Schmidt; C. Bassetti’

!Department of Neurology, Inselspital, Bern University Hospital,
University of Bern; 2Univ. Grenoble Alpes, Inserm, U1300, CHU
Grenoble Alpes, Service Universitaire de Pneumologie Physiologie;
3Department for Pulmonary Medicine, Allergology and Clinical
Immunology, Inselspital, Bern University Hospital, University of Bern

Background and Aims: Considering the limitations of conventional
metrics of sleep-disordered breathing (SDB), novel physiologically
informed metrics are needed to better predict the risk of cardio-
cerebrovascular events (CCVE) associated with SDB. In this study,
we suggest the use of new metrics of hypoxic burden to predict
CCVE in stroke patients.

Methods: This is an exploratory analysis of the prospective obser-
vational longitudinal Sleep Deficiency & Stroke Outcome Study
(ClinicalTrials.gov Identifier: NCT02559739). In acute ischemic
stroke patients, hypoxic burden metrics were computed based on
the oximetry signal from the respiratory polygraphy within the first
week post-stroke. Recurrent CCVE were recorded over a 3-year
follow-up. Cox regression with adjustment for vascular risk factors
was used to investigate the prognostic value of 48 cardiovascular
parameters regarding CCVEs.

Results: Out of 447 recruited patients, 347 were included in this
analysis (Figure 1). 15% developed a future CCVE (mean observa-
tion time is 648days). The 99% occupied bandwidth and negative
peak duration significantly predicted vascular risk, whereas no as-
sociations were significant for apnea-hypopnea index (AHI), oxygen
desaturation index (ODI), area under curve following non-specific
desaturation <90%, or hypoxic burden parameters according to
Azarbarzin and Baumert (Figure 2). The 99% occupied bandwidth
and negative peak duration were not significantly associated with
AHIl or ODI (Figure 3).

Parameter Value

Age, years 65.10 [56.10, 73.70]
Sex (female) 125 (36.0%)

TIA 56 (16.1%)
NIHSS at admission, points 2.00 [0.00, 4.00]
NIHSS at discharge, points 0.00 [0.00, 2.00]
mRS at subacute stroke 0.00 [0.00, 1.00]
Intravascular stroke treatment 79 (22.8%)
Hypertension 200 (58.3%)
Diabetes 46 (13.3%)
Dyslipidemia 200 (59.3%)
Obesity 67 (19.5%)

Atrial fibrillation 33(9.7%)
Current smoking 85 (24.8%)

AHI, /h 7.30 [3.50, 18.40]
AHI220/h 73 (22.7%)

Abbreviations: AHI — apnea-hypopnea index, NIHSS — National Institute of
Health Stroke Scale, mRS — modified Rankin Scale, TIA — transient

ischemic attack.

Patient characteristics.
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Cox model 1: CCVE ~ respiratory parameter Cox model 2: CCVE ~ respiratory parameter
+ age + sex + hypertension + diabetes + age + sex + hypertension + diabetes
+ dyslipidemia + AF + smoking + dyslipidemia + AF + smoking + AHI
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Coefficient plots of Cox regression models showing the association
of respiratory parameters at acute stroke with the vascular risk.
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Properties of hypoxic burden metrics: histograms and associations
with AHI and ODI.

Conclusion: Among investigated parameters, 99% occupied band-
width and negative peak duration emerge as the most robust predic-
tors of CCVE after stroke. Future studies should further validate the
predictive ability of these markers.
National  Science

Disclosure:  Swiss

#320030_149752.

Foundation  grant

EPO-041 | Endovascular treatment in medium vessel occlusion:

Experience from a stroke unit

F. Assis Jacinto®; M. Lima?%; P. Bem?; V. Tedim Cruz'; C. Duque?
INeurology Department, Hospital Pedro Hispano, Matosinhos,
Portugal; 2Neuroradiology Department, Hospital Pedro Hispano,

Matosinhos, Portugal

Background and Aims: Medium vessel occlusion (MeVO) accounts
for 25-40% of ischemic strokes with visible vessel occlusion. The
endovascular treatment's (EVT) efficacy and safety hasn't been
confirmed in MeVOs. We aim to evaluate the functional outcome of
MeVOs that received EVT.

Methods: One-year retrospective study, with descriptive and com-
parative analysis.

Results: From 40 patients admitted, 10 (25%) received EVT (all with
M2 occlusion). The median age was 76.5years ([Q3-Q1]: [85.75-
61.5]). The median time from symptom onset to admission was 442.5
([Q3-Q1]: [840-117.5]) minutes with a median NIHSS at admission
of 7 ([Q3-Q1]: [11.75-3]). Median ASPECTS was 9 ([Q3-Q1]: [10-8])
with Tan collateral score of 3 in 10 patients. 15 patients received
acute revascularization treatment: 7 EVT, 5 iv thrombolysis (rtPA)
and 3 rtPA plus EVT. The median door-in-door-out time was 86 ([Q3-
Q1]: [139.5-71]) minutes and the median door-to-needle time was
136 ([Q3-Q1]: [193-133]) minutes. After EVT, 8 (20%) patients had a
TICI 2b. At discharge, the median NIHSS was 2 ([Q3-Q1]: [5.75-0]).
The median mRS at 90days was 3 ([Q3-Q1]: [4-1]). EVT isn't related
with mRS at 90days (p 0.920). EVT is related with a greater variation
between NIHSS at admission and at discharge (p 0.014). A favour-
able mRS at 90days was significantly related with a lower NIHSS at
discharge (p 0.032).

Conclusion: Despite the absence of direct correlation between EVT
and favourable functional outcomes at 90days, EVT is significantly
correlated to a greater variation between NIHSS at admission and at
discharge suggesting a possible efficacy of this procedure in MeVOs.

Disclosure: Nothing to disclose.

EPO-042 | Dynamic outcome prediction of alteplase-treated
acute ischemic stroke patients: A machine learning approach

. Petrovi¢t; S. Njegovan?; O. Tomasevi¢%; S. Raji¢t; D. Vlahovic';

Z. Bozic%; I. Milosavljevi¢t; A. Balenovic?; Z. Zivanovic¢!

Faculty of Medicine, University of Novi Sad; 2Department of Systems,
Signals and Control Engineering, Faculty of Technical Sciences,
University of Novi Sad, Novi Sad, Serbia; 3Neurology Clinic, University

Clinical Center of Vojvodina, Novi Sad, Serbia

Background and Aims: Numerous factors impact the functional
outcomes of acute ischemic stroke (AlIS) patients treated with intra-
venous thrombolysis (IVT). Currently, there is a lack of predictive
models incorporating clinically relevant features at various time
points. This study aimed to develop a machine-learning model for
dynamic prediction of functional outcomes.

Methods: Retrospective analysis involved alteplase-treated AIS
patients at the University Neurology Clinic of Vojvodina (Novi Sad,
Serbia) from December 2008 to December 2022. Clinical data were
categorized into four groups based on collection time: Baseline,
2-h, 24-h, and Discharge features. These were utilized as input for
the model. The 90-day modified Rankin scale (mRS), as an outcome
measure, determined favorable (mRS <2) and unfavorable outcomes
(mRS 23). The main classifier evaluation parameter was the area
under the receiver operating characteristic (AUC-ROC) curve.
Results: The study comprised 355 patients (average age 66.4years,
64% male), with 55% achieving a favorable outcome. Models dem-
onstrated good discrimination on the testing set (AUC=0.80-0.96),
with the highest values in the 24-h (AUC=0.89-0.91) and discharge
models (AUC=0.96).
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Conclusion: The baseline model is applicable for predicting clinical
outcomes before IVT, aiding in decision-making for its initiation,
while other models enhance predictive accuracy for post-IVT clini-
cal outcomes, allowing timely adaptations in treatment approaches.

Disclosure: Nothing to disclose.

EPO-043 | The outcome prediction of ischemic stroke patients
with atrial fibrillation: An interpretable machine learning study

I. Petrovi¢!; M. Ivanievi¢?; A. Balenovi¢?; I. Milosavljevict; S. Raji¢®;
D. Vlahovic¢'; Z. Bozi¢?; Z. Zivanovi¢!

lFacuIty of Medicine, University of Novi Sad, Novi Sad, Serbia; 2Faculty
of Medicine, University of Belgrade, Belgrade, Serbia; 3Neurology Clinic,
University Clinical Center of Vojvodina, Novi Sad, Serbia

Background and Aims: Considering that patients with atrial fibrilla-
tion (AF) can also achieve favorable outcomes, there is a noticeable
literature gap in identifying contributing factors and prediction pos-
sibilities for this group. The aim was to utilize interpretable machine
learning (IML) to analyze the functional outcomes of stroke patients
with admission AF.

Methods: We included 381 alteplase-treated acute ischemic stroke
(AIS) patients, out of which AF was registered in 29% during ad-
mission. Based on the 90-day modified Rankin Scale (mRS) value,
two groups were made: a favorable outcome group (mRS <2), and

an unfavorable outcome group (mRS 23). 63 features were used as
input for the analysis and model build-up. The decision-making pro-

cess was better understood through the interpretation packages.

The Model
Feature selection Selection of the  Training and
process classifiers Testing

Preparation o
Precision

Accuracy

Defining the features (X) l Fl-score
Defining thu outcome (Y)
Y=1 (FO) Recall
Y =0(UFO)
AUC-ROC

Machine Learning Model Build-Up Process

Results: In the AF group (n=109), a favorable outcome was achieved
in 55% of patients, and 4 selected distinguishing variables were:
the patient's age, the baseline and 24-h value of NIHSS (National
Institutes of Health Stroke Scale), and the type of stroke determined
by OCSP (Oxfordshire Community Stroke Project). Logistic regres-
sion showed high predictive power (AUC=0.922), and the interpre-
tation packages revealed a 24-h NIHSS value as the most influential
factor.

SHAP analysis results - the whole group-level interpretation

Prediction probabilities UFO FO

o o]
1 [ b9

Feature Value
INIHSS 24h 10.00
Type of Stroke 2.00

8.00 < NIHSS 24h

1.00 < Type of Stroke

00 < Age <= 73.00

[Age 67.00
Baseline NIHSS 11.00

10.00 < Bascline NIH.

LIME analysis results - the individual-level interpretation

Conclusion: By focusing on alteplase-treated ischemic stroke pa-
tients with admission AF, this study identified younger age, lower
baseline and 24-h NIHSS values, and OCSP types of AlS other than
TACI as important predictors of a favorable 90-day functional out-
come. IML can enhance trust and aid in understanding the decision-
making ‘black box’ of machine learning.

Disclosure: Nothing to disclose.



30 of 457 |

ABSTRACT

EPO-044 | Endovascular treatment in ischemic stroke with

isolated anterior cerebral artery occlusion

EPO-045 | Obstructive sleep apnea syndrome: A

cerebrovascular risk factor, linked to Alzheimer's disease

J. Mayol; M. Rodrigo-Gisbert'; M. Olivé-Gadea'; F. Rizzo; F. Diana?;
M. Rubiera®; C. Molina®; A. Tomasello?; M. Ribé?; M. Requena®
IStroke Unit, Department of Neurology, Hospital Universitari Vall
d'Hebron, Barcelona, Spain; 2Department of Neuroradiology, Hospital

Universitari Vall d'Hebron, Barcelona, Spain

P. Guillot; F. Roche?; N. Barth®; N. Perek*

Université Jean Monnet, Saint-Etienne, France; 2CHU, Saint-Etienne,
France; ]INSERM, U1059, SAINBIOSE, Université de Lyon, Saint-
Etienne, France; 4Ge’rontop6le AURA, 25 boulevard Pasteur, Saint-

Etienne, France

Background and Aims: Limited data exist on endovascular treat-
ment (EVT) for anterior cerebral artery (ACA) occlusion-associated
ischemic stroke, leading to variability in therapeutic decisions.
Therefore, we aim to evaluate EVT safety and efficacy in patients
with ACA occlusions compared with best medical treatment (BMT).
Methods: Retrospective cross-sectional study involving consecu-
tive patients presenting with isolated ACA occlusion stroke from
November-2015 to November-2023. The study delineated baseline
clinico-radiological characteristics and treatment-related factors.
Primary safety outcomes included symptomatic intracerebral hem-
orrhage (sICH) and 90-day mortality. Secondary outcome was func-
tional independence (90-day mRS=0-2).

Results: Among the 68 patients, 41 (60.3%) underwent EVT. Median
age was 78 (IQR 73-84) years [EVT 77, IQR 68-84 vs BMT 84, IQR
73-89; p=0.137]. Median NIHSS score was 9 (IQR 5-16) [EVT 9, IQR
7-17 vs BMT 7, IQR 4-16; p=0.478]. No statistically significant dif-
ferences were observed between patients undergoing EVT or BMT
in sICH rate (EVT 10.5% vs BMT 4.5%, OR 1.179, 95% CI 0.078-
17.84; p=0.905), 90-day mortality (EVT 26.3% vs BMT 29.3%, OR
1.874, 95% Cl 0.372-9.443; p=0.447), or functional independ-
ence (EVT 36.4% vs BMT 25.0%, OR 0.774, 95% Cl 0.078-7.634;
p=0.826). Among patients undergoing EVT, cardioembolic stroke
showed higher odds of functional independence than other etiolo-
gies (OR 5.54, 95% Cl 1.095-27.99; p=0.038).

NeF : sodium Fluorescemn - TEER : Trans endothélisl Electnic Resistance

Electrode
Sodium Electrode TEER
NaF fluorescein

Exosome

RTEER  Resistance of the cell layer
RM Cell culture medium

RI Insent

REMI  Electrode medium interface

Conditioned astrocyte medium
Endothelials HBEC-5i

Method for permeability testing when exosomes are in contact
with the BBB model

Conclusion: In our series, EVT for isolated ACA occlusion stroke was
safe, although it did not significantly modify outcomes. Within EVT
patients, cardioembolic stroke showed greater benefits. Ongoing ran-
domized clinical trials will determine EVT efficacy for ACA occlusions.

Disclosure: Nothing to disclose.

Background and Aims: Some studies have shown a link between ob-
structive sleep apnea syndrome (OSA) and Alzheimer's disease (AD).
Our aim is to show that OSA is associated with cognitive disorders
and has biological similarities with AD.

Methods: Isolation, characterization and quantification of exosomes
from blood sera of non-AD apneic elderly subjects (n=15); non-AD
non-apneic elderly controls (h=15) and AD elderly subjects (in progress,
currently n=10). Establishment of an in vitro BBB model whose perme-
ability will be measured in contact with exosomes from each group.
Results: After isolation by precipitation and chromatography, char-
acterization of exosomes by Western blot (WB) and ELISA using
anti-CD81, CD63 and CD9 antibodies showed that apneic subjects
had a high level of exosomes similar to AD patients. In addition,
the exosomes of apneic subjects contained TAU and beta-Amyloid
proteins in almost the same quantities as those of AD patients. The
in vitro BBB model (monoculture of endothelial cells in astrocyte-
conditioned medium) showed an increase in permeability of the
model in contact with exosomes from apneic subjects similar to
AD subjects. However, patients with very severe apnea induced a
greater alteration of the BBB than AD patients.

Endothelial cell core
staining HBEC-5i DAPI
(blue)

Exosome staining
PKH26 (red)

Cell membrane staining
Z0-1 (greer

Imaging exosomes in contact with endothelial cells

Conclusion: Analysis of exosomes from the 3 groups showed simi-
larities between the apneic and AD groups compared with controls,
suggesting that OSA may be a factor in the development of AD.
Disclosure: Nothing to disclose.
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EPO-046 | A new way to modulate somatosensory cortex: High

frequency tACS matching individual evoked HFOs frequency

A. Cruciani®; G. Pellegrino?; A. Todisco®; F. Motolese'; M. Sferruzzi';
D. Norata®; F. Santoro®; G. Musumeci®; M. Rossi'; F. Pilato’;

V. Di Lazzaroi; F. Capone1

lDepartment of Medicine and Surgery, Unit of Neurology,
Neurophysiology, Neurobiology, and Psychiatry, Universita Campus
Bio-Medico di Roma, Roma, Italy; 2Epilepsy program, Schulich School of
Medicine and Dentistry, Western University, London, Ontario, Canada

Background and Aims: Transcranial Alternating Current Stimulation
(tACS) modulates brain activity non-invasively through electrical
currents, with established effects on the primary motor cortex. This
study explores the entrainment effects of tACS on the somatosen-
sory system, particularly on evoked high-frequency oscillations
(HFOs), comparing individualized, standard (600Hz), and sham set-
tings in healthy subjects.

Methods: The study involved three blocks, each a week apart and
randomized among participants: Individualized tACS at the individu-
al's HFOs rhythm, Standard tACS at 600 Hz, and Sham stimulation.
Nineteen healthy participants underwent median nerve stimulation,
and somatosensory evoked potentials (SEPs) were recorded before
tACS (TO), immediately after tACS (T1), and 10 minutes after tACS
(T2). High-frequency oscillations (HFOs) were identified and ana-
lyzed using a customized MATLAB pipeline. tACS was administered.
Statistical analysis assessed differences across stimulations in delta
values (T1-TO, T2-TO) using one-way repeated measure ANOVA and
post-hoc comparisons.

Results: Comparing TOto T1and TOto T2 we found that Individualized
tACS significantly increased Area Early compared to Standard and
Sham, but no differences were observed between Standard and
Sham. Area Late, N20 amplitude, and N20 latency showed no sig-
nificant effects across stimulations at both time points (T1, T2).
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Schematic representation of tACS delivered over left S1.
Representative HFOs from subject 7: a) HFOs before tACS (TO); b)
HFOs immediately after individualized tACS (T1)
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Conclusion: Concluding, we here provide the first evidence that
tACS tuned to the individual HFOs frequency modulates the thalam-
ocortical activity in a frequency- and time-specific manner. Multiple
studies have demonstrated dysregulation of HFOs in various patho-
logical conditions. Accordingly, the evidence of individualized tACS
capacity to influence somatosensory system could potentially pave
the way for novel therapeutic applications.

Disclosure: Nothing to disclose.
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EPO-047 | EEG and brain MRI alterations in transient global

amnesia: The impact of time and gender

C. Ferrazzoli®; A. Castelli; V. Ferrazzoli2; A. Paganol; G. Di Mauro®;
C. Liguori*; N. Mercuri®; F. Placidi?; F. I1zzi*

IEpilepsy Center, Neurology Unit, Department of Systems Medicine,
University of Rome Tor Vergata, Rome; 2Diagnostic Imaging Unit,
Department of Biomedicine and Prevention, University of Rome Tor

Vergata, Rome

Background and Aims: The aim of the study is to evaluate the preva-
lence and characteristics of EEG and Brain MRI findings in patients
with transient global amnesia (TGA).

Methods: This single-center observational retrospective study ex-
amined adult inpatients admitted at Policlinico Tor Vergata (2013-
2023) with transient global amnesia (TGA), diagnosed according to
Hodges and Warlow criteria. Only patients who underwent both
EEG and brain MRI were included.

Results: Of 69 patients meeting criteria (41 females, 28 males; mean
age 62.38+9.20years), TGA symptoms lasted 5.46+6.14 hours.
EEG abnormalities occurred in 68.1% of patients, predominantly bi-
lateral (38.3% left, 51% bilateral, 10% right, p=0.002). Focal slowing
was observed in 33.3%, and interictal epileptiform abnormalities in
34.8%. Epileptiform changes were more frequent in females than
males (46.3% vs. 17.86%, p<0.05). EEG latency from TGA was
shorter in the epileptiform group (47 +22.63 vs. 61.86+36.6 hours,
p=0.013). Brain MRI revealed DWI positive lesions in 23.2% (left
prevalence 11/16, bilateral 4/16, right 1/16, p=0.007). DWI-positive
patients had a shorter time interval from attack to MRI (82 +27.66
vs. 101.43 +45.54 hours, p<0.05). No significant correlation existed
between DWI positivity and EEG alterations or lateralization.
Conclusion: The study affirms timing importance, with shorter in-
tervals correlating with increased EEG and MR-DWI findings in TGA.
Left-sided DWI lesion dominance was noted, consistent with prior
studies. No lateralization of EEG abnormalities was found, and MRI
and EEG results showed no significant association. Additionally, a
significant correlation between gender and paroxysmal EEG abnor-
malities suggests a potential gender-specific etiology in TGA, war-
ranting further investigation.

Disclosure: Nothing to disclose.

EPO-048 | Investigating the working mechanism of transcranial
direct current stimulation

E. Lescrauwaet!; M. Sprengers?; E. Carrette!; C. Algoet?;

A. Mertens?; D. Klooster?; R. Raedt?; P. Boon; K. Vonck?

14brain, Department of Neurology, Reference Center for Refractory
Epilepsy, Ghent University Hospital, Ghent, Belgium; 2Department of
Electrical Engineering, Eindhoven University of Technology, Eindhoven,
The Netherlands

Background and Aims: Transcranial Direct Current Stimulation
(tDCS) is used to modulate neuronal activity but its exact mechanism
of action (MOA) is unclear, hampering its clinical applicability. This
study investigates tDCS modulation of the corticospinal neurotrans-
mission and its MOA. By anesthetizing the scalp before applying
tDCS and by applying tDCS to the cheeks, we investigated whether
stimulation of peripheral and/or cranial nerves substantially contrib-
utes to the effects of tDCS.

Methods: In a randomized cross-over study, 4 conditions were com-
pared in 19 healthy volunteers: (1) anodal tDCS (a-tDCS) over the
motor cortex, (2) a-tDCS over the motor cortex with a locally ap-
plied anesthetic on the scalp, (3) a-tDCS over the cheek region and
(4) sham a-tDCS over the motor cortex. Motor evoked potentials
(MEPs) were measured before and up to 1h after a-tDCS. A ques-
tionnaire was used to assess the tolerability of a-tDCS.

Results: A significant MEP amplitude increase compared to baseline
was found from 30 to 60min after motor cortex a-tDCS. When ap-
plying a-tDCS over the motor cortex with a local anesthetic applied,
only a non-significant small increase in MEP amplitude compared to
baseline was observed. The questionnaire demonstrated that side
effects are significantly lower when the local anesthetic was applied
before a-tDCS administration.

Conclusion: The significant MEP amplitude increase observed post
a-tDCS supports the modulatory effects of tDCS. The absence of
significant modulation when a local anesthetic was applied suggests
that effects of tDCS are not solely established through direct corti-
cal stimulation, but stimulation of peripheral and/or cranial nerves
might contribute to tDCS-induced modulation

Disclosure: Nothing to disclose.

EPO-049 | Exploring brain network dynamics in parkinson's

patients with visual hallucinations: An EEG microstate approach

E. Toplutas®; R. Uysal Kaba?; B. Giintekin®; L. Hanoglu®
!Department of Neurology, Istanbul Medipol University, Istanbul,
Turkey; ?Institute of Neuroscience, Istanbul Medipol University,
Istanbul, Turkey; *Department of Biophysics, Istanbul Medipol
University, Istanbul, Turkey

Background and Aims: In this study, we explore the realm of
Parkinson's disease (PD), focusing on the manifestation of visual
hallucinations (VH), a symptom often overshadowed yet critical in
understanding the disease's complexity. Our aim is to elucidate the
alterations in brain networks among PD patients experiencing VH,
utilizing EEG microstate analysis. This approach offers a window into
the neurophysiological processes underpinning these hallucinatory
experiences.

Methods: Our cohort consisted of 19 PD patients reporting VH and
a matched group of 20 PD patients without such symptoms. The
matching criteria included age, gender, educational level, cognitive
performance, and PD motor scores. We captured the brain's electri-
cal activity through 5-min EEG recordings in a resting state with eyes



ABSTRACT

33 of 457

closed. The analysis of EEG microstates was conducted using tem-
plates derived from healthy controls, segmented into seven distinct

topographical maps.

Jalslels

The analysis of EEG microstates was conducted using templates
derived from healthy controls, segmented into seven distinct
topographical maps.

Results: Between the two groups, statistical analysis revealed no
significant differences in demographics, cognitive assessments, or
motor scores. When examining the EEG microstate parameters, in-
cluding duration, occurrence, and coverage, the results were con-
sistent across all seven microstates, showing no notable variations.
However, a significant finding emerged in the transition probabili-
ties, with the VH group exhibiting a markedly lower frequency of

transitions from microstate G to microstate F (p <0.001).

The probabilities of microstate transitions are illustrated here,
with the VH group exhibiting a significantly lower frequency of
transitions from microstate G to microstate F (p <0.001).

Conclusion: This study explores at EEG microstate alterations in PD
patients who have VH, providing information on the neurophysio-
logical processes that underpin these phenomena. The findings give
a more advanced understanding of the disease's neural origins than
just symptomatology.

Disclosure: There are no conflicts of interest.

EPO-050 | Neurophysiological consequences of network

degeneration in Alzheimer's disease

F. Freri®; E. Canu®; G. Bertazzoli2; V. Castelnovo®; M. Marizzoni3;

C. Bagattini®; C. Fracassi*; M. Bulgari®; M. Delai*; E. Ferrari®;

A. Stango*: A. Geviti®; N. Bonfiglio®; M. Pievani®; D. Brignani®;

V. Romei’; V. Nicolosi®; F. Agostas; M. FiIippi9; M. Bortoletto*
1Neuroimaging Research Unit, Division of Neuroscience, IRCCS San
Raffaele Scientific Institute, Milan, Italy; 2Neurophysiology Lab, IRCCS
Istituto Centro San Giovanni di Dio Fatebenefratelli, Brescia, Italy; and
Center for Mind/Brain Sciences CIMeC, University of Trento, Rovereto,
Italy; SLaboratory Alzheimer's Neuroimaging & Epidemiology, IRCCS
Istituto Centro San Giovanni di Dio Fatebenefratelli, Brescia, Italy;
“Neurophysiology Lab, IRCCS Istituto Centro San Giovanni di Dio
Fatebenefratelli, Brescia, Italy; SUnit of Statistics, IRCCS Istituto Centro
San Giovanni di Dio Fatebenefratelli, Brescia, Italy; °Department of
Clinical and experimental Sciences, University of Brescia, Brescia, Italy;
’Centro Studi e Ricerche in Neuroscienze Cognitive, Dipartimento di
Psicologia, Alma Mater Studiorum-Universita di Bologna, Campus di
Cesena, Cesena, Italy; Facultad de Lenguas y Educacion, Universidad
Antonio De Nebrija, Madrid, Spain; SNeuroimaging Research Unit,
Division of Neuroscience, and Neurology Unit, IRCCS San Raffaele
Scientific Institute, and Vita-Salute San Raffaele University, Milan, Italy;
?Neuroimaging Research Unit, Division of Neuroscience, Neurology
Unit, Neurorehabilitation Unit, and Neurophysiology Service, IRCCS
San Raffaele Scientific Institute, and Vita-Salute San Raffaele

University, Milan, Italy

Background and Aims: Aim of this study is to demonstrate that
TMS-evoked potentials (TEPs) can track neurodegeneration within
cortical networks in Alzheimer's disease (AD).

Methods: We collected TEPs, resting state functional MRI (rs-fMRI),
diffusion tensor imaging (DTI), and an extended neuropsychological
evaluation in AD cases at various stages of the disease and healthy
controls. TEPs were elicited by stimulating the parietal nodes of the
default mode network (DMN) and the frontal nodes of the executive
control network (ECN). We tested for differences in cognition, WM
microstructural tract integrity and early TEP amplitudes (<50 ms)
across groups.

Results: Two early TEP components generated for DMN stimulation,
i.e., P20P and N20F, showed significantly higher amplitude after left
stimulation than after right stimulation in mild cognitive impairment
(MCI) due to AD, and not in other groups. Moreover, the N20F fol-
lowing a left DMN stimulation was stronger in MCI patients com-
pared to healthy controls and to AD patients in dementia stage.
Conclusion: In the early stages of the disease, AD is associated with
asymmetric alterations of neurophysiological responses in the DMN,
in line with previously reported vulnerability of this network and of
the left hemisphere in AD cases. The increased TEP responses only
in the MCI group indicate that neurophysiological alterations within
the DMN are not linearly related with the disease staging. Early TEP
components from DMN stimulation have the potential to differenti-
ate MCl due to AD from healthy individuals. Funding: Italian Ministry
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of Health (GR-2016-02364132). Foundation Research on Alzheimer
Disease.

Disclosure: F Freri, G Bertazzoli, V Castelnovo, C Bagattini, C Fracassi,
M Bulgari, M Delai, E Ferrari, A Stango, A Geviti, NS Bonfiglio, D
Brignani, V Romei,V Nicolosi have nothing to disclose. E Canu re-
ceived research supports form the Italian Ministry of Health (IMH).
M. Marizzoni receives research support from IMH. M Pievani re-
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support from IMH. M. Filippi received compensation for consulting
services from Alexion, Almirall, Biogen, Merck, Novartis, Roche,
Sanofi, speaking activities from Bayer, Biogen, Celgene, Chiesi ltalia
SpA, Eli Lilly, Genzyme, Janssen, Merck-Serono, Neopharmed Gentili,
Novartis, Novo Nordisk, Roche, Sanofi, Takeda, and TEVA, participa-
tion in Advisory Boards for Alexion, Biogen, Bristol-Myers Squibb,
Merck, Novartis, Roche, Sanofi, Sanofi-Aventis, Sanofi-Genzyme,
Takeda, scientific direction of educational events for Biogen, Merck,
Roche, Celgene, Bristol-Myers Squibb, Lilly, Novartis, Sanofi-
Genzyme, he receives research support from Biogen ldec, Merck-
Serono, Novartis, Roche, IMH, the Italian Ministry of University
and Research, and FISM. F. Agosta received speaker honoraria from
Biogen ldec, Italfarmaco, Roche, Zambon and Eli Lilly, and receives
or has received research supports from IMH, the Italian Ministry of
University and Research, AriSLA, the European Research Council,
the EU Joint Programme - Neurodegenerative Disease Research,
and Foundation Research on Alzheimer Disease.

EPO-051 | Repetitive transcranial magnetic stimulation of the
supplementary motor complex: What is known?

K. Germanoval; K. Panidil; M. Nazarova?
nstitute for Cognitive Neuroscience, Centre for Cognition and Decision
Making, HSE University; 2Department of Neuroscience and Biomedical

Engineering, Aalto University, Finland

Background and Aims: The supplementary motor complex (SMC),
consisting of the pre-SMA and SMA-proper, contributes to a wide
variety of brain functions. Non-invasive brain stimulation over both
pre-SMA and SMA-proper areas effectively modulated different as-
pects of neurological and psychiatric disorders. In this review, we
focused on studies with repetitive transcranial magnetic stimulation
(rTMS) applied to these regions in both healthy individuals and clini-
cal populations.

Methods: We collected original studies in English from the
PubMed, Cochrane, and Scopus databases (PROSPERO ID -
CRD42020141289) categorizing them into (1) studies on healthy vol-
unteers and (2) studies on patients. From each study, we extracted:
demographics, the function investigated, stimulation parameters
including TMS coil targeting approach, and the primary outcomes.
Results: The final sample included 129 articles: 68 studies performed
on healthy and 61 studies on clinical populations. Notably, the ma-
jority of studies focused on the SMA-proper rather than the pre-
SMA. In the healthy participants, the SMA-proper was stimulated

aiming to influence both motor (65% of papers) and cognitive pro-
cesses (25% of papers), 10% of the article reported only neurophysi-
ological findings. The pre-SMA stimulation was also applied aiming
to modulate primarily motor function (79%). In the clinical popula-
tion, both regions were stimulated to mitigate motor impairment
symptoms. The SMA-proper was mostly stimulated in patients with
Parkinson's disease (>40% of papers), while the pre-SMA - in pa-
tients with obsessive-compulsive disorder.

Conclusion: We suggest that SMA-proper/pre-SMA is a promising
target for TMS for various neuropsychiatric conditions. Nevertheless,
further research is needed to understand the interhemispheric and
SMA/pre-SMA effect differences.

Disclosure: Nothing to disclose.

EPO-052 | Dopaminergic therapy and swallowing physiology in
patients with Parkinson's disease: An electrophysiological study

G. Cosentino®; M. Todisco?; M. Rossi®; G. Belluscio®: S. Malaspinas;
M. Avenali®; C. Pacchetti?; R. Zangagliaz; M. Fresia?; F. Valentino?
University of Pavia. IRCCS Mondino Foundation; 2IRCCS Mondino
Foundation; 3University of Pavia

Background and Aims: Though dopaminergic therapy is the gold-
standard treatment for PD, its effects on the swallowing function
are still debated. Objective of the study is to assess the swallow-
ing function through an electrokinesigraphic approach in a group
of non-dysphagic PD patients with motor complications evaluated
both in off- and on-therapy.

Methods: the repeated swallowing of a liquid bolus was performed
while recording the following parameters: i) surface electromyo-
graphic activity of the submental-suprahyoid muscles (sh-EMG),
involved both in the oral and pharyngeal phases of swallowing); ii)
intraswallowing apneic pause (AP); iii) pharyngo-laryngeal mechano-
gram (PLM). Amplitude, duration and area of the recorded signals
and time intervals were calculated using the Matlab platform. All pa-
tients were assessed both in on- and off-medication state.

Results: 11 patients (64 + 6.4, 4F/7M) were enrolled and completed
the experimental assessments. A significant (p<.05) shortening of
the interval between the inspiratory and expiratory peaks follow-
ing the swallowing act and the end of the AP was observed in the
on- vs. off-medication state. Better but not statistically significant
swallowing performances were also observed in patients when on-
medication, in particular we observed a shorter oro-pharyngeal
delay (p=.11) and a larger area of the PLM (p=.017)

Conclusion: dopamine therapy can improve the synergy between
breathing and swallowing in accordance to previous findings that
dopaminergic treatment can improve pulmonary function tests.
However, based on these preliminary results in a small group of non-
dysphagic PD patients, no significant changes in the other aspects of
the oral and pharyngeal phases of swallowing were observed.

Disclosure: None.
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EPO-053 | Neurophysiological evidence on the intravenous

methylprednisolone use in spinal surgery

J. Park; K. Kwak; J. Park; D. Kim; H. Eom; Y. Park
Department of Rehabilitation Medicine, Gangnam Severance Hospital,
Yonsei University College of Medicine, Seoul, Republic of Korea

Background and Aims: Research suggests corticosteroids post-spinal
injury might increase side effects without benefits, highlighting a
lack of symptom or electrophysiological controls. The hypothesis is
that intravenous methylprednisolone (IVMP) could restore surgery-
induced MEP amplitude reduction in a range-dependent manner,
potentially improving postoperative motor scores.

Methods: This study reviewed spinal surgery patients with neuro-

physiological monitoring at a tertiary hospital, 2017-2023. Patients

TABLE 1 Basic characteristics

Table 1. Basic characteristics

Variables Steroid (N =71) Non-steroid (N = 29) P
Demographics
Age, mean (SD), y 53.7 (15.4) 55.8(14.8) 0.535
Gender, No.(%) 0.073
Male 36 (50.0) 20 (71.4)
Female 36 (50.0) 8(28.6)
Underlying systemic disease, No.(%)
Hypertension 24 (33.3) 8(28.6) 0.812
Other cardiovascular disease 342 2(7.1) 0.617
Diabetes mellitus 10 (13.9) 5(17.9) 0.756
Peripheral neuropathy 0 (0.0) 0(0.0) 1.000
Main diagnosis, No.(%)
Spinal cord tumor 37 (51.4) 7(25.0)
Ossification of posterior longitudinal ligament 23 (31.9) 8 (28.6)
Herniated cervical disc 5(6.9) 5(17.9)
Ossification of ligament flavum 2(28) 4(143)
Spinal stenosis 1(1.4) 0(0.0)
Other 4 (5.6) 4(143)
Lesion occupying spinal level, mean (SD) 34(1.7) 3.7(1.9) 0372
Lesion level category, No.(%) 0.434
Cervical 41 (56.9) 12 (42.9)
Cervico-thoracic 9 (12.5) 4(143)
Thoracic 17 (23.6) 11(39.3)
Thoraco-lumbar 342 0(0.0)
Lumbar 228 1(3.6)
Preoperative characteristics
Preoperative motor score, mean (SD), score 91.1 (8.6) 94.3 (7.4) 0.263
Preoperative motor deficit, No.(%) 0.110
Motor deficit 49 (68.1) 14 (50.0)
No motor deficit 23 (31.9) 14 (50.0)
Perioperative characteristics
Main operation type, No.(%)
Tumor removal 37 (51.4) 7(25.0
Posterior spinal fusion 342 5(17.9)
Anterior cervical discectomy and fusion 342 4(14.3)
Laminectomy 21 (29.2) 7 (25.0)
Laminoplasty 6 (8.3) 4(14.3)
Other 228 1(3.6)
Operation level, No.(SD) 45 (22) 3.9(1.8) 0.249
Intraoperative motor eveked potentiall (MEP)
MEPump reduction, mean (SD), % -57.55 (33.17) -59.78 (32.63) 0531
MEPum reduction, muscle No.(%)
Total 524 (100.0) 183 (100.0)
-100% 24 (4.6) 10 (5.5)
=100% ~ -80%, -80% 83 (15.8) 32(17.5)
-80% ~ -50%, -50% 59 (11.3) 30 (16.4)
-50% ~ 0% 130 (24.8) 50 (27.3)
No reduction 228 (43.4) 61 (33.3)
MEPump at the end, mean (SD), % -4.34 (104.04) -20.75 (97.01) 0.133
Hemodynamic characteristics
Bleeding amount, mL, mean (SE) 949.4 (124.3) 752.5 (157.7) 0.079
BP after induction, mmHg, mean (SD)
SBP 130.4 (16.3) 122.8 (17.1) 0237
DBP 76.3 (10.9) 71.1 (15.2) 0.298
MAP 94.4 (11.7) 88.3 (14.7) 0.156
Postoperative characteristics
Motor score in PODI, mean (SD), score 86.5 (11.3) 89.3 (11.7) 0.280
ZMotor, mean (SD), score -4.6 (9.6) -5.0 (8.3) 0.835
Motor change in POD1 0.386
Motor improvement 10 (13.9) 1(3.6)
No motor change 26 (36.1) 11 (39.3)
Motor deterioration 36 (50.0) 16 (57.1)

AMotor = Motor score of postoperative da standard deviation.

1 - Motor score of preoperative day 1; SD.

ally significant.

Student's t-test, Mann-Whitney test, or Fisher's exact test; P < 0.05, st:

with over 50% MEP reduction were categorized into steroid and
non-steroid groups upon surgeon's decision. MEP monitoring oc-
curred at set intervals post-event, with examining MEP restoration
and its correlation with motor recovery across defined MEP decline
ranges. Statistical methods like T-tests and Pearson's correlation
evaluated the effect of MEP recovery on motor outcomes.

Results: The analysis included 100 patients (71, steroid; 29, non-
steroid group), with 807 muscles examined (524, steroid; 183 non-
steroid group) (Table 1). The steroid group demonstrated higher
MEP amplitudes (%) compared to the non-steroid group exclusively
in the -100% to -80% MEP reduction range (Figure 1). A significant
correlation was identified between the recovery of MEP amplitude
and motor score improvement within the -80% to -50% reduction
range (Table 2). For cases with complete MEP loss (-100%), no recov-

ery in MEP or motor function was observed (Figure 1 and Table 2).

A MEP reduction: -100% B. MEP reduction: -100% ~ -80%, -80%

140 140
2 2
10 100
® ®
& &
“© “
2 2

o o

0 20 4 e 8¢ 100
20

MEP amplitude (compared to baseline, %)
MEP amplitude (compared to baseline, %)
8
8
5

120
Time (min) Time (min)

C. MEP reduction: -80% ~ -50%, -50% D. MEP reduction: -50% ~ 0%

10 10

2
o /h o
100 80 20 0/ % & 8 10

ol s
Dvmtbwwiw

MEP amplitude (compared to baseline, %)
MEP amplitude (compared to baseline, %)

120 120
Time (min) Time (min)
E. MEP reduction: no reduction

10 o Steroid group
120 ! —e— Non-steroid group.

100 80 50 40 20 2 0 0 0 W0

MEP ampiltude (compared to baseline, %)

a2
“Time (min)

Figure 1. The MEP change over time in steroid and non-steroid group
MEP, motor evoked potential. Student's t-test was applied to compare the MEP amplitude between groups at each timepoint.
P <0.05, statistically significant. *, P <0.05.

FIGURE 1 The MEP change over time in steroid and non-steroid
group
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TABLE 2 Correlation between MEP change and postoperative e o oo et = on
motor outcome — .
9 First evaluation (1)
MEP reduction Group AMEP, %, mean (SD) AMotor ANy 8igns* andior symptoms™
Omin-20min  Omin-40min  Omin—60min  Omin—90min  mean (SD) //\
Steroid  0.00 (0.00) 0.00 (0.00) 0.00 (0.00) 0.19 (0.67)
r(P) - - - 032028 G0 b >
100% Non-steroid 000 (0.00) 0.00 (0.00) 0.00 (0.00) 0.00 (0.00) v X
-13.90 (5.36) Prevalent control
r(P) - B . - ©case(n=30) (n=31)
Steroid  27.37 (6131) 3620 (45.54) 6383 (7427) 9241 (108.41) ¥ ¥
-1.70 (3.36) evaluation
-100% ~ -80%, F(P) 0175 (0.113)  0.237(0.033)* 0252 (0.037)*  0.234 (0.077) B, Ay g i Sl
-80% Non-steroid ~ 7.28 (17.56)  14.19 (23.52)  25.78 (38.44) 58.94 (101.62) 103 258)
r(P) 0.111(0.547)  0.078 (0.670)  0.076 (0.720) 0.213 (0.506) : i 4/\
Steroid  68.92 (137.77)  61.05 (130.58)  99.55 (160.92)  112.84 (176.74) 192 G51) Yes No
_80% ~ -50%, F(P) 0259 (0.048)* 0241 (0.071) 0325 (0.023)* 0349 (0.018)* Vv ¥
-50% Non-steroid ~ 32.55 (94.57)  44.72(100.77)  67.17 (105.63)  90.98 (124.96) 257 442) incident Incident
F(P) 0207(0273)  0.300(0.145)  0.305(0.178)  0.399 (0.158) oneat) ]
Steroid 2407 (6180)  18.39.(5947) 19126141 36606979
P F(P) 0.059(0.502) -0.062 (0.498)  0.093 (0.343)  0.025 (0.821)
Nom-steroid 4667 (10585) 4227 (80.12) 4653 (1651 3680(5938) FIGURE 1 Diagram of the study design *associated with
#(P) -0.003(0.982)  0.051 (0.738)  0.005 (0.974)  0.040 (0.853) o . . .
Steroid 178 (16652)  1426(17313)  077(15538)  679015528) polyneuropathy, **according to Diabetic Neuropathy Symptom
No reduction r(P) -0.105 (0.114) ~ 0.025 (0.720)  0.029 (0.708) -0.073 (0.378) Score (DNS)
Nowsteroid 1991 (10567)  18.62(9691)  109895.09) 18790509 | oo
F(P)  0.055(0.673) -0.028 (0.834)  0.192(0.185)  0.193 (0.299)
Steroid  17.29/(127.17) 2377 (128.11) 127,57 (127.57) 13908 (139.08) | (o
. F(P) 0.202(0.016)* 0211 (0.013)* 0274 (0.003)**  0.291 (0.003)** . . . . . . .
Total Sovson 20000170 2074 o omwon Results: No pathological findings consistent with the classical signs
r(P)  0.137 (0.287) 0.192 (0.153) 0.190 (0.206) 0.287 (0.156)

MEP, motor evoked potential; AMotor = Motor score of postoperative day 1 - Motor score of preoperative day 1; SD, standard
deviation. Pearson’s correlation analysis was applied. P < 0.05, statistically significant.

r, Pearson’s correlation coefficient between AMEP and AMotor. *, P < 0.05; **, P < 0.01; ***, P <0.001.

Conclusion: This current study is the first to investigate the effects
of IVMP on the deterioration degree of MEP waves, and it further
explores the impact of IVMP on postoperative motor outcomes in
relation to the degree of MEP deterioration.

Disclosure: Nothing to disclose.

EPO-054 | Detection of electrophysiological markers indicating
neuropathy in children and adolescents diagnosed with type 1 DM

Mi; A. PoyrazZ; G. $irin1; E. Sarban®; M. Yildiz% F. Bags;

E. Kocasoy Orhan!

stanbul University, Istanbul Faculty of Medicine, Department

of Neurology; 2|stanbul University, Istanbul Faculty of Medicine,
Department of Neurosurgery; 3Istanbul University, Istanbul Faculty of

Medicine, Department of Pediatric Endocrinology

Background and Aims: We aimed to investigate the temporal
changes and patterns of involvement in nerve conduction studies
and autonomic tests in children and adolescents diagnosed with
type 1 diabetes mellitus (T1DM).

Methods: We conducted nerve conduction studies and autonomic
tests twice, with a one-year interval, on 63 patients aged between
8 and 18, with a minimum disease duration of 2years, all diagnosed
with TIDM. Demographic and clinical findings were assessed, and
the study design is summarized in Figure 1.

of neuropathy were observed in the parameters of nerve conduction
studies. The most frequently abnormal parameters were peroneal
F persistence (38.1%) and minimum F latency (30.2%), R-R interval
variability (RRIV) (21%), and tibial minimum F latency (11.1%). Sural
sensory peak latency and peroneal motor distal latency were found
to be longer in both prevalent and incident case groups compared to
the incident control group (p <0.05). When the prevalent case group
was compared with the prevalent control group, RRIV was lower,
and sympathetic skin response (SSR) latency was longer in both
upper and lower extremities (p <0.05).

Conclusion: Monitoring latencies and conduction velocities in sen-
sory and motor nerves may be more guiding in understanding the de-
velopment of polyneuropathy. In addition, it seems useful to include
SSR and RRIV examinations, which are parameters not frequently
evaluated, in polyneuropathy research protocols in this group.
Disclosure: None of the authors has any conflict of interest to

disclose.

EPO-055 | Difference in electromyographic features of dystonic

and essential tremor: A pilot study

M. Minar'; S. Kajan?; Z. Kosutzka®

1Second Department of Neurology, Faculty of Medicine, Comenius
University Bratislava, Slovakia; *Institute of Robotics and Cybernetics,
Faculty of Electrical Engineering and Information Technology, Slovak

University of Technology in Bratislava, Bratislava, Slovakia

Background and Aims: Many patients with dystonic tremor (DT)
- especially in the form of bilateral upper limb action tremor - are
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misdiagnosed as having essential tremor (ET). We aimed to find spe-
cific objective electromyographic (EMG) features of DT.

Methods: We examined 25 patients with upper limb tremor referred
to our laboratory with a working diagnosis of ET. Surface EMG data
were recorded from the extensor and flexor carpi radialis (ECR,
FCR), first dorsal interosseus muscle and accelerometer placed on
the index finger of a more affected limb by the Neurosoft®Neuro-
MEP-8 EMG.

Results: None of the patients presented with obvious clinical features
of dystonia. In 13 patients, we detected antagonist co-contraction,
motor overflow, mirror dystonia, null point, and/or myoclonic jerks
on EMG, thus suggesting the diagnosis of DT. From objectively
measured parameters, these patients had a significantly lower ratio
between maximum peak difference (measured between the high-
est and lowest point of discharge spike), and its maximum negative
amplitude (DIFFmax/AMPmax; 0.607+0.075, vs. 0.815+0.102,
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p<0.001, Cohen's d=2.333). It indicates that isolated tremor bursts
on EMG are less prominent in DT, perhaps due to rising from the
background of sustained muscle contractions (dystonia). None of

the other parameters differed significantly.

Examples of patients with DT and ET

Conclusion: Surface EMG might help to verify subclinical dystonic
activity and thus distinguish clinically similar tremors. In addition,
measurable parameters might be used in the objective assessment
of tremor types and they can become a part of the diagnostic pro-
cess using deep learning methods.

Disclosure: This study was supported by the Grant of the Ministry
of Education, Science, Research and Sport of the Slovak Republic
(VEGA Nr. 1/0527/22).

EPO-056 | Reference values for near fiber EMG measures in
upper and lower limb muscles

0. Garnes-Camarena®; I. Mahillo-Fernandez?; O. Lorenzo?;
R. Mandeville®; D. Stashuk®

!Jimenez Diaz Foundation University Hospital, Madrid, Spain;

2 Jimenez Diaz Foundation Research Institute, Madrid, Spain; °Beth
Israel Deaconess Medical Center, Boston (MA), USA; *Systems Desing
Engineering, University of Waterloo, Ontario, Canada

Background and Aims: Near-fiber MUP (NF-MUP) analysis provides
novel and useful information on motor unit potential (MUP) tempo-
ral dispersion (NFM-Dispersion) and instability (NF-MUP segment
jitter (NFM-S)J)) from signals acquired during routine EMG protocols.
NFM-Dispersion is the spread in the times with which muscle fiber
action potentials (MFAP) pass the recording electrode, whereas
NFM-SJ reflect the temporal inconsistencies in their generation.
Methods: NFM-Dispersion and NFM-SJ reference values were de-
termined for six muscles (deltoid, biceps, triceps, vastus lateralis,
tibialis anterior and medial gastrocnemius), based on a sample size of
20 control cases each with a minimum of 20 MUPs per muscle (age
23-79 y-0). The EMG signals used were acquired using a standard
needle EMG examination protocol. DQEMG (Decomposition-based
Quantitative EMG) software was used for the calculation of NF-MUP
parameters. Reference values were defined using a method based
on the e-norm (Jabre, 2015) and e-ref (Nandedkar, 2018) methods.
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Results: The distribution of values by quartiles indicated a small
variability between subjects, with low standard errors and narrow
confidence intervals. The analysis of values above the defined refer-
ence values indicated that NF-MUP parameters are highly clustered
and close to the reference values. Considering all of the MUPs for
each respective group of control muscles, the percentage of unsta-
ble MUPs ranged between 4.9 and 11.2%, and the percentage of
dispersed MUPs from 5.2 to 13.4%.

TABLE 1 NFM-SJ reference values.

Muscle Q1 (ps) | Mean (ps) Std Q2 (ps) | Q3 (ps) E-Ref 95™ p
/sE /sE /sE /SE (ms) (ns)
Deltoid 28.1/0.8 | 35.4/0.8 115 34.6/1 41.9/0.9 53 55
Biceps 27/0.4 34.1/0.5 109 32.7/0.5 | 40.5/0.7 50 52
Triceps 29.9/0.7 | 36.9/0.7 11.3 35.4/0.8 | 43.6/0.8 53 55
Vastus L 29/0.7 36.9/0.7 114 36/0.9 43.1/0.8 50 58
Tibialis A 32.3/0.9 39.1/1 129 38.3/0.7 | 46.4/1.1 60 62
M Gastroc | 34.2/0.9 | 42.7/0.8 14.1 41.7/1 49.5/1 65 67

TABLE 2 NFM-Dispersion reference values.

Muscle Qi Mean Std Q2 (ms) | Q3 (ms) E-Ref 9s* p
(ms)/SE | (ms)/SE /SE /SE (ms) (ms)
Deltoid 0.7/0.07 | 1.5/0.09 1.2 1.3/0.08 | 2.1/0.1 3 38
Biceps 0.6/0.06 | 1.2/0.08 1.2 1/0.06 1.7/0.08 3 31
Triceps 0.8/0.08 | 1.7/0.09 1.2 1.4/0.09 | 2.1/0.14 3 a1
Vastus L 0.5/0.11 | 1.2/0.11 11 1/0.12 1.8/0.14 3 34
Tibialis A 0.4/0.08 | 1.3/0.09 1.5 1/0.09 1.8/0.14 3 4.1
M Gastroc | 0.7/0.13 | 1.6/0.12 1.2 1.4/0.14 | 2.3/0.14 3 3.7

Conclusion: NFM-Dispersion and NFM-SJ stability measures, ex-
tracted from regular EMG signals, are useful and solid parameters
that can augment the current understanding of neuromuscular
disorders.

Disclosure: Nothing to disclose.

EPO-057 | Introduction to near fiber EMG, a novel way to

measure motor unit electrophysiological properties

D. Stashuk®; O. Garnes-Camarena?; R. Mandeville®

1Systems Desing Engineering, University of Waterloo, Ontario, Canada;
2 Jimenez Diaz Foundation University Hospital, Madrid, Spain; *Beth
Israel Deaconess Medical Center, Boston (MA), USA

Background and Aims: Motor Unit Potential (MUP) complexity and
instability are key parts of EMG examinations, whose assessment
can be time-consuming or subjective. We introduce a novel and
semi-automated way of measuring MUP complexity and instability,
based on Near Fiber (NF) EMG concepts. A NF-MUP is the sum-
mation of the muscle fibre potentials of fibers near the recording
electrode (NF-MFPs). The temporal dispersion and instability of NF-
MFPs are new clinically useful MU characteristics that can be quan-
tified using NF-MUP parameters.

Methods: Aspects of novel signal processing algorithms used to ex-
tract MUP trains, estimate MUP and NF-MUP templates and select
isolated NF MUPs for complexity and instability analysis as well as
new quantitative measures to characterize sampled MUs will be de-
scribed, demonstrated, and discussed.

Results: NFEMG has been used to study and assess several neuro-
muscular diseases. It has been used to detect increased MUP com-
plexity and instability in CIDP, ALS, GBS, and diabetic neuropathy.
In addition, it can be used to diagnose MG with similar accuracy as
provided by SFEMG.

Conclusion: NF EMG offers an exciting new, rapid, and comprehen-
sive evaluation of MUP complexity and instability that promises to
significantly advance the diagnosis and monitoring of neuromuscular
diseases.

Disclosure: Nothing to disclose.

EPO-058 | Sural-to-medial femoral cutaneous amplitude ratio in
early diagnosis of uremic neuropathy

S. Devecil; Z. Maturz; D. Mermi Dibeki; A. Oge3

University of Health Sciences Turkey, Basaksehir Cam and Sakura
City Hospital, Clinic of Neurology, Istanbul, Turkey; 2Bezmialem Vakif
University Faculty of Medicine, Department of Neurology, Istanbul,
Turkey; SIstanbul University, Istanbul Faculty of Medicine, Department

of Neurology, Istanbul, Turkey

Background and Aims: Chronic Renal Failure (CRF) is typically asso-
ciated with length-dependent axonal polyneuropathy and secondary
demyelination. This study aimed to clinically and electrophysio-
logically assess CRF patients experiencing polyneuropathy-related
complaints before initiating dialysis. The sural-to-medial femoral
cutaneous nerve action potential (NAP) amplitude ratio (SMFCAR)
was evaluated for its sensitivity and specificity in early electrophysi-
ological diagnosis.

Methods: The study included 32 CRF patients (mean age
60.0+9.6years)

(58.9 + 6.6 years). Assessments encompassed neurological examina-

and 30 age and sex-matched controls
tion, Michigan Neuropathy Screening Instrument (MNSI) A-B, and
Semmes-Weinstein monofilament (10g-5.07 mm) test. Radial, me-
dian, ulnar, medial femoral cutaneous, sural, and superficial pero-
neal sensory; median, ulnar, tibial, and peroneal motor conduction
studies were performed. Sural-to-radial amplitude ratio (SRAR) and
SFMCAR were calculated, and their diagnostic sensitivities were
compared.

Results: The patients were in the CRF stages of 3 (59.4%), 4 (34.4%),
and 5 (6.3%). The average CRF duration was 54.3+46.1 (8-276)
months. MNSI-B indicated clinical polyneuropathy in 59% of the
patients, while routine nerve conduction studies diagnosed it in
72%. Median SRAR and SMFCAR values were significantly lower
in patients than controls (p<0.001 for both). At 90% specificity,
SMFCAR's cut-off was <2.8 with a sensitivity of 59%, while SRAR's
was <0.77 with a sensitivity of 35%.
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Conclusion: In some CRF patients with symptoms compatible with
length-dependent polyneuropathy, peripheral nerve involvement
might be in a stage that cannot be detected by routine examination
and electrophysiology. SMFCAR may be a useful alternative to SRAR
in the early diagnosis.

Disclosure: Nothing to disclose.

EPO-059 | Subclinical epileptic activity and cognitive decline in
Parkinson's disease and atypical parkinsonisms

T.Jesus®; R. Peralta; A. Franco?; S. Parreira?; A. Oliveiral;

A. Horvath®; C. Bentes?

INeurology Department of Hospital de Vila Franca de Xira, Unidade
Local de Satde Estudrio do Tejo, Vila Franca de Xira, Portugal; 2FEG
and Sleep Laboratory-Neurophysiology Monitoring Unit of Hospital
Santa Maria, Unidade Local de Satide de Santa Maria, Lisbon, Portugal;
3Neurocognit“ive Research Center, National Institute of Mental Health,
Budapest, Hungary

Background and Aims: Subclinical epileptiform activity (SEA) are
epileptic discharges that occur without clinical seizures. There is
evidence that SEA might be associated with accelerated cognitive
decline in Alzheimer's disease (AD). Its occurrence and clinical cor-
relates in parkinsonian syndromes have not been studied yet. Our
primary aim was to study the frequency of SEA in parkinsonian pa-
tients. The secondary aim was to compare clinical and demographic
characteristics in patients with and without SEA and characterize
SEA morphologically.

Methods: Retrospective cross-sectional study. We examined pa-
tients with parkinsonian syndromes who underwent level 1/2 poly-
somnography between 1/1/2018 and 31/05/2022. Demographic
information, diagnosis, and presence of mild cognitive impairment/
dementia were obtained by chart review. Electroencephalogram
(8 channels) was manually analysed for SEA, defined as parox-
ysms that fulfilled 24/6 epileptic discharge criteria according to the
International Federation of Clinical Neurophysiology, confirmed by
3 epileptologists/neurophysiologists. Non-parametric statistical
analysis was performed.

Results: 26 polysomnographies were reviewed (15 Parkinson's dis-
ease, 6 Multiple system atrophy, 2 Dementia with Lewy bodies, 2
vascular parkinsonism and 1 progressive supranuclear palsy). 14 pa-
tients had SEA (54%). There were no statistically significant differ-
ences between patients with SEA (median age 72yrs, 64% women,
36% with cognitive decline) and without (median age 64yrs, 67%
women, 25% with cognitive decline). SEA's main location was tem-
poral and temporo-occipital.

Conclusion: Our SEA prevalence was similar to studies with AD
patients, and higher than data published from healthy controls
(5-25%). Although it is a small heterogenous sample, with few EEG
channels, it suggests that SEA is frequent in other neurodegenera-
tive disorders.

Disclosure: Nothing to disclose.

EPO-060 | New national reference limits for nerve conduction

studies

T. Szczeganskil; K. Nilsenl; P. Omland?

!Department of Neurology and Clinical Neurophysiology, Oslo
University Hospital, Oslo, Norway; >Department of Neurology and
Clinical Neurophysiology, St. Olavs Hospital, Trondheim, Norway

Background and Aims: Reference limits are important for correctly
interpreting nerve conduction studies (NCS). Because reference
limits for NCS are dependent of the examining procedure and the
equipment settings used, laboratory-specific reference limits are
needed. However, creating such reference limits with traditional
methods is expensive and time-consuming. We present reference
limits for NCS using a more practical approach - extrapolated norms
(e-norms) - using historical measurements from the world's largest
database of NCS.

Methods: We applied the e-norms algorithm on 2 143 280
Norwegian historical NCS measurements (conduction velocities, am-
plitudes, distal latencies) from 1998 to 2023 for the motor Peroneal,
Tibial, Median and Ulnar nerves and the sensory Sural, Superficial
Peroneal, Medial Plantar, Median, Ulnar and Radial nerves. Age was
stratified into decades starting from the age of 20 up to the age of
99. Height was stratified into three brackets: 150-170 cm, 170-180
cm and 180-200 cm.

Results: The stratification gave in total 630 reference limits. In gen-
eral, the reference limits decreased with age and height for con-
duction velocities and amplitudes, and increased for latencies. The
values were close to the currently used limits derived by traditional
methods. Ten references limits for nerves in the lower extremities
could not be reliable calculated.

Conclusion: We have calculated new national reference limits for
NCS in Norway (published at https://www.ous-research.no/dig-
mine). Compared to the reference limits already in use, the reference
limits produced by the e-norms algorithm are similar. In addition, the
algorithm also produced reference limits for age groups where high
quality reference limits are currently lacking.

Disclosure: Nothing to disclose.
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EPO-061 | COVID-19 vaccination response in participants
receiving efgartigimod IV or Efgartigimod PH20 SC in ADAPT+ or
ADAPT-SC+

F. Sacca®; J. Howard Jr.%; J. Sleasman®: F. Gistelinck®; P. Duncombe?;
B. Van Hoorick?; S. Steeland®; R. Mantegazzas; J. De Bleecker®;

A. Azar7; K. Winthrop8

1GENESIS Department, Federico Il University of Naples, Naples, Italy;
’Department of Neurology, The University of North Carolina, Chapel
Hill, North Carolina, USA; *Division of Allergy, Immunology, and
Pulmonary Medicine, Duke University School of Medicine, Durham,
North Carolina, USA; 4Argenx, Ghent, Belgium; 5Department of
Neuroimmunology and Neuromuscular Diseases, Fondazione Istituto
Neurologico Carlo Besta, Milan, Italy; °Department of Neurology, Ghent
University Hospital, Ghent, Belgium; "Division of Allergy and Clinical
Immunology, Johns Hopkins University School of Medicine, Baltimore,
Maryland, USA; 8Division of Infectious Disease, Oregon Health and
Science University, Portland, Oregon, USA; Fondazione IRCCS Istituto
Neurologico Carlo Besta, Milan, Italy

Background and Aims: Patients with generalised myasthenia gravis
(gMG) experience greater risk of adverse outcomes from respiratory
infections, including COVID-19. Some immunosuppressive thera-
pies used in gMG management increase risk of infection and impair
vaccine responses. We investigated the effect of treatment with
efgartigimod [administered intravenously (V) or subcutaneously
(SC, coformulated with recombinant human hyaluronidase PH20), a
human IgG1 antibody Fc-fragment that reduces total and pathogenic
IgG levels through neonatal Fc receptor blockade, on humoral im-
mune responses to COVID-19 vaccination in participants with gMG.
Methods: In ADAPT+ (completed) and ADAPT-SC+ (ongoing open-
label extension), efgartigimod IV (10 mg/kg) or efgartigimod PH20 SC
(1000 mg) were administered in cycles of 4 once-weekly infusions/
injections. Among other COVID-19 receptor binding domain-specific
1gGs, SARS-CoV-2-1gG-RBD responses were assessed, nominally, at
prevaccination, 24 weeks after vaccination, and subsequently at 1
week after fourth efgartigimod PH20 SC injection (when total 1gG
levels were maximally reduced, Figure). One sample was collected if
postvaccination time points coincided with each other.

Results: Eighteen participants in ADAPT-SC+ (Table) received a
COVID-19 vaccine during or after a cycle. For 78% (n=14/18) of
participants, this was their second or third vaccine dose. A 35.9-fold
increase in SARS-CoV-2-1gG-RBD levels occurred from prevaccina-
tion to 24 weeks postvaccination (Figure). Similarly, from prevaccina-
tion to 1 week after the fourth efgartigimod PH20 SC injection, a
33.8-fold increase emerged (Figure). Similar results were observed
with efgartigimod IV during ADAPT+.
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1gG, immunoglobulin G; LLOQ, lower limit of quantification; SARS-CoV-2-IgG-RBD, COVID-19 receptor binding domain-specific IgG.
20ne sample was collected if postvaccination time points coincided with each other.

FIGURE Absolute Values of SARS-CoV-2-1gG-RBD Titer and Total
1gG Titer

TABLE Participant Characteristics

Characteristic Participants (N=18)
Age (y), mean (SD) 53.9(11.7)
Age category, n (%)
18-64y 15(83.3)
265y 3(16.7)
Sex, n (%)
Female 10(55.6)
Male 8(44.9)
Body mass index (kg/m), mean (SD) 28.3(6.2)

Conclusion: Consistent with efgartigimod IV results, participants re-
ceiving efgartigimod PH20 SC were able to mount antigen-specific
IgG responses to COVID-19 immunisation, even when total IgG lev-
els were maximally reduced.

Disclosure: Multiple relationships financial and non-financial nature
for authors FS, JFH, JWS, FG, PD, BVH, SS, RM, JLDB, AA, and KW

stated at point of presentation.

EPO-062 | Primary angiitis of the central nervous system: The
experience of a tertiary center

R. Lopesl; D. Costal; l. AImeidal; R. Taipaz; A. SousaS; E. Santosl;
R. Samées?

1Neurology Department, Centro Hospitalar Universitdrio de

Santo Anténio, Porto, Portugal; 2Neuropatholog,ry Department,
Centro Hospitalar Universitdrio de Santo Anténio, Porto, Portugal;
3Neurophisiology Department, Centro Hospitalar Universitdrio de

Santo Anténio, Porto, Portugal

Background and Aims: Primary Angiitis of Central Nervous System
(PACNS) is a rare inflammatory disorder affecting blood vessels in
CNS without systemic involvement that exhibits a range of presen-
tations. We aimed to characterize the population of patients with
PACNS in a tertiary center.
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Methods: Retrospective analysis of patients in Neuroimmunology
outpatient clinic diagnosed according to Rice and Scolding (2020)
criteria. Demographic, clinical, laboratory, imaging, and histological
data were recorded.

Results: Twelve patients were included (male-to-female ratio 1:1.4)
with an average age of symptom onset at 50.8 + 16 years and diagno-
sis at 53.8 + 13 years. Half were classified as definitive diagnosis, the
remaining six as possible. Most frequent presenting symptoms were
cognitive impairment (42%), stroke/focal neurological deficits (33%).
Over the course of the disease, 66% also developed headache. MRI
was abnormal in all 12 cases, with ischemic lesions (66%), microhem-
orrhages (33%) as the most frequent changes. Abnormalities in CSF
were found in 82%, with lymphocytic pleocytosis in 54% (average
15.2cells/pL), elevated protein levels in 45% (average 0.6g/L), oli-
goclonal bands in 36%. Classical angiography was positive in 100%
(5/5), and histological results in 75% (6/8) with prevalence of lym-
phocytic vasculitis. The treatments used were mainly corticoster-
oids (92%) and cyclophosphamide (75%). The patients were followed
for an average of 8.4+ 7 years, 33% with a Rankin scale 23. Despite
treatment, gradual clinical deterioration was observed in 42% and
sequelae cognitive impairment in 50%.

Conclusion: This analysis reveals a variety of clinical, radiological,
and histological findings showing the complexity of the disorder. The
severity of the condition despite treatment is also highlighted.
Disclosure: Nothing to disclose.

EPO-063 | CD20 T lymphocytes in multiple sclerosis: Impact on
neuropsychological findings

A. Esgositol; A. Spiezial; F. Falco®; F. Lamagnaz; M. Eliano®;

M. Petracca®; C. Di Monaco®; V. Nicolella®; F. Novarella’;

R. Lanzillol; M. Moccia4; V. Brescia Morrai; A. Carotenuto!
IDepartment of Neurosciences, Reproductive and
Odontostomatological Sciences, Federico Il University, Naples, Italy;
’Department of Psychology, Universita degli Studi della Campania ‘L.
Vanvitelli’; 3Department of Human Neurosciences, Sapienza University,
Rome, Italy; 4Department of Molecular Medicine and Medical

Biotechnology, Federico Il University of Naples, Italy

Background and Aims: Some T lymphocytes show molecular signa-
ture also for B lymphocytes (CD20)CD20 T lymphocytes may play
a pivotal role in multiple sclerosis pathology, especially at progres-
sive stages. This would suggest that CD20 T lymphocytes might be
a marker of central nervous system (SNC) compartmentalized in-
flammation. We aim to investigate the correlation between CD20
T lymphocytes in peripheral blood in MS patients with neuropsy-
chological features (i.e. cognition, depression, anxiety, fatigue and
sleep quality).

Methods: We enrolled 90 MS patients. Each patient underwent
cognitive assessment (BICAMS) and psychometric assessment (i.e.
MFIS, BAI, BDI, PSQI). Cognitive status was defined through the cer-
ebral functioning score (CSF). For each patient we performed blood

sample collection to assess CD20 T lymphocytes and neurofilaments
(NFL) levels.

Results: Forty-four out of 90 patients were relapsing-remitting
(49%), 46 were progressive patients (51%). Seventy patients (18.9%)
showed CD20 T lymphocytes in peripheral blood with a mean level
of 0.38+1.2. Patient with CD20 T lymphocytes were more likely to
be in progressive patients (76.5% vs 23.5% of relapsing MS patients,
p=0.02), and showed a higher EDSS (3.5 vs 6, p=0.001). Moreover,
patients with CD20 T lymphocytes showed worse cognitive func-
tioning (p=0.004), higher global fatigue symptoms (p=0.02) higher
cognitive fatigue (p=0.01), higher psychosocial fatigue (p=0.005)
and a trend toward worse sleep quality (p=0.06). Conversely, NFL
levels were not associated with CD20 T lymphocytes.

Conclusion: The presence of CD20 T lymphocytes in peripheral
blood of MS patients, could possibly reflect an ongoing neurodegen-
erative process independent from inflammatory activity resulting in
worse neuropsychological functioning.

Disclosure: MM has received research grants from the ECTRIMS-
MAGNIMS, the UK MS Society, and Merck; honoraria from Biogen,
BMS Celgene, Ipsen, Janssen, Merck, Novartis, Roche, and Sanofi-
Genzyme. AC has received research grants from Almirall, research
grants from ECTRIMS-MAGNIMS and honoraria from Almirall,
Biogen, Roche, Sanofi-Genzyme, Merck, Ipsen and Novartis. MP
has received research grants from Italian MS Foundation and Baroni
Foundation, honoraria from HEALTH&LIFE S.r.l. and Biogen and
sponsorship for travel/meeting expenses from Novartis, Roche and
Merck. RL has received honoraria from Biogen, Merck, Novartis,
Roche, and Teva. VBM has received research grants from the Italian
MS Society, and Roche, and honoraria from Bayer, Biogen, Merck,
Mylan, Novartis, Roche, Sanofi-Genzyme, and Teva. AE, ALS, CDM,
VN, FN, FF, FL ME have nothing to disclose.

EPO-064 | Intravenous vs subcutaneous natalizumab in the
treatment of multiple sclerosis, a cohort study

S. Costal; D. Costal; A. Sousaz; R. Samc")esi; E. Santos!
!Neurology Department, Centro Hospitalar Universitdrio de Santo
Anténio, Porto, Portugal; 2Neurophysiology Department, Centro

Hospitalar Universitdrio de Santo Anténio, Porto, Portugal

Background and Aims: Subcutaneous (SC) natalizumab has been
recently approved for multiple sclerosis treatment. There are few
studies comparing clinical effectiveness and safety of subcutaneous
and intravenous Natalizumab.

Methods: Retrospective study of multiple sclerosis patients fol-
lowed at a Portuguese tertiary center, currently under treatment
with Natalizumab (NTZ). Analysis of efficacy and safety of intrave-
nous (iv) and subcutaneous (sc) formulations.

Results: Data were collected from 59 patients of which 12 were
treated with iv NTZ (group 1), 36 with iv and then formulation was
switched to sc NTZ (group 2), and 11 with sc NTZ (group 3). At
baseline, patients from group 1, 2 and 3, had respectively a median
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EDSS of 2.0 [IQR: 0-4.5], 1.5 [IQR: 0-6.0] and 1.0 [IQR: 0-2]. ARR
(Annualized relapse rate) was 1.0 in all groups. Patients from group
1 (5/41.7%) group 2 (16/44.4%), and group 3 (6/54.5%) had disease
activity on CE-MRI. Patients from group 1, 2 and 3, had respectively
a median of 4 [IQR: 1.0-14.0], 3 [IQR: 1.0-13.0], and 1.0 [IQR: 1.0-
2.0] years of treatment. After treatment, median EDSS was 2.0 [IQR:
0-4.5] in group 1 and 2, and 1.5 [IQR: 1-2] in group 3, and median
ARR was 0 in all groups. One patient (8.3%) of group 1 (3years of
NTZ) and 2(18.1%) patients of group 3 (1 year of NTZ) had disease
activity on CE-MRI. Both formulations were well-tolerated. Only two
patients presented minor gastrointestinal side effects and discontin-
ued sc formulation. Three patients refused to switch to sc NTZ.
Conclusion: Both formulations of NTZ seem to be comparable in
safety and in stabilizing the disease.

Disclosure: All authors declare that they have no conflicts of interest

related to the manuscript.

EPO-065 | Crohn-related CRION case report: When optic

neuropathy is not synonymous with demyelinating disease

G. Mignani®; N. Giannini; G. Bellini%; M. Bellini?; G. Siciliano®;

L. Pasquali*

'Department of Neurological Sciences, University of Pisa, Pisa, Italy;
2Department of Translational Research and New Technologies in

Medicine and Surgery, University of Pisa, Pisa, Italy

Background and Aims: Among the extra-intestinal manifestations in
Crohn's disease, Chronic Relapsing Inflammatory Optic Neuropathy
(CRION) is an inflammatory optic neuropathy characterized by a
strong responsiveness to steroids.

Methods: A 22-year-old woman suffering from Crohn's disease since
2014, undergoing multiple ileal resections, on Vedolizumab therapy.
Since March 2023, during a flare-up of IBD (and Vedolizumab suspen-
sion) she began to experience bilateral eyelid edema, photophobia,
and pain during eye movements. She underwent endocrinological
examination suspecting Graves' disease (negative autoantibodies, no
hormonal profile alterations) and Ophthalmic examination (chemosis,
conjunctival hyperemia, tearing). Brain MRI showed bilateral edem-
atous impregnation of periocular soft tissues, lacrimal glands, per-
iscleral tissues, lateral rectus muscles, and a swollen (non-enhancing)
appearance of the optic chiasm. Blood tests were normal. She went
to the emergency department where a neurologist initiated high-
dose steroid therapy, with symptoms remission. A flare was observed
upon tapering the dose, prompting the resumption of steroid ther-
apy. Cervical spine MRI was negative and cerebrospinal fluid analysis
showed no oligoclonal bands, negative viral and bacterial meningitis
panel, polyclonal immunoglobulins, and 106 mg/dL protein. Anti-
AQP4, anti-MOG, complement factors, myositis-associated autoan-
tibodies, ANA, AMA, LKM, and ENA were negative.

Results: In IBD, optic neuropathy may be ischemic (not detected
during ophthalmic examination), reactive to anti-TNF drugs (unlikely
due to Vedolizumab therapy), demyelinating (ruled out by diagnostic

workup), associated with rheumatological disease (excluded), or
CRION. The latter seems most likely in this patient.

Conclusion: Timely diagnosis of CRION leads to rapid reversal with
steroid therapy, avoiding permanent visual sequelae.

Disclosure: No disclosures.

EPO-066 | Evaluation of parameters affecting sexual

dysfunction in multiple sclerosis: A preliminary study

O. Totuk; M. Tiirkkol; H. Giidek; D. Cetinkaya Tezer;

i. Glingdr Dogan; S. Sahin; S. Demir

Neurology Clinic, Sehit Prof. Dr. ilhan Varank Sancaktepe Training and
Research Hospital, istanbul, Turkey

Background and Aims: This study aimed to analyze the factors af-
fecting sexual dysfunction (SD) in Multiple Sclerosis (MS) which is
one of the most important causes of disability in young adults.
Methods: Volunteers diagnosed with MS were included in the study.
The Arizona Sexual Experiences Scale (ASEX), Beck Depression
Inventory (BDI) and Short-Form Health Survey (SF-12) were used to
screen for possible SD, assess depression and evaluate quality of life
(Qol) respectively. MS types and disease-modifying drugs (DMDs)
used by patients were recorded. Disease durations were divided into
four groups (1-3, 4-6, 7-9, 210vyears).

Results: Socio-demographic information of 418 MS patients is
shown in Table 1. A positive correlation was found between ASES
and BDI scores and a negative correlation with SF-12. Multivariate
variance analysis showed significant effects of BDI scores, gender
and disease duration on SD. Women had higher ASES scores than
men. As BDI scores increased, a significant increase in ASES was
observed. SD was found in all disease duration groups, being more
pronounced in the 1-3 and 4-6 year diagnosis groups. Age, MS type,
DMD's used, education duration and SF-12 levels had no significant
effect on ASES scores.

Parameter Score

Age, mean (Years) 3799 + 1001

Age range (Years) (min: 18 - max: 66)

Female, n (%) 291(696%)

MS diagnosis duration (years) 776 + 664

(min: 1, max 36)

MS Type (n) RRMS*: 133
Progressive MS**: 285

Education (%) Primary School (8.1%)

Secondary School (6.2%)
High School (26.8%)
University (481%)

Master's Degree (10.8%)

*RRMS: Relapsing-Remitting Multiple Sclerosis

**Progressive MS: Progressive Multiple Sclerosis

Sociodemographic Data of Patients
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Conclusion: The study supports the literature in finding SD more
common and associated with depression in women compared to
men. SD and depression were more intense in patient groups diag-
nosed for up to six years, possibly due to changes in coping mecha-
nisms over the years. Further studies are needed.

Disclosure: Nothing to disclose.

EPO-067 | The use of diffusion tensor tomography to assess the
pyramidal system in patients with multiple sclerosis

A. Peshkin®; S. Kotov?; G. Toniya®

IMultiple Sclerosis Centre, Moscow Regional Clinical and Research
Institute, Moscow, Russian Federation; 2Department of Neurology,
Moscow Regional Clinical and Research Institute, Moscow, Russian
Federation; 3Department of Radiology, Moscow Regional Clinical and
Research Institute, Moscow, Russian Federation

Background and Aims: The corticospinal tract (CSC) forms the basis
of motor neurophysiology. The aim - to study CST in patients with
highly active Multiple sclerosis (MS) during period of switching
therapy.

Methods: 24 patients with MS were examined. Depending on se-
verity of violations of pyramidal functional system (PFS) according
to EDSS, patients were divided into 2 groups, group 1—17 patients
with score of 0-2.5 points, group 2—7 patients with score of >=3
points. Diffusion tensor images (DTI) were processed using the DTI
FiberTrak software.

Results: There was a decrease in the volume of pyramidal tract in
patients of group 2 (p <0.001), an asymmetry of indicator was found,
in several patients - decrease on the clinically intact side, which may
indicate visually undetectable signs of damage to pyramidal tract.
There was a distinct tendency towards decrease in fractional anisot-
ropy and a decrease in length of pyramidal tract as pyramidal defi-
cit increases (p <0.001). Negative correlations were found between
indicators of neurological deficit and volume and length of the py-
ramidal tract, as well as a direct correlation of duration of course of
MS with apparent diffusion coefficient (ADC) and the reverse - with

fractional anisotropy.

Table 1.
Demographic indicators of the examined patients i
Indicator All patients 1** group 2" group
n=24 | n=17 | n=7
Sex M/F 717 [e/11 [1/6
Age 38,4+/-10,3 37,6+/-9,6 39,8+/-11,5
M+/-0
Duration of the 5,6+/-3,7 5.6+/4.1 5,5+/-3,0
disease
M+/-c | |
Type of MS RRMS - 20 RRMS - 16 RRMS -4
SPMS -4 SPMS -1 SPMS -3
EDSS, score 2,0[1,5:3.5] 1.5[1,5:2,0] 4.5[3.5:5.5]
Me [QI, Q3]
Pyramidal 1,0[1,0: 3,0] 1,0 [0,0; 1,0] 3,0 [3.0; 3,0]
functional system,
score
Me [QI, Q3]
Patient data

Visualization of CST using DTI

Table 2.
Indicators of diffusion tensor examination of the pyramidal tract in patients
with MS )
Indicator 1= group | 2 group | Control group
n=17 n=7 n=3
Volume of the pyramid tract | 7414+/-1490 5 650+/-1 828 | 7252+/-1025

(V), mm* p1-2<0,001 pl1-K=0,543
[ | | p2-K=0.,018
Fractional anisotropy (FA) 0,515+/-0,031 | 0,504+/-0,016 | 0,524+/-0,009
p1-2=0,296 pl-K=0,045

p2-K <0,001

Apparent diffusion coefficient | 0,826+/-0,052 | 0,857+/-0,065 | 0,807+/-0,02

(ADC), 10" (-3) mm?/sec pl-2=0,113 pl-K=0,574
| | | p2-K=0,01

The length of the pyramid | 123,5+/-12,4 116,4+/-4,7 133,5+/-7,1

tract (L), mm pl-2=0,04 p1-K=0,001

p2-K<0,001
Note: pl-2 is an indicator of the statistical significance of differences
between groups 1 and 2, pl-K is an indicator of the statistical significance of
differences between 1 and control groups, p2-K is an indicator of the statistical
significance of differences between 2 and control groups. Statistically significant
indicators are indicated in bold.

DTl results

Conclusion: The revealed decrease in volume and length of pyrami-
dal tract, an increase in ADC, the asymmetry of these indicators,
correlations with level of pyramidal insufficiency, EDSS and duration
of the course of MS, obviously, can serve as additional criteria for
assessing dynamics of disease and effectiveness of therapy.
Disclosure: Nothing to disclose.

EPO-068 | Characterizing double-negative neuromyelitis optica
spectrum disorder: A systematic review and meta-analysis
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S. Scaranzin® S. Masciocchi?; E. Marchioni*: D. Franciotta®;
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and Social Science Department, University of Pavia; BioData Science
Unit, Mondino Foundation; “Neurooncology and Neuroinflammation Unit,
IRCCS “C. Mondino” National Neurological Institute, Pavia, Italy
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Background and Aims: Neuromyelitis-optica spectrum disorders
(NMOSD) usually associate with aquaporin-4 (AQP4) or myelin oligo-
dendrocyte glycoprotein (MOG) antibodies. Seronegative-NMOSD
(SN-NMOSD) has been described, but the clinical-therapeutic pro-
file is poorly defined.

Methods: We searched PubMed, Scopus and Google Scholar da-
tabases for studies reporting SN-NMOSD patients, on which anti-
MOG-Abs and AQP4-Abs were tested. PRISMA guidelines and
methodological quality control were assessed. Fixed or random-
effects models were used to pool results across studies.

Results: We included 36/1027 articles screened and analyzed 591
SN-NMOSD patients (mean age: 30.3 [range 6-78]; female:male
ratio; 2:1). Disease course was relapsing in 66% of cases. Brain MRI
at onset showed brain abnormalities in 165/241 patients (69%) in-
cluding tumefactive brain lesions in 19/241 (8%). Spinal cord MRI
showed cervicothoracic lesions (99/241, 41%) and LETM (89/241,
37%). CSF analysis showed OCBs in 58/300 patients (19.3%). Mean
annualized relapse ratio (ARR) was 0.77 (95% Cl 0.10-1.8), and was
higher in patients with late onset (>50years, p<0.001). Mean EDSS
and late-onset were associated with a relapsing course (p<0.05).
Relapsing SN-NMOSD patients had a higher ARR and a worse
outcome compared to AQP4-NMOSD or MOG-NMOSD. Among
relapsing patients, 147/247 (60%) received a disease-modifying
treatment (DMT). The administration of any DMT led to a reduction
of ARR (pre-treatment: 0.83+0.21 [95% CI 0.62-1.04, I2:66.19%,
p<0.0001]; post-treatment: 0.44+0.17 [95% Cl 0.27-0.60,
1?=85.81%, p<0.0001]).
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Forest plot with random-effects models used to pool results of
pre-treatment ARR across studies, including early and late-onset
NMOSD.
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NMOSD.

Conclusion: DN-NMOSD is a severe condition with distinctive fea-
tures compared to AQP4-NMOSD. The administration of DMTs
seems to be effective in this group of patients, but randomized clini-
cal trials are needed.

Disclosure: The authors declare no conflicts of interest.

EPO-069 | Characterization of EEG patterns in a cohort of
patients with autoimmune encephalitis

J. Moura®; G. Videira®; J. Lopes'; J. Freitas?; E. Coutinho®;

R. Saméesl; E. Santos®

1Neurology Department, Unidade Local de Satide Santo Anténio, Porto,
Portugal; 2Neurophysiology Department, Unidade Local de Saude
Santo Anténio, Porto, Portugal; 3Centro de Neurociéncias e Biologia
Celular, Universidade de Coimbra (CNC-UC), Coimbra, Portugal

Background and Aims: Variable EEG features associated with auto-
immune encephalitis (AIE) have been reported in the literature, the
diagnostic/prognostic value of which remains unknown. We aim to
describe the EEG features from an institutional AIE cohort.
Methods: Retrospective review of the clinical and EEG features of
AIE patients (according to Graus criteria) diagnosed between 2000
and 2023.

Results: In total, 49 AIE cases were identified (57.1% male) includ-
ing 30.6% anti-NMDAr, 26.5% anti-GAD65 and 26.5% seronegative.
EEG abnormalities were present in 81.6%: 71.4% had slow activity
and 46.9% had focal epileptiform activity. These mostly involved the
temporal region (59.6% and 69.6%, respectively). The extreme-delta
brush pattern was present in 3 EEGs. Two patients presented with
non-convulsive status epilepticus. An abnormal EEG was present in
78.6% of patients with normal brain MRI (49.0%), corresponding to
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44.8% of the cohort. The presence of any EEG abnormality was asso-
ciated with seizures at presentation (p=0.022). Even in patients with-
out seizures, the EEG was abnormal in 65.0%. We found no significant
difference in the EEG features when comparing serogroups, including
seropositive vs. seronegative and intracellular vs. surface antibodies.
The presence of slow activity was associated with an increased recur-
rence rate (p=0.027) in AIE with intracellular antibodies, when dif-
fuse, and with increased disability after 6.0 (3.0-8.0) years in AIE with
intracellular antibodies (p=0.042), when focal temporal.

Conclusion: EEG abnormalities are common in AIE, even in cases
with normal brain MRI or without clinical seizures. The presence of
slow activity may be a prognostic factor, depending on the antibody
type.

Disclosure: The authors have nothing to disclose.

EPO-070 | The familiarity of romanian psychiatrists with anti-N-
methyl-D-aspartate receptor encephalitis: A web-based study

D. Pavil!; N. Gherghel-Pavil?; O. Capatinal; I. Miclutia®
!Department of Psychiatry, “luliu Hatieganu” University of Medicine
and Pharmacy, Cluj-Napoca, Romania; 2Romanian Association for
Autoimmune Encephalitis, Cluj-Napoca, Romania

Background and Aims: Psychiatrists are often the first to be con-
sulted in patients with anti-N-methyl-D-aspartate receptor (anti-
NMDAR) encephalitis. Thus, they need to be aware of clinical
features, differential diagnoses, and treatment options for patients
affected by this condition. In this study, we aimed to investigate the
familiarity of Romanian psychiatrists with anti-NMDAR encephalitis.
Methods: We recruited psychiatrists from Romania and conducted
a cross-sectional observational study by using a web-based survey.

Results: 111 psychiatrists completed the survey, of whom 47
(42.34%) were specialists, while 64 (57.66%) were trainees. The
median length of training for specialists was ten years (IQR 9.5),
while for trainees was 2.5years (IQR 3). In total, 31 (27.93%) psy-
chiatrists encountered a case of anti-NMDAR encephalitis, with no
significant difference between specialists and trainees. 31 (27.93%)
psychiatrists were either unaware of the disorder or only knew its
name, while 77 (69.37%) had knowledge of an outline of it. Only 3
(2.7%) psychiatrists had comprehensive knowledge of the disorder.
Respondents with a higher awareness level had undergone signifi-
cantly longer training (p=0.014). Unsurprisingly, having encoun-
tered a case significantly influenced awareness levels (p<0.001).
There were no significant differences between specialists and train-
ees regarding specific knowledge about anti-NMDAR encephalitis.
However, higher awareness levels and having encountered a case
significantly influenced answer accuracy for questions regarding
psychiatric presentation and epidemiological features.

Conclusion: Our study indicates that Romanian psychiatrists have
suboptimal knowledge of anti-NMDAR encephalitis, highlighting the
need for improved awareness of this disorder.

Disclosure: Nothing to disclose.
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Cluj-Napoca, Romania; “Research Center for Functional Genomics,
Biomedicine and Translational Medlicine, “luliu Hatieganu” University of
Medicine and Pharmacy, Cluj-Napoca, Romania

Background and Aims: While autoimmune encephalitis (AE) remains
an essential differential diagnosis in first-episode psychosis (FEP),
testing all FEP patients for neural antibodies is not feasible in real-
world clinical practice. Thus, some researchers suggest selective
testing in patients with warning signs of AE. Moreover, criteria have
been proposed for a category of so-called autoimmune psychosis
(AP). Here, we aimed to determine the prevalence of AE in a cohort
of patients with FEP.

Methods: To achieve our objective, we used a phenotype-driven al-
gorithm. Initially, we screened patients for “yellow” and “red flags”
indicating low or high pre-test probability warning signs for AE,
respectively. We also evaluated patients for previously proposed
warning signs and AP criteria. Next, patients with red flags under-
went cerebrospinal fluid analysis (including neural antibodies), while
patients with yellow flags underwent tests for serum neural antibod-
ies, EEG, and brain MRI.

(== (==

Serum neural antibodies,
EEG, and brain MRI

Positive antibodies, abnormal
EEG or MRI ?
Yos

Yes
Confirmed AE

A phenotype-driven algorithmic approach for detecting
autoimmune encephalitis in patients with first-episode psychosis.
Abbreviations: AE, autoimmune encephalitis; CSF, cerebrospinal
fluid.

Highly uniikely AE

Further investigations
antbodies 1o uncharacterzed|
antigens or disorder not
assocated with antbodies)
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Yellow flags (\, pre-test probability for
autoimmune encephalitis)

Rapid progression of psychosis (despite .
antipsychotic treatment) .

Insufficient response to antipsychotics

Persistent hyponatremia (not explained by .

side-effects of medication)

Other autoimmune disorders (such as .
systemic lupus erythematosus or .
autoimmune thyroiditis) .

Red flags (1 pre-test probability for
autoimmune encephalitis)
Altered level of consciousness
Severe or disproportionate cognitive
dysfunction
Movement disorder (catatonia, dyskinesia,
and/or dystonia)
Autonomic dysfunction
Focal neurological signs
Aphasia, decreased verbal output and/or

unexplained dysarthria

e Persistent headache

e Seizures

e Intolerance to antipsychotics or neuroleptic
malignant syndrome

Comorbidities.

e Viral prodrome (mild fever, malaise,
anorexia, and/or headache)

* Recently diagnosed or active tumor (such as
ovarian teratoma or thymoma)

e Recent (<3 months) history of viral
encephalitis

History of autoimmune encephalitis

Warning signs for autoimmune encephalitis in patients with
first-episode psychosis were defined as “yellow” (low pre-test
probability) and “red flags” (high pre-test probability).

Results: We screened 78 patients with FEP and found that eight
(10.3%) had at least one warning sign for AE: four (5.13%) patients
had at least one red flag, while four (5.13%) had only yellow flags.
Four (5.13%) patients met the criteria for possible AP. Two patients
(2.56%) had anti-NMDAR encephalitis, while the remaining six
(7.69%) received a primary psychiatric disorder diagnosis. The AP
criteria failed to identify patients with definite AP due to a lack of

paraclinical criteria.

90 FEP patients
| —

» secondary causes (n=9)
v G intellectual disability (n=3)

78 included FEP
patients

( 12 excluded FEP patients ]

[ 70 FEP patients without]

i "1 warning signs for AE

——

8 FEP patients with
warning signs for AE

|

4 FEP patients with| | 3 FEP patients 1 FEP patient with
v vellow fi with both yellow lv red fi
only yellow flags pubd el only red flags

Selection and inclusion of patients with first-episode psychosis and
warning signs for autoimmune encephalitis.

Conclusion: Our study emphasizes the significance of including AE
in the differential diagnosis of FEP.

Disclosure: This work was supported by the luliu Hatieganu
University of Medicine and Pharmacy, Cluj-Napoca, Romania (grants
no. 881/41/12.01.2022 and 772/32/11.01.2023).
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!Department of Neurology, Southern lllinois University School of
Medicine, Springfield, IL, USA; Department of Neurology, Wayne
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Wayne State University, Detroit, MI, USA; 3Department of Neurology,
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Background and Aims: Neuromyelitis Optica Spectrum Disorders
(NMOSDs) is a collection of inflammatory and demyelinating dis-
orders affecting the central nervous system. Given the severity
and recurrence nature of the attacks, effective and safe treatment
modalities are crucial. This study aims to provide an update on
the current and emerging therapies for NMOSDs in the pediatric
population.

Methods: We conducted a comprehensive analysis of the existing
medications utilized in the treatment of pediatric NMO, encom-
passing both those currently being investigated in clinical trials for
pediatric NMO on clinicaltrials.gov and the NIH website, as well as
articles published on PubMed and Embase since 2008.

Results: A total of 15 studies have been conducted to examine the
effects of 7 distinct drugs. A total of 231 patients were enrolled /
anticipated to be enrolled, with 139 receiving Azathioprine, 21 re-
ceiving rituximab, 24 receiving mycophenolate mofetil, 12 receiving
eculizumab, 15 receiving Inebilizumab, 12 receiving Ravulizumab,
and 8 receiving Satralizumab. Azathioprine, mycophenolate mofetil,
and rituximab are commonly utilized and generally regarded as safe.
Various monoclonal antibodies, such as eculizumab, Inebilizumab,
Ravulizumab, and Satralizumab, are currently undergoing testing to
determine their effectiveness and safety.

Conclusion: Pediatric NMO treatment is still challenging, further
clinical trials and research are warranted.

Disclosure: None.

EPO-073 | Characterization of neuropeptide cortistatin in
multiple sclerosis patients

C. Adan®; R. Luque Huertas®; R. Pifiar Morales;

F. Barrero Hernandez'; E. Gonzélez—Rey4

IClinico San Cecilio University Hospital, Granada, Spain; 2Maimonides
Biomedical Research Institute, Cell Biology, Physiology and
Immunology, Cérdoba, Spain

Background and Aims: Multiple sclerosis (MS) diagnosis is based on
clinical, radiological and biochemical criteria. However, it is neces-
sary to find specific and reliable biomarkers to assess disease activ-

ity. We hypothesize that endogenous neuroimmune mediators could
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be a new type of molecules which address the progression of this
autoimmune disorder.

Methods: To assess the potential of cortistatin (CST), an anti-
inflammatory and neuroprotective neuropeptide crucial in neuroim-
mune interactions, as a peripheral biomarker, blood samples were
taken from patients with relapsing-remitting MS. CST levels were
analyzed in plasma and serum. We also evaluated by a microfluidic
qPCR the gene expression of CST and specific receptors as well as
the relationship of CST and the immune response in peripheral mon-
onuclear blood cells isolated from MS patients.

Results: We observed that, although CST levels were unchanged in
plasma they were significantly reduced in serum from MS patients
compared to healthy controls. Of note, we found that CST was
highly susceptible to degradation in serum. We also demonstrated
that immunomodulatory therapies did not affect CST plasma levels,
except for patients treated with beta interferon, they showed in-
creased plasma CST. Interestingly, we found that the gene expres-
sion of CST and related peptides were similar between patients
and controls, while expression for the GPR107 receptor, a recently
discovered receptor in the somatostatin system, was significantly

downregulated in MS patients.
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Figure 3. Cortistatin administration does not influence the polyclonal response of
PBMCs in MS. The levels of IFNy (A), IL2 (B), IL4 (C) and IL10 (D) are shown. The
groups include healthy controls and MS patients treated respectively with medium
(M), medium+CST, concavalin A (ConA), and ConA+CST. The administration of CST in
MS does not influence the levels of IFN, IL2, IL4 or IL10 compared to healthy
controls, nor does it modify the cellular response when administered together with
ConA. Data are presented as mean = SEM.
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Figure 1. Variation of CST levels in plasma and serum. The comparison between
plasma and serum CST levels of healthy controls and patients with MS, and
between healthy controls and MS in plasma and serum is shown. Data are
presented as mean * SEM. **P <.01
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Figure 2. Levels of CST in the different therapies. The comparison between plasma
(A) and serum (B) CST levels of MS patients distributed according to their disease
modifying therapies is shown. IFN: interferon-B1a; NTZ, natalizumab; DMF: dimethyl
fumarate. Data are presented as mean + SEM. *P < .05
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Figure 4. D ination of gene exp ion of molecules related to CST-ghrelin axis by fluidic qPCR.

Normalization factor-adjusted mRNA expression levels are shown in controls, MS patients, and in the
three most common treatments. Data are presented as mean = SEM. MS, multiple sclerosis IFN:
interferon-1a; NTZ, natalizumab; DMF, dimethyl fumarate; GHRL: ghrelin In1-GHRL: In-1-ghrelin; GHSR-
1b, R1b growth hormone secretagogue receptor; GRP107: G protein-coupled receptor 107. * P<0.05 ** P<
0.01 ***P<0.001

FIGURE 3

Conclusion: Our results suggest that the CST system could be al-
tered in MS patients. However, further studies are needed to deter-
mine its role during the pathogenesis of MS and its relationship with
current treatments.

Disclosure: The author declares no conflicts of interest.
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EPO-074 | Therole of innovative therapies in refractory
myasthenia gravis: Are they interchangeable and safe? A case-

series

A. Sarnataro®; C. Panel; N. Cuomo?; M. Campanile!; G. Puorro®;

A. Marsili'; F. Sacca?; M. Garibaldi®; L. Fiondi*

INSRO Department, Federico Il University, Naples, Italy; 2GENESIS
Department, Federico Il University, Naples, Italy; 3Neuromuscular and
Rare Disease Centre, Sant'Andrea Hospital, Rome, Italy; 4Department
of Neuroscience, Mental Health and Sensory Organs (NESMOS),
Faculty of Medicine and Psychology, SAPIENZA University of Rome,
Rome, Italy

Background and Aims: Myasthenia Gravis (MG) therapies have dra-
matically changed in the last few years with the introduction of com-
plement inhibitors and neonatal Fc receptor blockers. There are no
data available on retreatment options in non-responder patient. We
performed a case-series including four patients treated with inno-
vative therapies that underwent a switch from anti-complement to
FcRn blockers and viceversa.

Methods: We enrolled 4 patients with refractory MG treated with
Efgartigimod (Pt. 1 and Pt. 2) and Ravulizumab (Pt. 3 and Pt. 4).They
all underwent major clinical deterioration and switched to therapies
with a different mechanism of action. We performed MG-ADL at the
baseline and weekly, QMG at the baseline and after induction period

of Eculizumab and cycle 1 of Efgartigimod and then every 3 months.

DISEASE THERAPY
AGE ONSET MFGA
DURATION SWITCH

Patient 2

Patient 1 6y F
F
Pationt 3 F

F

Patient 4
Patients’ characteristics description

Results: In the group of patients switching from Efgartigimod to
Eculizumab we observed a mean MG-ADL reduction of 9 and a QMG
reduction of 8.5 points after the induction period. Patients remained
in the Minimal Symptom Expression for all the maintenance period.
Ravulizumab to Efgartigimod switching group observed a MG-ADL
global reduction of 5.5 points and a QMG reduction of 4 points after
cycle 1. No major adverse events were observed except for Pt .4
who suffered from systemic infection. Efgartigimod was suspended

and readministered after the resolution of the infection.
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Conclusion: Switch between innovative treatments with different
mechanism of action proved to be a successful strategy in non-
responders. Both Eculizumab and Efgartigimod succeeded in im-
proving clinical status after few weeks of treatment. Further data
collection is needed to assess the long-term efficacy of therapeutic
switches.

Disclosure: Nothing to disclose.

EPO-075 | Cerebrospinal fluid interleukin-6 as a potential
biomarker in CNS neuroinflammatory diseases: A real world
analysis

E. Virgilio®; P. Garelli%; A. Dutto’; L. Giordano®; I. Pastore®;

F. Franchino®; G. Micca®; G. Visconti Rossi®; M. Capobianco®
lNeuroIogy Unit, Department of Medicine, ASO Santa Croce e

Carle, Cuneo, Italy; 2MS Center and Neurologia | U, Dipartimento

di Neuroscienze e Salute Mentale, A.O.U. Citta della Salute e della
Scienza di Torino, Torino, Italy/Dipartimento di Neuroscienze "Rita Levi
Montalcini," Universita di Torino, Torino, Italy; 3Clinical Biochemistry,
ASO Santa Croce e Carle, Cuneo, Italy
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Background and Aims: Interleukin-6 (IL-6) pathways have recently
been described in the pathogenesis of neuromyelitis optica spec-
trum disorder (NMOSD). Some data suggest that CSF IL-6 may be a
short-term prognostic biomarker in NMOSD. However, whereas var-
ious cytokines would be involved in the pathogenesis of inflamma-
tory disease, the differences in cerebrospinal fluid (CSF) cytokines
between different inflammatory diseases remain unclear. We aimed
to compare CSF IL-6 levels among various neurological inflammatory
disorders and to explore the relationship between CSF IL-6 and vari-
ous intrathecal immunoglobulin (Ig) indexes.

Methods: From May 2023 we prospectively obtained IL-6 levels in
consecutive CSF samples in patients suspected of an inflammatory
disease of the CNS. IL-6 has been tested by commercially available
ECLIA Kit. We also collected CSF cell count, protein levels, quantita-
tive IgG indexes such as Link Index and Kappa-free-light-chain Index
using nephelometry, and oligoclonal band (OB) status using isoelec-
trofocusing on agarose gel.

Results: So far, 20 patients (13 female, 10MS, 4 NMOSD/MOGAD,
2 clinically isolated syndrome and 4 non-inflammatory controls),
with a mean age of 42.5years (SD 13.4) were enrolled. Patients
with NMOSD/MOGAD showed higher IL-6 levels compared to MS
(35.25+33.14 vs 4.98 +p: 0.05 pg/ml). An inverse correlation of IL-6
levels was observed with Link Index (r: -0.56 p: 0.01), Kappa-Index
(r: =0.29 p: 0.2) and patients without OB displayed higher levels of
CSF IL-6 (17.15+23.21 vs 4.93+2.15 p: 0.05 pg/ml).

Conclusion: Our preliminary data support the potential of CSF IL-6
as a diagnostic biomarker in CNS inflammatory diseases. We plan to
confirm our observation on a larger sample size.

Disclosure: Nothing to disclose.

Coghnitive neurology/neuropsychology 1

EPO-076 | Prevalence and pattern of cognitive impairment in
patients awaiting kidney and liver transplantation

A. Golenia®; P. Olejnikl; M. Grusiecka—Stahczykz; N. Zotek?;

E. Wojtaszek4; P. Zebrowski®; J. Raszeja—Wyszomirskaz;

J. Mafyszko4

IDepartment of Neurology, Medical University of Warsaw, Warsaw,
Poland; Department of Hepatology, Transplantology, and Internal
Medicine, Medical University of Warsaw, Warsaw, Poland; 3Institute
of Fundamental Technological Research, Polish Academy of Sciences,
Warsaw, Poland; *Department of Nephrology, Dialysis and Internal

Medicine, Medical University of Warsaw, Warsaw, Poland

Background and Aims: Cognitive impairment (Cl) is common in both
end-stage kidney disease (ESKD) and end-stage liver disease (ESLD).
The goal of the study was to assess the prevalence and pattern of Cl
in patients awaiting kidney and liver transplantation.

Methods: In this cross-sectional, prospective study, 27 consecutive
patients with ESKD and 27 consecutive patients with ESLD due to
alcoholic liver disease, all currently on transplant waiting lists, were

screened for cognitive decline using the Addenbrooke's Cognitive
Examination. Medical history, demographics and laboratory test re-
sults were also collected.

Results: The prevalence of Cl among patients with ESKD and ESLD
was 27% and 88%, respectively. In both groups, the most impaired
cognitive domain was memory and additionally verbal fluency in
patients with ESRD and visuospatial abilities in patients with ESLD.
The most statistically significant increase in the prevalence of Cl
was found in patients with fewer years of schooling, in both ESLD
and ESKD populations, and in elderly patients, but only in the ESLD
group. Additionally, better cognitive functioning in ESKD patients
was associated with higher levels of total lymphocyte count and ala-
nine transaminase (ALT), and in ESLD patients with higher levels of
ALT and aspartate transaminase.

Conclusion: The prevalence of Cl, especially in patients with ESLD,
is high and may negatively affecting the transplantation process.
Routine screening tests in this group would contribute to the im-
plementation of effective treatments and facilitate the provision of
specialized health care.

Disclosure: Nothing to disclose.

EPO-077 | A case of phonagnosia in a patient carrying C9orf72
gene mutation

E. Stanitsa; L. Apostolakopoulou; E. Angelopoulou;

V. Konstadinides; R. Antonellou; G. Velonakis; G. Karadima;

G. Koutsis; L. Stefanis; S. Papageorgiou

Department of Neurology, Eginition University Hospital, Athens, Greece

Background and Aims: Phonagnosia is a rare selective impairment
of familiar voice recognition, with relative intact comprehension and
recognition of faces. Compared to prosopagnosia, phonagnosia has
been infrequently described in neurodegenerative diseases, and
relative genetic evidence is scant.

Methods: We describe a case of a 56 years-old female patient, a pri-
mary school teacher, mainly presenting with progressive difficulty in
recognizing familiar voices through the telephone, with intact rec-
ognition of familiar faces. Difficulties in concentration, visuospatial
abilities, low information processing speed and apathy were also re-
ported by her husband. Family history was positive for amyotrophic
lateral sclerosis.

Results: Neurological examination was normal. MMSE was 26/20,
and FAB was 13/18. The extensive neuropsychological examination
revealed deficits in attention, executive function, visuospatial per-
ception and memory, as well as impaired phonological and semantic
verbal fluency. Brain MRI showed mild generalized cortical and hip-
pocampal atrophy. Routine blood tests and electroencephalogram
were normal. Audiological and ophthalmological evaluation was
normal. CSF examination revealed normal TAU, p-tau and -amyloid
levels. Genetic analysis revealed C9%orf72 expansion mutation.
Phonagnosia was confirmed experimentally, by examining familiar

voice recognition in a small sample of cognitively normal individuals
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.. . . no-CA group CA group
of similar age. Recently, another case of progressive phonagnosia
was described in a patient with a C9orf72 expansion and frontotem- Score range  Mean SD Mean  SD  p
. Demographic data

poral dementla‘ Age (years) - 4954 1247 51.10 1247 24
Clinical data
CAG repeats - 45.02 351 4492 366 .80
Disease duration - 4.06 251 448 230 34
Motor functions
UHDRS-motor 0-124 3296 24.78 33.00 2646 .99
Functional abilities
TFC 0-13 6.92 464 7.11 452 81

Brain MRI (FLAIR) of our patient demonstrating mild generalized
cortical and hippocampal atrophy

Conclusion: To our knowledge this is the second case report of a
patient with C9orf72 mutation presenting with phonagnosia. This
might be partially explained by the overload of the neural network
processing voices - due to her professional activity, combined with
genetic mechanisms.

Disclosure: None.

EPO-078 | Unveiling constructional apraxia in huntington's
disease through neurophysiological markers

A. Giglio; A. De Rosa; G. De Michele
Department of Neurosciences and Reproductive and
Odontostomatological Sciences, Federico Il University, Naples, Italy

Background and Aims: This study investigates constructional
apraxia (CA) in HD, a feature insufficiently explored. Our aim is to
unravel CA's cognitive underpinnings within the HD population,
shedding light on potential associated cognitive markers.

Methods: Seventy HD patients from the Enroll-HD study were re-
cruited, meeting specific inclusion criteria including a positive mo-
lecular HD test, clinically evident neurocognitive disease, 22years
of formal education, and the absence of other cognitive-impairing
neurological disorders. Comprehensive assessments encompassed
neuropsychological, psychiatric, motor, and functional evaluations.
CA presence and type were determined via a copying task.

Results: Unexpectedly, 32 HD participants exhibited constructional
apraxia (CA), yet no significant differences emerged between CA
and no-CA groups in demographic, clinical, motor, or functional as-
pects (all p>0.05). MANOVA revealed overall non-significant neu-
ropsychological differences, but AC participants scored significantly
lower on Symbol digit modality test, Stroop-color word - reading,
Stroop-color word - interference, and Phonological verbal flu-
ency tests (all p<0.05). Logistic regression, statistically significant
(X2 [8]=7.625, p=0.006; Cox & Snell R?=0.057), linked AC only to
Stroop-color word - interference test (Wald: 7.166, p=0.007, OR:
0.955, 95% Cl: 0.924-0.988).

Note: no-CI group (HD patients not showing Closing-in); Cl-group (HD patients showing Closing-in); UHDRS-motor
(Unified Huntington Disease rating scale ~ motor score); TFC (total function capacity.

Means and SDs on demographic data, clinical data, motor functions,
and functional abilities in HD patients showing or not showing CA

no-CA group CA group

Scorcrange Mecan  SD Mean Sb p '

Neuropsychological measures

Mini Mental State Examination 030 2294 480 21.59 510 a3 01
Symbol digit modality test - 1869 1153 13.73 1107 .01 .04
Category fluency - 1087 549 899 604 07 .02
Stroop-¢olor, word - naming test - 3573 1864 30.81 1864 .14 01
Stroop-golor, word - reading test . 5242 2676 4221 2358 .02 .03
Stroop-golor, word - interference test - 2060 1143 15.15 1036 006 .05
Trail making test (part A) — time (sec) 0-240 7994 3932 9747 4398 .02 .04
Trail making test (part A) — correct responses 0-25 2488 932 2451 967 .82 <001
Trail making test (part B) — time (sec) 0-240 19456 66.41 21542 4937 04 .03
Trail making test (part B) - correct responses 0-25 1473 801 12.22 743 07 .02
Phonological verbal fluency - 1525 12717 1118 879 .03 .03

in bold the significant values (significant at p < .05)

Means and SDs on neuropsychological measures in HD patients
showing or not showing CA

no-CA group CA group

Scorcrange Mean  SD Mean SO p n?

Psychiatric features

Depressed mood 0-16 338 407 379 432 58 002
Suicidal ideation 0-16 0.51 1.36 0.94 256 27 009
Anxiety 0-16 350 424 276 373 .29 009
Irritability 0-16 273 409 312 460 61 002
Aggressive behaviour 0-16 2.00 336 230 469 68 001
Apathy 0-16 355 49 355 460 99 001
Perseverative thinking 0-16 209 334 247 434 59 002
Obsessive-compulsive behaviour 0-16 276 495 1.92 390 28 009
Delusion 0-16 092 250 0.39 155 .14 01

Hallucination 0-16 032 1.74 0.24 181 .79 001
Disoriented behaviour 0-16 167 279 137 246 .51 003

in bold the significant values (significant at p < 05)

Means and SDs on psychiatric features in HD patients showing or
not showing CA

Conclusion: The Stroop-color word - interference test emerges as a
predictor for constructional apraxia (CA), indicating its potential role
in early detection and intervention for HD. These findings deepen
our understanding of cognitive manifestations in HD, guiding future
research and clinical strategies.

Disclosure: Nothing to disclose.
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EPO-079 | Cognitive rehabilitation effects on grey matter
volume and Go-noGo activity in progressive MS: Results from

CogEx study

M. Rocca®; P. Valsasina?; F. Romano?; R. Motl3; M. Amato*;

G. Brichetto®; D. Boccia®; J. Chataway’; N. Chiaravalloti®;
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J. Freeman'%; M. Ingleseé; C. Meza®®; A. Salter'; B. Sandroff®;

A. Feinstein'®; M. Filippi'®

INeuroimaging Research Unit, Division of Neuroscience, and
Neurology Unit, IRCCS San Raffaele Scientific Institute, and Vita-
Salute San Raffaele University, Milan, Italy; 2Neuroimaging Research
Unit, Division of Neuroscience, IRCCS San Raffaele Scientific
Institute, Milan, Italy; 3Department of Kinesiology and Nutrition,
University of lllinois Chicago, Chicago, IL, USA; 4Department
NEUROFARBA, University of Florence; and IRCCS Fondazione Don
Carlo Gnocchi, Florence, Italy; °Scientific Research Area, Italian
Multiple Sclerosis Foundation (FISM), and Rehabilitation Service,
Italian Multiple Sclerosis Society (AISM), Genoa, Italy; 6Department
of Neuroscience, Rehabilitation, Ophthalmology, Genetics,
Maternal and Child Health, and Center of Excellence for Biomedical
Research, University of Genoa, Genoa, Italy; "Queen Square Multiple
Sclerosis Centre, Department of Neuroinflammation, UCL Queen
Square Institute of Neurology, London, UK; 8Kessler Foundation,
West Orange, NJ, USA, and Department of Physical Medicine

& Rehabilitation, Rutgers NJ Medical School, Newark, NJ, USA;
9Department of Biostatistics, University of Alabama at Birmingham,
Birmingham, AL, USA, OFxercise Biology, Department of Public
Health, Aarhus University, Aarhus, Denmark, *'REVAL, Faculty of
Rehabilitation Sciences, Hasselt University, Diepenbeek, Belgium,
12Faculty of Health, School of Health Professions, University of
Plymouth, Devon, UK, 13Department of Psychiatry, University of
Toronto and Sunnybrook Health Sciences Centre, Toronto, ON,
Canada, ¥*Department of Neurology, Section on Statistical Planning
and Analysis, UT Southwestern Medical Center, Dallas, TX, USA,
15Neuroimaging Research Unit, Division of Neuroscience, Neurology
Unit, Neurorehabilitation Unit, and Neurophysiology Service, IRCCS
San Raffaele Scientific Institute, and Vita-Salute San Raffaele

University, Milan, Italy

Background and Aims: CogEx (ClinicalTrials.gov, NCT03679468)
was a randomized, sham-controlled trial determining effectiveness
of cognitive rehabilitation (CR) and aerobic exercise (EX) in progres-
sive multiple sclerosis (PMS). We present volumetric MRI and task-
related functional MRI (fMRI) findings.

Methods: Participants were randomized (1:1:1:1) to “CR-plus-EX”,
“CR-plus-sham-EX (EX-S)”, “EX-plus-sham-CR (CR-S)", and “CR-S-
plus-EX-S” and attended 12-week intervention. Physical/cognitive
assessments were performed at baseline, immediately after inter-
vention (week-12) and 6 months post-intervention (month-9). MRI
sub-study participants underwent volumetric MRI and fMRI (Go-
NoGo task).

Results: 104 PMS participated in the MRI sub-study (“CR-plus-EX":
n=25; “CR-plus-EX-S": n=28; “CR-S-plus-EX": n=25; “CR-S-plus-
EX-S": n=26); 88 (85%) completed baseline and week-12 volu-
metric MRI and 84 (81%) completed Go-NoGo fMRI. At week-12
and month-9, no differences were found among interventions for
symbol-digit modalities test (SDMT) correct responses, nor for
SDMT, California verbal learning test (CVLT) and brief visuospatial
memory test Z-scores (p=range 0.12-0.94). Time-by-treatment
interactions for changes at week-12 vs baseline of normalized
grey matter (NGMV) (p=0.10) and cortical GM (NcGMV) (p=0.10)
volumes were not significant. However, they became significant
(p=0.04; p=0.02, respectively) when comparing all patients per-
forming CR vs those performing CR-S. “CR-plus-EX-S” patients
exhibited Go-NoGo-related fMRI activity increase (p <0.05, cor-
rected) at week-12 vs baseline in bilateral insular regions. In all
CR patients, increased NGMV (r=0.42, p=0.004) and NcGMV
(r=0.36,p=0.01) at week-12 vs baseline correlated with increased
CVLT Z-score.

Conclusion: Conclusions. CR modulated GM volumes and insular
fMRI activity in PMS. Funding. Funded by the MS Society of Canada
(grant #EGID3185). Ancillary funding from CMSC, Danish MS
Society, and National MS Society.

Disclosure: Nothing to disclose.

EPO-080 | Altered cognition in Parkinson patients with

depression compared to major depressive individuals

B. Yulug!; S. Cankaya®; E. Ozdemir Oktem?; A. Ozsimsek®;

C. Sayman?; D. Sayman®; R. Karaca®; U. Duran?; L. Hanoglu?
!Department of Neurology, Alanya Alaaddin Keykubat University,
Antalya, Turkey; ?Research Institute for Health Sciences and
Technologies (SABITA), Clinical Electrophysiology, Neuroimaging and
Neuromodulation Laboratory, Istanbul Medipol University, Istanbul,
Turkey

Background and Aims: The interaction of depression heralding PD
and incidental depression after the diagnosis of PD is complex re-
quiring a unified pathophysiological model of depression in PD. Here
we explored the connectivity and cognitive differences between
PD patients (with and without depression), Control and MDD pa-
tients. Our results indicate considerable cognitive and connectivity
differences between PD and MDD patients suggesting a compen-
satory phase specific to PD, regardless of the pathophysiology of
depression.

Methods: 38 Parkinson's outpatients (aged 49-86years; 23 depres-
sive (PDD) and 15 non depressive (PND)) and 46 healthy controls
(aged 20-81years; 22 depressive (MDD) and 24 non depressive
(ND)) were recruited by their clinicians. We applied MMSE, MOCA
and HDRS test to all the participants for cognitive and depression

assessment.
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Results: There was significant difference in terms of age (p<.001),
education years (p=0.009) and HDRS scores (p <.001). After adjust-
ing age and education years, our findings revealed significant dif-
ferences in orientation (p=0.050) and abstraction (p=0.005) scores
which are subtests of MOCA without any difference in MOCA
scores between PDD and MDD groups. We also observed that the
MDD patients were clearly impaired on tests known to assess non-
verbal primary memory, as well as verbal and non-verbal episodic
memory compared to non-demented PD, a finding that has been
confirmed both in non-depressed and depressed PD compared to
MDD (p <.005).

Conclusion: Our study revealed valuable findings considering cogni-
tive impairment in PD patients with depression compared to major
depressive disorder (MDD). We believe that our results hold a
clinicas value for the literature.

Disclosure: Nothing to disclose.
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associated brain functional alterations in patients with PPA
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and Vita-Salute San Raffaele University, Milan, Italy; 3Neuroimaging
Research Unit, Division of Neuroscience, and Neurology Unit, IRCCS
San Raffaele Scientific Institute, and Vita-Salute San Raffaele
University, Milan, Italy; “Neurophysiology Service, Neurology Unit,
and Neuroimaging Research Unit, Division of Neuroscience, IRCCS San
Raffaele Scientific Institute Milan, Italy; >Neurology Unit, IRCCS San
Raffaele Scientific Institute, Milan, Italy; ®Fondazione IRCCS Istituto
Neurologico Carlo Besta, Unit of Neurology 5 - Neuropathology,
Milan, Italy; "Neurology Unit, “San Gerardo” Hospital and University
of Milano-Bicocca, Monza, Italy; 8Department of Neurology and
Laboratory of Neuroscience, IRCCS Istituto Auxologico Italiano, Milano,
Italy; 9Department of Neurology and Laboratory of Neuroscience,
IRCCS Istituto Auxologico Italiano, and “Dino Ferrari” Center,
Department of Pathophysiology and Transplantation, Universita degli
Studi di Milano, Milan, Italy, IONeuroimaging Research Unit, Division
of Neuroscience, Neurology Unit, Neurorehabilitation Unit, and
Neurophysiology Service, IRCCS San Raffaele Scientific Institute, and
Vita-Salute San Raffaele University, Milan, Italy

Background and Aims: We aimed to investigate cognitive and affec-
tive theory of mind (ToM) abilities in semantic (svPPA) and nonfluent
(nfvPPA) variants of primary progressive aphasia, compared to other
frontotemporal lobar degeneration (FTLD) cases, such as behavioral

(bvFTD) and right temporal variants (rtvFTD). Moreover, this study

explored the neural correlates of affective and cognitive ToM altera-
tions in these FTLD syndromes.

Methods: Sixty-seven FTLD patients (14 nfvPPA, 17 svPPA, 23
bvFTD and 13 rtvFTD) and 98 healthy controls underwent neu-
ropsychological evaluation, structural and resting-state functional
MRI. Based on literature, two regions of interest (medial prefrontal
cortex-ImPFC and right supramarginal gyrus-rSMG) were created
as main nodes for affective and cognitive ToM, and RS functional
connectivity (RS-FC) networks were obtained. Using graph analysis
and connectomics, global and regional functional brain connectivity
were assessed and compared between groups. Patients underwent
the affective (SET-EA) and cognitive (SET-1A) ToM subtests of the
Story-Based Empathy Task (SET), and their performances were com-
pared across groups.

Results: Affective and cognitive ToM abilities as measured by the
SET appeared similarly impaired in all patients’ groups, including
PPA. Significant regional RS-FC alterations within both affective and
cognitive networks were observed in each group of patients as com-
pared with healthy controls.

Conclusion: These findings suggest a deterioration of affective and
cognitive ToM skills in FTLD patients, including PPA, which seems
to be related to similar functional connectivity alterations. The pre-
sent study emphasizes the importance of socio-cognitive features in
the early detection of FTLD conditions. Funding. European Research
Council (5tG-2016_714388_NeuroTRACK); Foundation Research on
Alzheimer Disease.

Disclosure: E Canu research support from Italian Ministry of Health.
C Tripodi, A Marangon, V Castelnovo, E Spinelli, F Caso, G Magnani,
P Caroppo, S Prioni, C Villa, L Tremolizzo, | Appollonio, F Verde noth-
ing to disclose. S. Basaia research support from Italian Ministry of
Health (IMH). G. Cecchetti speaker honoraria from Neopharmed
Gentili. N Ticozzi consulting services for Amylyx Pharmaceuticals,
Zambon Biotech SA and lectures for Italfarmaco; funding from IMH
and AriSLA. V Silani consulting services and/or speaking activities
for AveXis, Cytokinetics, Italfarmaco; and research support from
IMH, AriSLA, and E-Rare Joint Transnational Call. M Filippi consult-
ing or speaking activities or advisory boards for Alexion, Almirall,
Biogen, Bayer, Bristol-Myers Squibb,Celgene, Chiesi Italia SpA, Eli
Lilly, Genzyme, Janssen, Merck, Neopharmed Gentili, Novartis, Novo
Nordisk, Roche, Sanofi, Takeda, and TEVA; scientific direction of ed-
ucational events for Biogen, Merck, Roche, Celgene, Bristol-Myers
Squibb, Lilly, Novartis, Sanofi-Genzyme; research support from
Biogen Idec, Merck-Serono, Novartis, Roche, IMH, Italian Ministry
of University and Research, and FISM. F Agosta received speaker
honoraria from Biogen ldec, Italfarmaco, Roche, Zambon and Eli
Lilly, and has received research supports from IMH, Italian Ministry
of University and Research, ARiSLA, ERC, EU Joint Programme -
Neurodegenerative Disease Research, and Foundation Research on
Alzheimer Disease.
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EPO-082 | Improving cognitive functions in healthy subjects
using tACS and individual theta frequency

B. Yulug?; C. Sayman?; S. Cankaya®; E. Ozdemir Oktem?;

A. Ozsimsek®; A. Berekelia%; U. Duran®; D. Sayman®; R. Karaca®;

L. Ipek?; L. Hanoglu®

! Alanya Alaaddin Keykubat University, Department of Neurology and
Neuroscience, Antalya, Turkey; ’Bahcesehir University, Department of
Neurology, Istanbul, Turkey; SIstanbul Medipol University, Department
of Neurology, Istanbul, Turkey

Background and Aims: Transcranial Alternating Current Stimulation
(tACS), a non-invasive method, aims to enhance cognitive abilities in
healthy individuals and those with cognitive challenges by replicat-
ing brain activity. Beyond cognitive neuroscience, it shows promise
for psychiatric issues like schizophrenia. This study explores tACS
effects on eight healthy individuals aged 26 to 34.

Methods: Cognitive assessments (MMSE, MoCA, STROOP test, trail
making parts A and B, short-term memory, Recall, Wechsler memory
scale), EEG scans, and depression level evaluations conducted be-
fore and after tACS stimulation. Personalized tACS stimulation was
administered to the dorsolateral prefrontal cortex (DLPFC) area, uti-
lizing individual theta frequency (ITF) determined with MetLab. The
20-minute sessions, spanning five days, employed a 2 mA sinusoidal
oscillating current at minus one ITF (4-8Hz) to enhance cognitive
functions. Post-stimulation, participants underwent the same bat-
tery of cognitive tests and EEG scans.

Results: The statistical analysis, utilizing paired samples T-test with
a significance threshold of p<0.005, revealed no significant change
in depression levels (p=0.439). While Wechsler memory scale,
MoCA, MMSE, and STROOP tests exhibited no noteworthy differ-
ences, there were significant improvements in short-term memory
(p=0.041) and trail making part B (p=0.008) (Table 1).

Conclusion: In conclusion, tACS, a well-established non-invasive
brain stimulation technique, has demonstrated cognitive benefits
in various conditions. This study reinforces existing literature, indi-
cating notable enhancements in short-term memory and executive
function (trail making) after five days of tACS stimulation. Further in-
vestigations should involve larger participant groups to consolidate
and expand upon these findings.

Disclosure: Nothing to disclose.

EPO-083 | Effects of episodic and chronic tension type
headache on cognition and empathic neural responses: A fMRI

study

B. Yulug?; S. Cankaya®; C. Sayman?; E. Ozdemir Oktem?;

A. Ozsimsek?; U. Aylak? B. Ayyildiz®; D. Sayman’; R. Karaca';

A. Aktirk®; L. Hanoglu4; A. Velioglu5

Alanya Alaaddin Keykubat University, Department of Neurology and
Neuroscience, Antalya, Turkey; ?Bahcesehir University, Department of
Neurology, Istanbul, Turkey; 3Anatomy PhD Program, Graduate School
of Health Sciences, Kocaeli University, Istanbul, Turkey; *Istanbul
Medipol University, Department of Neurology, Istanbul, Turkey; Center
for Psychiatric Neuroscience, Feinstein Institute for Medical Research,
Manhasset, New York, USA

Background and Aims: This study delves into tension-type headache
(TTH), emphasizing its prevalence and impact on health and daily life.
The evolving understanding of TTH's neurological basis, particularly
altered central pain perception, prompts a need for comprehensive
studies on mood, cognitive function, and pain empathy. The study
aims to evaluate cognitive and empathic neuroimaging correlates of
TTH, addressing the lack of integrated studies in this area.
Methods: The enrollment comprised 102 participants (46 TTH
patients, 41 healthy controls) from Alanya University, diagnosed
following International Headache Committee criteria. Exclusion cri-
teria covered various conditions, and ethical approval was obtained.
Structural and resting-state fMRI scans were conducted with spe-
cific parameters.

Results: Analyzing demographic and clinical data, age differences
were nonsignificant (p>0.05), while education years significantly
varied (p<0.001). MOCA scores exhibited a significant differ-
ence (p<0.05), with tension-type headache patients scoring lower.
Subgroup analysis of episodic and chronic patients revealed no sig-
nificant differences in neurocognitive tests, volume, or connectivity
(p>0.05).

Conclusion: The study proposed a potential reverse causal relation-
ship, suggesting individuals with higher empathy levels might be
more susceptible to developing TTH. The decline in cognitive scores
correlated with increased headache intensity, indicating a complex
interaction between acute headache episodes, pain processing, and
cognition. fMRI results demonstrated changes in brain regions as-
sociated with acute pain, impacting executive functions and high-
lighting the cost of cognition during acute pain episodes. It provides
valuable insights into the intricate relationship between TTH, cogni-
tive function and pain empathy, contributing to the understanding of
the neurological underpinnings of TTH and its broader implications.
Disclosure: Nothing to disclose.
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EPO-084 | Neurocognitive correlates of awareness of everyday
functioning in middle-aged and older adults with HIV

A. Jacob'; M. Crowe'; V. Del Bene?; P. Fazeli®; D. Stavrinos®;

D. Vance®

!Department of Psychology, University of Alabama at Birmingham,
Birmingham, Alabama, USA; 2Department of Neurology, University
of Alabama at Birmingham, Birmingham, Alabama, USA; 3School of
Nursing, University of Alabama at Birmingham; YInstitute of Social

Science Research, University of Alabama, Tuscaloosa, Alabama, USA

Background and Aims: People living with HIV (PLWH) are vulner-
able for cognitive decline and are at greater risk for impaired eve-
ryday functioning; however, they may lack self-awareness of such
impairments. We examined neuropsychological correlates of self-
awareness of everyday functioning in PLWH.

Methods: In this cross-sectional study, 260 PLWH (40+ vyears)
completed a comprehensive assessment including neuropsycho-
logical tests as well as self-report (i.e., Lawton and Brody IADL
Questionnaire) and performance-based measures of everyday
functioning (i.e., Timed Instrumental Activities of Daily Living).
Self-awareness of functional status was calculated in the domains
of medication management, financial management, telephone use,
and grocery shopping. An algorithm was developed to classify ac-
curate reporters, under-reporters, and over-reporters using cut-
offs between actual performance vs self-reported performance.
Multinomial and binomial logistic regression equations were used.
Results: For financial management, participants with higher scores in
executive function/attention were less likely to be under-reporters,
while participants with higher depression were more likely to over-
report difficulties. For medication management, word-reading
emerged as the only significant predictor of inaccurate vs accurate
reporting. For telephone use, participants who scored higher on
executive function/attention and word-reading were less likely to
under-report difficulties. For grocery shopping, those of non-white
race had increased risk for inaccurate reporting.

Conclusion: Factors that impact self-awareness of deficits may vary
based on the functional domain and factors beyond cognitive func-
tion, such as mood and social factors, and should be included when
examining awareness of functional difficulties. These results sup-
port the use of a domain level approach to examining awareness of
functional difficulties in PLWH.

Disclosure: Nothing to disclose.

EPO-085 | From vision to language: Neuropsychological profile
in a cohort of patients with Posterior Cortical Atrophy

E. Bergamini; L. Giampietriz; M. Del Chicca®; V. Nicoletti?;
S. Cintoli?; G. Spadoniz; F. Baldacci®; G. Siciliano®; G. Tognoni2
lDepartment of Neuroscience, University of Pisa, Pisa, Italy;

2Department of Medical Specialties, Neurology Unit, AOUP, Pisa, Italy

Background and Aims: The aim of this study was to analyze the neu-
ropsychological profile of a group of patients with Posterior Cortical
Atrophy (PCA) due to Alzheimer's disease (AD). Unlike typical AD,
memory, insight and judgement are relatively preserved until lat-
ter stages but patients commonly report early language difficulties.
However, some inconsistencies exist among the cognitive features
described.

Methods: Clinical features and neuropsychological profile of 22
subjects (13 females) aged between 49 and 73years (61.13+7.04)
with PCA due to AD have been analyzed. Each patient underwent
a battery of neuropsychological tests, brain MRI, brain [18F]FDG-
PET and alternatively amyloid-PET or research for AD biomarkers on
CSF. A voxel-based analysis of [18F]FDG-PET compared with normal
control subjects has been performed for 14 patients.

Results: All patients showed impairment in visual-perceptual, visual-
spatial abilities and visuospatial memory. Variable language impair-
ment was detected in 68% of patients. At voxel-based analysis of
[18F]FDG-PET the evaluation of semantic fluency positively corre-
lated with hypometabolism in the left angular gyrus (p <0.001) and
Progressive Matrices Test positively correlated with hypometabo-
lism in inferior and superior left parietal gyrus (p <0.001).
Conclusion: A considerable variability in the language profile was
found: specifically, in some patients an impairment of semantic ver-
bal fluency was observed, while in others a logopenic phenotype
was detected, in agreement with the literature. The positive correla-
tions found for semantic fluency and Progressive Matrices Test are
consistent with the existing literature. Further studies are needed
to characterize the progressive evolution of the neuropsychological
profile of PCA.

Disclosure: The authors have nothing to disclose.

EPO-086 | Sexdifferences in neuropsychological profile in

behavioural frontotemporal dementia

F. Menegon®; F. De Marchi®; A. Baj'; M. Sacchetti; G. Decaroli®;

P. Serra4; B. Sarasso4; C. Comi3; G. Tondo®

1Department of Translational Medicine, University of Piemonte
Orientale, Neurology Unit, Azienda Ospedaliero-Universitaria Maggiore
della Carita, Novara, Italy; 2Department of Clinical Psychology,
Azienda Ospedaliero-Universitaria Maggiore della Carita, Novara,

Italy; 3Department of Translational Medicine, University of Piemonte
Orientale, Neurology Unit, S. Andrea Hospital, Vercelli, Italy;
“Neurology Unit, S. Andrea Hospital, Vercelli, Italy

Background and Aims: Behavioral variant (bvFTD) is the most com-
mon form of frontotemporal dementia (FTD), presenting with execu-
tive deficits and behavioural changes. Sex differences in prevalence,
clinical characteristics, and biomarkers, have been described in sev-
eral neurodegenerative diseases, including FTD. A previous study
reported worse executive and language performances in FTD fe-
males than males, but these findings are still sparse and need further
characterization.
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Methods: We included 20 patients (12 females, 8 males, age-
matched) diagnosed with bvFTD at the Memory Clinics of Novara
and Vercelli, Piedmont, Italy. All patients underwent a neurological
and neuropsychological evaluation at baseline, to characterize the
clinical presentation. Patients also underwent a brain MRl and FDG-
PET scan, and a lumbar puncture to support clinical diagnosis. In
familial cases, mutations in genes frequently associated with FTD
were investigated.

Results: In our cohort, sex did not influence global cognition, evalu-
ated with the Mini Mental State Examination and the Montreal
Cognitive Assessment (MOCA). When considering specific cog-
nitive domains, we observed better performance in females com-
pared to males in working memory (i.e., corrected Reverse Digit
Span, p=0.0198), and language (i.e., MOCA denomination subscore,
p=0.03).

Conclusion: From our preliminary data, sex might have a role in
determining the type of neuropsychological impairment in bvFTD,
with females performing better than males in language and work-
ing memory tests. These results confirm that sex may play a role in
influencing clinical phenotype in bvFTD, supporting the hypothesis
of sex as a pivotal variable for biological and clinical differences in
neurodegenerative diseases.

Disclosure: Nothing to disclose.

EPO-087 | QEEG connectivity markers to predict post-stroke

cognitive impairment: A pilot study

H. Dragos®; L. Livint Popa’; D. Muresanu?
lDepartment of Neurosciences, "luliu Hatieganu" University of
Medicine and Pharmacy, Cluj-Napoca, Romania; 2RoNeuro Institute for

Neurological Research and Diagnostic, Cluj-Napoca, Cluj, Romania

Background and Aims: Post-stroke cognitive impairment (PSCI) oc-
curs in about 20% of acute ischemic stroke (AIS) patients within the
first months and is associated with poor long-term prognosis. AlS
lesion seems to cause a change in the low-frequency resting state
networks, resulting in increased local connectivity, associated with
a global disconnection and a disruption of subcortical-cortical or
cortico-cortical interactions. This study aimed to develop a predic-
tive model incorporating quantitative EEG connectivity markers to
accurately predict PSCI six months after AlS.

Methods: Data were collected from 30 patients with symptomatic
supratentorial AIS confirmed by brain MRI without a history of cog-
nitive impairment or dementia. Resting-state EEG was recorded
within the first seven days after AlS onset. Relative power for delta,
theta, alpha, and beta bands, delta/alpha ratio, coherence, and
phase-locking value were computed. Neuropsychological assess-
ments consisting of the Montreal Cognitive Assessment test, Digit
Symbol, Digit Backward, Stroop Color-Word Test, and Rey Auditory
Verbal Learning test were performed one and six months after AlS.

Results: Delta/alpha ratio and relative theta frequency power
were independent predictors for PSCI, suggesting the association

between post-stroke alpha slowing and PSCI, which may be medi-
ated by attentional dysfunction.

Conclusion: QEEG markers seem to be a useful tool to inform early
prognostication of PSCI, particularly when cognitive function can-
not be adequately assessed.

Disclosure: Nothing to disclose.

EPO-088 | Indicators of cognitive status and quality of life in
patients with dystrophic myotonia (DM)

E. Malhina®; Y. Rushkevich®; S. Likhachev!; M. Dymkovskaya®;
A. Gusina?; O. Haliyeyskaya®

Republican Scientific and Practical Center of Neurology and
Neurosurgery, Minsk, Belarus; 2Republican Scientific and Practical
Center "Mother and Child", Minsk, Belarus

Background and Aims: Dystrophic myotonia (DM) is a rare multi-
system autosomal dominant disease. This is the most common ge-
netic form of muscular dystrophy in adults. Clinical manifestations
are varied. Intellectual impairments are observed in all forms of DM.
Purpose. Study of the characteristics of cognitive status and quality
of life (Qol) in patients with DM.

Methods: 21 patients with a genetically confirmed diagnosis of DM:
3 male and 18 female, ME 45.0[39.0;52.0] years (14 - type DM1,
7 - type DM2). 33 healthy controls (HC): 11 male, 31 female. ME
45.0[38.0;53.0] years.

Results: According to the MoCA, a decrease in scores was found
in patients with DM (Me 27.0[25.0;29.0]) compared to the HC (Me
30.0[28.5;30.0]), (U, p=0.007). When studying the MoCA subtests,
patients with DM revealed a decrease in “attention” indicators (U,
p=0.04); “delayed reproduction” (U, p=0.054). The SF-36 assess-
ment showed that in patients with DM there is a dominant decrease
in the general indicator of the physical component of health (Me
34.0[29.1; 38.5]) compared to the HC (Me 30.0[45.1; 56.1]), (U,
p=0.013). A defect was identified in the subscales “physical func-
tioning” (U, p=0.0025), “general health” (U, p=0.048) and “vital ac-
tivity” (U, p=0.046).

Conclusion: Patients with DM have cognitive impairment with a
predominance in the “attention” and “delayed recall” subtests. A de-
crease in QoL indicators was revealed in terms of physical function-
ing”, “general health” and “life activity”. The data obtained reflect
the importance of cognitive testing and the study of QoL in patients
with DM for the correction of identified disorders.

Disclosure: The authors have nothing to disclose.

EPO-089 | Cognitive decline in patients with diabetes mellitus
type 2: The validity of PS-test

Y. Laykova; E. Gorobets; R. Esin; R. Gamirova
Kazan Federal University
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Background and Aims: The objective of the study was to determine
the validity of the tool for the early detection of cognitive impair-
ment in patients with type 2 diabetes mellitus (DM).

Methods: The study group (SG) involved 102 patients (67 women, 35
men) with diabetes mellitus type 2, average age 67.5+8.1. The com-
parison group (CG) included 89 respondents aged 64.3+9.5years (51
women, 38 men). Both groups were assessed by Montreal Cognitive
Assessment (MoCA) test and by the specific tool for cognitive assess-
ment in DM (PS-test) worked out by the authors. Statistic methods: non-
parametric statistical estimation methods suitable for samples that do
not follow a normal distribution; the Mann-Whitney test; Spearman test.
Results: The MoCA test results revealed statistically significant dif-
ference (SSD) between SG and CG. The average MoCA test score
in SG was 21.07+0.36, in CG - 28.75+0.15 (p<0.001). SSD was
revealed also as a result of PS-test performing. The average pare-
miological test score in SG was 14.46+0.38, in CG - 19.84+0.04.
According to the Chaddock scale, the obtained correlation coeffi-
cient r=0.8858 corresponds to a high degree. The level of signifi-
cance of the correlation is confirmed by the p value <0.0001. Thus,
the developed test correlates well with the MoCA test chosen as an
external reference criterion, which proves the validity of this tool.
Conclusion: PS-test can be used in clinical practice for early reveal of
cognitive decline in patients with DM type 2.

Disclosure: The reported study was funded by Russian Foundation
for Basic Research (RFBR) according to the research project no.
20-312-90044.

EPO-090 | Deciphering the decline in dementia diagnoses: A
2015-2022 analysis in Sweden

B. Winblad
Division of Neurogeriatrics, Department of Neurobiology, Care Sciences
and Society, Karolinska Institutet, Stockholm, Sweden

Background and Aims: This study investigates age-standardized
rates of dementia diagnoses in Sweden among individuals aged 65
and older from 2015 to 2022, focusing on three primary diagno-
ses—F0O0 (Alzheimer's disease), FO1 (Vascular dementia), and FO3
(Unspecified dementia). The primary objective is to analyze trends,
emphasizing the significant decrease post-2019.

Methods: Data sourced from national healthcare records includes
age-standardized rates measured as dementia diagnoses per
100,000 inhabitants for individuals aged 65 and older. Gender-
specific trends for FOO, FO1, and FO3 are analyzed using descriptive
statistics and Poisson regression.

Results: For FOO dementia diagnoses, both males and females ex-
hibit a consistent decline from 2015 to 2019, followed by a substan-
tial reduction post-2019. Males experience a decline from 7.4 to 6.6,
while females have a notable drop from 7.3 to 3.9. Similarly, FO1
vascular dementia diagnoses demonstrate a substantial decrease
in both genders post-2019. Males witness a decline from 110.6 to
78.3, while females see a drop from 91.1 to 63.9. Additionally, FO3

unspecified dementia diagnoses portray a consistent decline from
2015 to 2019, with a further reduction post-2019. Males decrease
from 161.1 to 135.3, while females drop from 138.0 to 115.6.
Conclusion: Findings reveal a substantial post-2019 decrease in
dementia diagnoses, possibly impacting healthcare planning and
resource allocation. Adaptability in healthcare systems is crucial
for addressing the evolving needs of the aging population due to
COVID-19 infection. One conclusion could be that demented per-
sons did not get satisfactory assessment and care during the COVID
period. Further research is needed to explore contributing factors.
Disclosure: The authors declare no conflicts of interest or financial
relationships that could bias the study's results or interpretation.
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EPO-091 | Autosomal dominant SPG18: A large Italian family

N. Cuomo; A. Trinchillo®; V. Valente?; M. Espositos; M. Migliaccio4;
A. lovino!; P. Michele?; C. Caccavale!; C. Nocerino®; E. Salvatore”;
G. Pierantoniz; V. Menchise(’; S. PaIadinoZ; C. Criscuolo®
IDepartment of Neurosciences, Reproductive Sciences and
Odontostomatology, University Federico Il of Naples, Naples, Italy;
2Department of Molecular Medicine and Medical Biotechnology,
University of Naples Federico Il, Naples, Italy; *Clinical Neurophysiology
Unit, Cardarelli Hospital, Naples, Italy; 4IRCCS SDN SYNLAB, Naples,
Italy; °CDCD Neurology, “Federico II” University Hospital; °Institute

of Biostructure and Bioimaging, National Research Council (CNR) and
Molecular Biotechnology Center, Turin, Italy

Background and Aims: Hereditary Spastic Paraplegias (HSP) are
classified as “pure”, when spastic paraplegia is the only symptom or
“complex” when other clinical features are present. SPG18 is due to
ERLIN2 AD or AR gene mutations.

Methods: We describe clinical and molecular findings of a large
Italian AD SPG18 family. Whole exome sequencing. Sanger sequenc-
ing was performed to verify the genetic variation in the proband and
family members. Velocity gradient assay on proband's fibroblasts
was performed to investigate propensity of the mutated ERLIN2 to

form oligomers.

SPG18 pedigree
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Results: Five affected family members showed progressive spastic
paraplegia. Neuropsychological evaluation pointed out a slight men-
tal retardation in two patients. One patient reported generalized
epilepsy. The proband's father died at 58years old with a diagno-
sis of amyotrophic lateral sclerosis (ALS). Some of his siblings also
died around 60years old with an anamnestic history ascribable to
ALS. Genetic analysis revealed the heterozygous missense mutation,
¢.502G>A (p.V168M), in ERLIN2 gene, which cosegregated with the
disease in the affected patients and was not present in healthy sub-
jects. Velocity gradient assay indicated no differences in oligomeri-
zation between mutated and wild-type protein.
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Conclusion: We report a large Italian SPG18 kindred supporting AD
transmission pattern with a broad phenotypic variability. Our data
strength p.V168M more frequent association to ALS while biochem-
ical assays unravelled that V168M does not affect the ability of erlin-
2 to oligomerize, excluding a dominant negative effect.

Disclosure: Nothing to disclose.

EPO-092 | Findings from the ILLUMINATE prospective Natural
History Study (NHS) in individuals with ALSP
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1Department of Molecular Neuroscience, National Hospital for
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Neurosurgery, University College London, London, UK; “Department
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Neurology, University of Leipzig Medical Center, Leipzig, Germany;
SHertie-Institute for Clinical Brain Research & Department of
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the University of Pennsylvania, Philadelphia, PA, USA; ?Clinical, Vigil
Neuroscience, Inc., Watertown, MA, USA, IODepartment of Neurology,
Mayo Clinic, Jacksonville, FL, USA

Background and Aims: Adult-onset leukoencephalopathy with
axonal spheroids and pigmented glia (ALSP) is a rare, autosomal-
dominant, neurodegenerative microgliopathy caused by a CSF1R
gene mutation characterised by brain white matter demyelination
and atrophy, swollen axons, pigmented glial cells, and clinical symp-
toms of cognitive, neuropsychiatric, and motor dysfunction. ALSP
symptoms typically develop around 40-50years of age, leading to
death within =6-8years; no approved therapies exist.

Methods: ILLUMINATE, the first NHS in ALSP (NCT05020743), is a
prospective, multicentre study of individuals with definitive (satisfy-
ing full radiological, genetic, clinical criteria) or prodromal (satisfying
genetic, radiologic criteria only) ALSP. Participants (N=50) are fol-
lowed for 24 months, with clinical assessments and MRI collected
at screening and every 6 months and blood and cerebrospinal fluid
(CSF) disease biomarkers collected at specific visits.

Results: As of Sept-2023, 24/42 enrolled participants were symp-
tomatic and 18/42 prodromal. Ventricular volumes were higher at
baseline and expanded over time, and baseline grey matter volumes
were lower and declined over time, in symptomatic vs prodromal pa-
tients (Fig-1). Baseline soluble CSF1R in CSF was substantially lower
in all participants (reflecting reduced microglial activity) than healthy
individuals, whereas neurofilament light chain (NfL) in CSF and
serum was elevated in symptomatic (indicating neuroaxonal injury)
vs prodromal and healthy individuals (Fig-2). Cognitive impairment
was greater in symptomatic than prodromal patients and correlated

with MRI volume changes (Fig-3).
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FIGURE 3

Conclusion: These findings demonstrate the sensitivity of MRI
measures and NfL to ALSP pathophysiology, with potential to inform
optimal clinical endpoints and interventional study design in ALSP
and improve understanding of disease progression.

Disclosure: JMG receives research support to his institution for
contracted research. DSL, CW, NW, WK, CB, LS, SH, EF, JO-M, and
ZKW, or their institutions, have received compensation from re-
search and funding organisations and/or pharmaceutical companies
for speaking, consulting, and contracted research. BM, DM, AM, and
RR are current employees of and hold stock and/or stock options
in Vigil Neuroscience, Inc. Study developed, managed, and funded
by Vigil Neuroscience, Inc. Medical writing and editorial support
were provided by Morgan Hill, PhD, CMPP, and Melissa Austin of
Apollo Medical Communications (Guilford, CT), part of Helios Global

Group, with funding from Vigil Neuroscience, Inc.

EPO-093 | Arecurrent homozygous deletion in MED22
leads to a progressive neurodevelopmental disorder and
neurodegeneration

E. Cali
UCL Institute of Neurology, University College London

Background and Aims: Proper neurodevelopment relies on gene ex-
pression programs influenced by signalling molecules, transcription
factors (TFs), and epigenetic processes. In this study, we investigate
an ultra-rare homozygous single amino acid deletion (p.Glu133del) in
MED22, a component of Mediator, a key regulator of transcription,
gene expression and posttranslational epigenetic modifications.
Disruption of Mediator has been implicated in various neurodevel-
opmental and neurodegenerative disorders.

Methods: We analysed the variant's impact into the Mediator
structure and function through cellular studies and computational
simulations. We investigated MED22 protein function generating
knock-out zebrafish model and knock-in Drosophila model. We per-
formed scRNA-seq on zebrafish mutants.

Results: We identified eight affected individuals from six unre-
lated families with a severe progressive neurodevelopmental dis-
order, characterized by global developmental delay, microcephaly,
dystonia, seizures, and microcephaly. In vivo models of Drosophila
melanogaster and zebrafish demonstrate significant develop-
mental disruption, mirroring major aspects of the human disorder.

scRNA-sequencing data obtained from zebrafish mutants implicate
MED22 in dopaminergic network dysfunction.

Conclusion: We establish the first association of MED22 with a
human disorder, through integration of clinical, genetic and neuro-
radiological data. We provide insights in the molecular dynamics of
Mediator dysfunction and in the neuronal pathways that might be
affected by MED22 dysfunction.

Disclosure: Nothing to disclose.

EPO-094 | MicroRNA biomarkers of large vessel occlusion
strokes in cross-sectional and longitudinal analysis

E. Sidorov'; M. Rout?; D. Sanghera2

1Department of Neurology/The University of Oklahoa Health Sciences
Center, Oklahoma City, Oklahoma; 2Department of Pediatrics/

The University of Oklahoa Health Sciences Center, Oklahoma City,
Oklahoma

Background and Aims: Exosomal microRNAs play an important role
in developing disease biomarkers. Many microRNAs were associated
with stroke in case-control studies on heterogeneous populations,
but none had solid evidence to become a biomarker. In this pilot in-
vestigation, we analyzed the microRNA of stroke patients with large
vessel occlusion (LVO) using a combination of cross-sectional and
longitudinal study designs.

Methods: We performed a cross-sectional analysis of 2,632 serum
exosomal microRNAs on 55 stroke patients and 53 non-stroke con-
trols; and a longitudinal analysis in 10 stroke patients, collecting
blood samples at <24 h, 3, 5, and 30days after stroke. MicroRNAs
were isolated using the mir VANA RNA isolation kit (Ambion, USA).
We ran miRNA expression assays using TagMan probes (Applied
Biosciences, USA) on 384-well microplates using QuantStudio 6
available in our lab. Each assay was run in duplicates using endog-
enous (U6) and blank controls.

Results: We identified 51 microRNAs associated with ischemic
stroke, however, only microRNA 9-3p and microRNA 233-3p sur-
vived stringent Bonferroni correction (p<0.01). MicroRNA 9-3p
had 9-fold higher levels in LVO stroke patients compared to con-
trols (p<0.01), and a strong correlation with the infarction volume
(r=0.393; p=2.98x107%). Both microRNAs significantly increased
during longitudinal analysis from presentation to days 3-5 and then
slowly declined at 90days after stroke (p <0.01).

Table 1. Significantly altered serum gxosomal miRNAs in large vessel occlusion stroke and th
correlation with the infarction volume (N= 55 stroke cases and 53 controls)
miRNA . Fold Log p-value FDR p- | Bonferroni Correlation J|

Change fold value corrected with stroke

change p-value volume/p-
value
hsa-miR-9-3p 9.39 323 2.0x107 [ 5.6x10° 1.3x10* ™~
hsa-miR-223-3p -1.83 -0.87 1.1x107 | 1.5x10* 7.1x10* M
p- value =0.003

Significant microRNAs
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Figure 1. Longitudinal analysis of miRNA-9-3p (A), mi-RNA-
223-3p (B) shows that they increase after presentation and
decline at 90 days.

Longitudinal changes in microRNAS

Conclusion: Our study showed dysregulation of exosomal microR-
NAs 9-3p and 233-3p after ischemic stroke in cross-sectional and
longitudinal analysis. If replicated in large-scale trials both microR-
NAs may be come ischemic stroke biomarkers

Disclosure: Nothing to disclose.

EPO-095 | Neurological symptoms in adults with Gaucher

disease: A systematic review

G. Imbalzano; C. Ledda; A. Covolo; A. Romagnolo; L. Lopiano;
C. Artusi

Department of Neuroscience "Rita Levi Montalcini", University of Turin

Background and Aims: Gaucher disease (GD) is traditionally classi-
fied into three types based on the presence or absence of neurologi-
cal sighs and symptoms, but their presentation can be highly variable
in adulthood and they have not been adequately addressed in the
literature so far. We performed a systematic literature review to
analyze the entire spectrum of neurological manifestations in adult
patients previously classified as GD type |, Il or lll, evaluating the role
of variants in different neurological manifestations.

Methods: We searched databases for studies reporting clinical data
of adult GD patients (age 218). Data extraction included GD types,
GBA1 variants, age at disease onset and diagnosis, duration of GD
and age at onset, and type of neurological symptoms reported.
Results: Among 4190 adult GD patients from 85 studies, 555 exhib-
ited at least one neurological symptom. The median age at evalua-
tion was 46.8years (IQR 26.5), age at neurological symptoms onset
was 44years (IQR 35.1), and age at GD clinical onset was 23years
(IQR 23.4). Parkinsonism, including Parkinson's disease and Lewy
Body dementia, was the most reported neurological manifestation.
Other symptoms and signs encompassed oculomotor abnormalities,
peripheral neuropathy, seizures, myoclonus, and cerebellar, cogni-
tive and psychiatric symptoms. The genotype N370S/N370S mostly
presented with Parkinsonism and the L444P variant with severe and

earlier neurological symptoms.

Records identified through
catabase searching

(n=1413) Duplicate records removed

(n=80)

Records excluded
(n=1173)

Records screened

(n=1333) pre | NO pertinent data (n = 1053)

Review or Commentary (n = 80)
Full text not available (n = 30)

Adaitional artickes included after
Full-text assessed for eligibility scanning reference lists

s {n = 100) (n = 20)

Reports excluded
N (n=95)
Studies included in review No pertinent data (n = 51)
(n = 85) Aggregated data (n = 37)
i ‘ Studies with same poputation (n=3)
Review or Commentary (n = 3)
Cohort: 31
Case Report: 28
Case Serles: 26
—

The PRISMA flow diagram of the systematic review

Parkinsonism
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Psychiatric
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Graphic summary of the principal neurological symptoms evaluated
in adult patients with Gaucher Disease. The font size decreases
based on the observed prevalence.

Conclusion: The findings of this systematic review highlight: (1) the
relevance of a comprehensive neurological assessment in GD pa-
tients, and (2) the importance of considering possible undiagnosed
GD in adult patients with mild systemic symptoms presenting unex-
plained neurological symptoms.

Disclosure: Nothing to disclose.
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EPO-096 | Description of a cohort of Primary Familial
Calcification patients from a single centre in Italy: A systematic

approach

G. Bonato?; C. Bertolin? F. Pistonesi®; R. Biundo®; P. Santurelli';

B. Savini®; L. Bresciani'; S. Andretta®; L. SalviatiZ; A. Antonini?;

M. Carecchio®

1parkinson and Movement Disorders Unit, Centre for Rare Neurological
Diseases (ERN-RND), Department of Neuroscience, University

of Padova, Padova, Italy; 2Clinical Genetics Unit, Department of
Women's and Children's Health, University of Padova, Padova, Italy;
3Department of General Psychology, University of Padova, Padova,
Italy

Background and Aims: PFBC is a rare neurodegenerative disorder
characterized by calcium deposition in the brain. Clinical manifesta-
tions include movement disorders, cognitive or psychiatric features;
50% of cases recognize a genetic cause, with an autosomal domi-
nant (SLC20A2, XPR1, PDGFB, PDGFRB) or recessive inheritance
(MYORG, JAM2, CMPK2). Almost 500 cases have been described
from different centres with different clinical workup. We systemati-
cally describe a cohort from a single centre in Italy (Padova).
Methods: Clinical-neuropsychological examination, NGS genetic
panel, blood test, CT scan

Results: We examined 78 PFBC subjects, 33 males and 45 females;
46% had a positive family history; secondary causes of calcium dep-
osition were excluded. 21% were asymptomatic; mean age at onset
was 55years (min 23, max 90). The most frequent symptoms were
movement disorders (Fig. 1): parkinsonism (58%), followed by tremor
(56%). Dystonia was documented in 27% (with 2 cases of paroxysmal
dystonia); cerebellar signs (21%) and chorea (13%) were less frequent;
pyramidal signs were also present in 45% of cases. Psychiatric fea-
tures were associated in 51%, and cognitive deficits in 38% (22 MCI
and 4 dementias, mainly affecting executive domains). Pathogenic
mutations were found in 55% of subjects (Fig. 2), mostly in SLC20A2
(45%) and MYORG (21%). Dentate nuclei were frequently involved
besides basal ganglia (Fig. 3). DAT-Scan was positive in 21/32 (65.6%)

of patients with parkinsonism.

Clinical features

Asymptomatic IEGEG_— 16 - 21%
Epilepsy w6 -8%
Headache IEEE———— ) - 28%

Psychiatric 40-51%

Cogntive G 30 - 38%

Chorea mmmmmmm § .13%
Pyramidal signs IEEG—_——N S - 45%
Cerebellar features IEEG_—_—S13 - 21%

Dystonia  EG_— 17 - 27%

Tremor 35-56%
Park i 36-58%

FIGURE 1 Clinical features of the cohort

Genetic results
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SLC20A2 + PDGFB
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FIGURE 2 Genetic testing results in the cohort

CT brain site %
Basal ganglia 100%
Dentate nuclei 65%
Thalami 45%
White matter 40%
Cortex 18%

Brainstem 8%

FIGURE 3 Radiologic features of the cohort and a CT example of a
MYORG patient

Conclusion: Our work suggests a complete clinical, genetic and ra-
diologic assessment to evaluate PFBC patients as a tool to obtain
complete data to better understand this complex disease.
Disclosure: Nothing to disclose.



ABSTRACT

61 of 457

EPO-097 | Genetic study of SCA27B, CANVAS and other repeat
expansion disorders in Greek patients with late-onset cerebellar

ataxia

C. Kartanou®; Z. Kontogeorgiou®; A. Mitrousias’; C. Koniari';

D. Pellerin; M. Dicaire?; P. Iruzubieta®; M. Danzi’;

K. Athanassopoulosl; M. Stamelou®; M. Rentzos’: E. Anagnostou7;
S. Zuchner’; B. Brais?; H. Houlden®; M. Panas®; L. Stefanis’;

G. Karadimal; G. Koutsis®

INeurogenetics Unit, 1st Department of Neurology, National and
Kapodistrian University of Athens, Eginitio Hospital, Athens, Greece;
’Department of Neurology and Neurosurgery, Montreal Neurological
Hospital and Institute, McGill University, Montreal, Québec, Canada;
3Department of Neuromuscular Diseases, UCL Queen Square Institute
of Neurology London and The National Hospital for Neurology and
Neurosurgery, University College London, London, UK; *Department of
Neurology, Donostia University Hospital, Biogipuzkoa Health Research
Institute, Donostia-San Sebastidn, Spain; °Dr. John T. Macdonald
Foundation Department of Human Genetics and John P. Hussman
Institute for Human Genomics, University of Miami Miller School of
Medicine, Miami, Florida, USA; Sparkinson's disease and Movement
Disorders Department, HYGEIA Hospital, Athens, Greece, " 1st
Department of Neurology, National and Kapodistrian University of
Athens, Eginitio Hospital, Athens, Greece

Background and Aims: Late-onset cerebellar ataxia (LOCA) encom-
passes heterogeneous neurodegenerative disorders with symptom
onset after 30years of age. A genetic diagnosis is established in
fewer than 30% of LOCA patients. Intronic tandem repeat expan-
sions (TREs) in RFC1 and FGF14 have recently emerged as common
causes of LOCA. This study screened Greek LOCA patients for the
commonest causative TREs.

Methods: Over a 28-year period, 206 consecutive LOCA patients
were referred for genetic testing. Based on clinical data and inherit-
ance pattern, patients were screened for FRDA, SCA1,2,3,6,7 and
FXTAS, followed by testing for CANVAS and SCA27B. PCR, RP-PCR,
agarose gel electrophoresis and fragment analysis were performed,
as appropriate, to detect the pathogenic TREs.

Results: A genetic diagnosis was reached in 60 of 206 cases (29.1%).
Mean age was 60.1+11.2 (35-87) years and mean age at onset
52.5+11.4 (30-80) years. SCA27B accounted for 9.7% of LOCA
cases (n=20), CANVAS for 6.8% (n=14) and FRDA for 4.4% (n=9).
The overall frequency of SCA1 (n=5), SCA2 (n=6) and SCA7 (n=3)
was estimated at 6.8%. No cases of SCA3 and SCA6 were identified.
FXTAS (n=3) contributed another 1.5% of cases.

Conclusion: Our study provides comprehensive data on the ge-
netic basis of LOCA in the Greek population. SCA27B, followed by
CANVAS, represent the commonest known genetic causes of LOCA.
FRDA is also a relatively common cause of LOCA. SCA1,2,7 and
FXTAS are rare, whereas SCA3 and SCA6 are virtually absent. We
recommend prioritizing testing for FGF14 and RFC1 expansions in
the diagnostic algorithm of LOCA.

Disclosure: Nothing to disclose.

EPO-098 | Mutational screening of greek patients with Charcot-

Marie-Tooth disease using whole exome sequencing

Z. Kontogeorgiou®; C. Tzebetzis!; C. Kartanou®; C. Koniari?;

M. Rentzos?; P. Kokotis®; E. Anagnostou®; E. Chroni; V. Zouvelou?;
M. Panas’; G. Karadima®; G. Koutsis®

1Neurogenetics Unit, 1st Department of Neurology, Eginition Hospital,
School of Medicine, National and Kapodistrian University of Athens,
Athens, Greece; 21t Department of Neurology, Eginition Hospital,
School of Medicine, National and Kapodistrian University of Athens,
Athens, Greece; >Clinical Neurophysiology Unit, 1st Department

of Neurology, Eginition Hospital, School of Medicine, National and
Kapodistrian University of Athens, Athens, Greece; 4Department of

Neurology, School of Medicine, University of Patras, Patras, Greece

Background and Aims: Charcot-Marie-Tooth disease (CMT) is the
most common cause of hereditary neuropathy, exhibiting extensive
genetic heterogeneity, which can be addressed using whole exome
sequencing (WES). This study screened previously undiagnosed
Greek patients with CMT, using WES.

Methods: Over a 6-year period, 441 consecutive patients were re-
ferred for CMT molecular diagnosis. Following targeted testing for
CMT1A and in selected cases for CMTX, 173 index-cases remained
undiagnosed, of which 65 with a strong suspicion of hereditary neu-
ropathy. To date, 32 of these, including 13 cases with demyelinating
and 19 cases with axonal neuropathy, have been screened by WES
using lon Torrent technology and confirmed by Sanger sequencing.
Results: Causative variants were detected in 19 of 32 patients
(59.4%) across 14 genes known to cause CMT, of which 3 were novel
(in MPZ, SH3TC2 and KIF1A). In demyelinating forms the diagnostic
yield was 76.9 % and in axonal forms 47.4%. Most causative variants
were found in SH3TC2 (5 cases) and GJB1 (2 cases), all in demyeli-
nating CMT. In patients with demyelinating CMT, single causative
variants were found in EGR2, MPZ and NDGR1. In patients with ax-
onal CMT, single causative variants were identified in HINT1, NEFH,
BSCL2, NEFL, MORC2, GDAP1, KIF1A, SORD1 and MPV17.
Conclusion: The overall diagnostic yield of WES was comparable to
other CMT populations. Our results contribute to the further map-
ping of gene variants associated with hereditary neuropathy and
highlight the importance of WES in the diagnostic algorithm of dis-
orders with high genetic heterogeneity, in the context of precision
medicine.

Disclosure: Nothing to disclose.

EPO-099 | Phenotypical characterization of a cohort of SCA 27B
patients

G. Falcone; F. Santorelli%; O. Musumeci®

INeurology and Neuromuscular Disorders Unit, Department of Clinical
and Experimental Medicine, University of Messina, Italy; 2Molecular
Medicine for Neurodegenerative and Neuromuscular Diseases Unit,
IRCCS Fondazione Stella Maris, Pisa, Italy
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Background and Aims: FGF14 intronic heterozygous GAA expan-
sions have recently been identified to be a frequent cause of late
onset cerebellar ataxia (LOCA) (SCA27B). We evaluated the fre-
quency and phenotype of SCA27B in a cohort of patients with un-
solved hereditary cerebellar ataxia (HCA).

Methods: We recruited 25 patients affected with HCA with no age
limit who had negative results on testing for repeat expansions and
ataxia gene panels and screened them for the FGF14-GAA repeat
expansion.

Results: 4 of the 25 patients (16%) carried an FGF14 (GAA) 2250
expansion. Median age at onset was 51.75years (range 16-79).
Episodic symptoms at onset were present in two patients with epi-
sodes of vertigo, sweating, gait imbalance in one case and ataxia,
dysarthria, rigidity, diplopia and dysphagia in the other. On exami-
nation abnormal smooth pursuit movements, downbeat nystagmus,
dysarthria and gait ataxia were present in all patients; appendicular
ataxia was mildly present only in one patient. Other signs were hy-
poreflexia at lower limbs (%), tremor of chin and hands (2/4), postural
instability (%). Other symptoms reported were diplopia (%), cramps
(2/4), urgency (%), dysphagia (3/4), depression (2/4), hearing loss
(2/4), chronic cough (%). Alterations in BAEPs (%), VEPs (2/4) and
SEPs (%) were present. Brain MRI revealed cerebellar atrophy (4/4),
frontoparietal atrophy (2/4), superior cerebellar peduncle hyperin-
tensities (%).

Conclusion: Our results show the highly heterogeneity of SCA27B
and support FGF14-GAA repeat expansion screening in patients
with LOCA and MSA look-alikes. However, we suggest screening
younger cohorts as well.

Disclosure: Nothing to disclose.

EPO-100 | Parkinsonism in primary mitochondrial disorders:

Clinical characteristics and follow up

I. Arena®; G. Falcone®; M. Porcino?; C. Terranova®; C. Rodolico?;
O. Musumecit
1Department of Clinical and Experimental Medicine, University of

Messina Messina, Italy

Background and Aims: Primary mitochondrial disorders (PMDs) are
a wide group of diseases characterized by a dysfunction of the mi-
tochondrial respiratory chain, potentially involving the central and
peripheral nervous system. Parkinsonism is described as a clinical
feature of patients with PMDs. The objective of this study is to de-
scribe the clinical characteristics of parkinsonism in our cohort of
patients affected by PMDs.

Methods: We revised the clinical records, including the extrapy-
ramidal features, symptoms associated, the diagnostic investiga-
tions performed, genetic results, and response to therapy in all the
patients presenting with parkinsonism in our PMDs cohort.

Results: 9/80 patients from our database presented characteristics
of parkinsonism. Progressive external ophthalmoplegia (9/9), myopa-
thy (9/9), ataxia (3/9), peripheral neuropathy (3/9), and optic atrophy

(3/9) were the most frequent associated symptoms. Genetic anal-
ysis showed multiple mtDNA deletions with mutations in POLG1,
TWNK and OPA1 nuclear genes. The most reported extrapyramidal
symptom at onset was unilateral tremor. The age of onset was het-
erogeneous, ranging from 40 to 70years old. Dopamine transporter
imaging (DaTscan) showed a reduced or absent mostly asymmetrical
striatal dopamine uptake. Overall, our cohort showed a good and
sustained response to levodopa during follow up.

Conclusion: Our data confirm the role of mitochondrial nuclear
genes in the pathogenesis of mitochondrial parkinsonism and the
importance of screening these genes when suspecting a parkinson-
ism associated with “mitochondrial red flags”. Extrapyramidal fea-
tures in mitochondrial parkinsonism appear to be similar to those of
idiopathic parkinsonism with an overall positive response to current
therapies.

Disclosure: Nothing to disclose.

EPO-101 | Mortality in tuberous sclerosis complex after the
introduction of everolimus in the UK

N. Loh?; C. Kidson?; Y. Syed®

paediatrics, KK Childrens Hospital, Singapore; 2Medical School,
University of Bristol, UK; 3Neuroscience and Mental Health Research
Institute, Hadyn Ellis Building, Cardiff, CF24 4HQ, UK

Background and Aims: Limited literature is available regarding
causes of death of people with Tuberous Sclerosis Complex (TSC)
since the introduction of everolimus therapy in 2016 in United
Kingdom. The aim of this audit is to look for any change in the main
causes of death of people with TSC

Methods: Patients who attended the Bath supra-regional TSC spe-
cialist clinic and died between 2016 and 2022 inclusive had their
medical records reviewed to identify various disease-related factors
and cause of death. Where cause of death was not available, infor-
mation from the patient's general practitioner (GP) was used or their
death certificate was sought from the General Registry Office. The
cohort was then split into various subgroups to identify potential risk
factors for earlier mortality.

Results: 369 patients attended this clinic from 2016 to 2022. Six
deaths were definitely related to TSC, 5 possibly related and 8 un-
related. Primary causes of death included tumours in 7 (37%; one
pancreatic neuroendocrine tumour), epilepsy in 3 (16%, including 1
probable SUDEP), aspiration pneumonia in 3 (11%), sepsis in 2 (11%),
COVID in 1 (5%), hepatic AMLin 1 (5%), SEGA in 1 (5%), and stroke in
1 (5%). Renal failure was a secondary cause in 2 (11%).

Conclusion: Death at the Bath TSC clinic was associated with learn-
ing disabilities and possibly larger AML size. Mortality related to
SUDEP causes has become less prominent, while cancers appear to
be more prevalent in this cohort. Everolimus appears to positively
impact renal and LAM risk.

Disclosure: Nothing to disclose.
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EPO-102 | Whole exome sequencing-based testing of adult
epilepsy in the Polish population

M. Mroczek®; D. Szczeéniakz; K. Ziora-Jakutowicz?; M. Kacprzakz;
L. Kotuta®

IDepartment of Neurology, University Hospital Basel, University

of Basel, Basel, Switzerland; 2Medgen Medical Centre, Warsaw,
Poland, ®Institute of Psychiatry and Neurology in Warsaw, Genetics
Department, Warsaw, Poland

Background and Aims: Genetic testing in pediatric populations dem-
onstrated clinical utility and provided a diagnostic yield of 18-40%,
depending on the cohort tested. However, the diagnostic yield and
data on the potential classification of adult epilepsies are limited.
Methods: This study aims to investigate the diagnostic yield, analyze
genetic diagnoses and apply International League Against Epilepsy
(ILAE) classification for pediatric epilepsies to adult patients with
epilepsies in Poland. We recruited 151 patients from 42 clinical cent-
ers across Poland. The patients had a diagnosis of epilepsy/seizures,
were older than 18years old at the time of the genetic testing and
did not have a genetic diagnosis. The median age of the patient was
28years.

Results: We reached a diagnostic yield, when considering patho-
genic/likely pathogenic variants according to ClinVar of 8.6% (n=13)
and of 17% (n=26) when applying American College of Medical
Genetics (ACMG) criteria. According to the indications for genetic
testing according to ILAE, most adult patients were tested for epi-
lepsy+(n=100, 66%), 21 patients were tested for drug-resistant ep-
ilepsy (14%), 17 for encephalopathy (5%), and 6 patients were tested
for familial epilepsy (4%).

Indications for genetic testing according to ILAE
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Summary of the molecular results and additional phenotypic
features

Conclusion: There is a wide spectrum of diagnoses associated with
epilepsy in adults. We applied the ILAE guidelines for childhood
epilepsy to the adult population. Patients may have had a diagnosis
related to childhood syndrome, but due to limited diagnostic possi-
bilities it was not possible to diagnose them in childhood.
Disclosure: Nothing to disclose.

EPO-103 | Late-onset coats plus syndrome: Broadening the
differential diagnosis of intracranial calcifications in adults
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Background and Aims: Coats plus syndrome (CPS) is a multisystemic
disorder, with intracranial calcifications, cysts and leukoencephalop-
athy as characteristic neurological features. CPS typically presents
in infancy or childhood and is caused by bi-allelic defects in CTC1
gene, involved in telomere maintenance and DNA replication.
Methods: A 46-year-old woman presented a 2-year history of be-
havioral changes and cognitive decline. Her medical history was un-
remarkable until 33years of age when diagnosed with infertility. At
38, she developed retinal vasculopathy and progressive restrictive
lung disease under consideration for lung transplantation. Her family
history was irrelevant. Clinical examination revealed greying of the
hair, atrophic skin with violaceous and brownish macules and low
body mass index. Neurological examination highlighted attention
and executive function deficits, left homonymous hemianopsia, left
central facial palsy and hyperreflexia.

Results: Head MRI revealed a frontal white matter lesion involv-
ing U fibers, with peripheral gadolinium enhancement and vaso-
genic oedema, as well as multifocal calcifications in the subcortical
and deep white matter. MR angiography was normal. CSF analysis
showed hyperproteinorrachia, mirrored oligoclonal bands and el-
evated neopterins, excluding infection or neoplasia. To further
clarify the radiological findings, exome sequencing was ordered and
identified a homozygous variant NM_025099.6:¢c.2954_2956del in
CTC1 gene. The patient died 9 months after presentation due to
pneumonia.

Conclusion: Adult-onset CPS is very rarely reported. We presented a
case associated with ahomozygous in-frame deletion (p.(Cys985del)),
which presented in adulthood with a milder phenotype. Clinicians
should consider CPS in the differential diagnosis of intracranial calci-
fications and leukoencephalopathy in adults.

Disclosure: Nothing to disclose.

EPO-104 | Optimized testing strategy for molecular diagnosis of
GAA-FGF14 (SCA27B) ataxia: French SCA27B ataxia study group

C. Bonnet®; S. Puisieux?; V. Roth; M. Wandzel®; D. Pellerin®;

G. Clément?; B. Brais*: M. Renaud®

ILaboratory of Genetics, University Hospital of Nancy, France;
2Department of Neurology, University Hospital of Nancy, France;
3Department of Neuromuscular Diseases, UCL Queen Square

Institute of Neurology and The National Hospital for Neurology and
Neurosurgery, University College London, London, UK; *Department
of Neurology and Neurosurgery, Montreal Neurological Hospital and
Institute, McGill University, Montreal, Canada; 5Departmentf of Human

Genetics, University Hospital of Nancy, France

Background and Aims: GAA expansions in FGF14 intron 1 are a
common cause of autosomal dominant hereditary cerebellar ataxia
(GAA-FGF14 ataxia; spinocerebellar ataxia 27B, SCA27B), particu-
larly in Late Onset Cerebellar Ataxia (LOCA). SCA27B is classically
characterized by a slowly progressive cerebellar syndrome with
episodic onset in more than 2/3 of cases, over 40years of age. Until

now, molecular confirmation of FGF14 GAA expansions has mainly
relied on long-read sequencing, a technology not yet routinely avail-
able in French genetics laboratories.

Methods: We developed and validated a three-step molecular di-
agnostic strategy: long-range fluorescent PCR (fLR-PCR) to deter-
mine allele sizes, bidirectional triplet-primed PCR (TP-PCR) to verify
the presence and nature of the expansion and LR-PCR products gel
electrophoresis and/or Sanger sequencing depending on the profile
observed in TP-PCR. We compared this strategy to nanopore long-
read sequencing on 22 Canadian SCA27B patients of French origin
and then tested it on a national cohort of 560 patients with unre-
solved LOCA.

Results: We identified 107 patients (19.1%) carrying FGF14 expan-
sions (GAA) 2250 including 17/560 (3%) with expansions between
250 and 300 GAA (intermediate allele with incomplete penetrance).
Further studies are needed to help in the interpretation of these in-
termediate alleles. We identified non-pathogenic non-GAA expan-
sions and GAA-interruptions.

Conclusion: We confirm that SCA27B is a common cause of LOCA.
Detailed phenotyping of patients appears essential particularly for
the interpretation of intermediate alleles. This novel strategy reliably
detected and sized FGF14 GAA expansions, and compared favorably
to long-read sequencing.

Disclosure: None.

EPO-105 | Unveiling a stroke-like onset of Creutzfeldt-Jakob
disease: A case report of V210l mutation

T. Giannelli; G. Ruta; D. Totaro; L. Parrulli; D. Paolicelli;
G. Logroscino; A. Introna
Department of Translational Biomedicine and Neuroscience (DiBraiN),

University of Bari “Aldo Moro”, Bari, Italy

Background and Aims: Genetic prion diseases (PrD) account for
10-15% of prion diseases and are caused by mutations in the prion
protein gene (PRNP).

Methods: A 75-year-old man suddenly developed nominum aphasia
ten days before admission. His medical history included hyperten-
sive heart disease and atrial fibrillation. His brain computed tomog-
raphy (CT) and angiography-CT were unremarkable. At neurological
evaluation the patient executed simple orders, however, compre-
hension and production of complex speech were compromised. A
first brain magnetic resonance imaging (MRI) excluded ischemic le-
sions and inflammatory processes. Meanwhile, he progressively and
rapidly developed ataxia, cerebellar signs, spontaneous myoclonus
and mutism. Analysis of cerebrospinal fluid (CSF) revealed increased
levels of total tau (>2000 pg/ml). His electroencephalogram showed
pseudo-periodic triphasic waves over the left frontotemporal re-
gions. PrD was suspected, therefore the patient underwent a new
brain MRI. Diffusion-weighted imaging exhibited diffuse cortical rib-
bons in the left frontal, insular and parietal cerebral cortex. After dis-
charge, the patient died shortly after due to ab ingestis pneumonia.
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Results: CSF RT-QuIC for prion protein returned positive. Sanger
sequencing of the PRNP gene showed the heterozygous V210l
genotype (c.628 G>A - p.Val210lle) and the homozygous Met/Met
genotype at codon 129. These findings were suggestive of genetic
Creutzfeldt-Jakob disease (CJD).

Conclusion: An acute onset of symptoms in CJD is rare (2% of all
cases) and so far has been associated exclusively with the V203l
mutation. The sudden appearance of focal symptoms without cor-
responding brain lesions requires a thorough investigation to rule
out other rare causes including CJD, especially in rapidly progressive
clinical scenarios.

Disclosure: Nothing to disclose.

Epilepsy 1

EPO-106 | Heartrate variability in patients with Epilepsy

S. Daoud; S. Sellami®; R. Charfi'; A. Bahloul?; N. Bouattour;
N. Farhat®; S. Sakka®; K. Moalla®; L. Abid?; K. Masmoudi®;

M. Damak?; C. Mhiri!

INeurology Department and Research Laboratory LR125P19,
Habib Bourguiba University Hospital, Sfax, Tunisia; ’Department
of Cardiology, Hedi Chaker University Hospital, Sfax, Tunisia;
3Department of Physiology and Functional Exploration, Habib

Bourguiba University Hospital, Sfax, Tunisia

Background and Aims: Several studies have reported alterations of
heart rate variability (HRV) and decreased cardiac rhythm abnormal-
ity in patients with epilepsy. The purpose of this study is to investi-
gate epilepsy and its impact on HRV.

Methods: We obtained HRV data from an ambulatory 24-hour
rhythm holter monitorization recordings in 73 patients with epi-
lepsy. We calculated HRV parameters in both time and frequency
domains including low frequency (LF) power, high frequency power
(HF), LF/HF ratio, square root of the mean of the sum of the squares
of differences between adjacent NN intervals (RMSSD), the stand-
ard deviation of all NN intervals (SDNN) and the standard deviation
of the averages of NN intervals in all 5 min segments of the entire re-
cording (SDANN). The HRV in epileptic patients was compared with
73 age- gender matched healthy controls.

Results: HRV analysis showed that epileptic patients presented
lower values of HF than controls (p=0.002), also a lower values
of LF (764.64 vs 801.3; p=0.63) with a significantly higher LF/HF
ratio (p<0.0001). Time domain analyses also showed lower HRV
and lower vagal activity in patients with epilepsy, as shown by lower
SDNN (132.40 vs 136.24; p=0.32), lower SDANN (113.8 vs 123.11;
p=0.1) and a significant lower RMSSD (p=0.004).

Conclusion: In conclusion, patients with epilepsy appear to have an
altered autonomic control of the heart. The decrease in HRV param-

eters might be associated with the decrease in sympathetic tone.

Further studies are warranted to explore these changes and their
possible relevance for sudden death in epilepsy.

Disclosure: Nothing to disclose.

EPO-107 | Vagus Nerve Stimulation in paediatric drug-resistant
epilepsy: Two decades experience in a Portuguese Tertiary Centre

A. Costal; R. Lopesl; F. Sambayetal; l. Laranjinhal; l. Carrilhoz;
S. Figueiroa2; T. Temudo?; C. Garrido?; M. Santos?; R. Chor&o®;
M. Tizziani*; R. Rangel*; J. Chaves’; R. Samé&es!

lNeuroIogy Department, Centro Hospitalar Universitdrio de

Santo Anténio, Porto, Portugal; 2Neuropeoliatrics Department,
Centro Hospitalar Universitdrio de Santo Anténio, Porto, Portugal;
3Neurophysiology Department, Centro Hospitalar Universitdrio de
Santo Anténio, Porto, Portugal; *Neurosurgery Department, Centro
Hospitalar Universitdrio de Santo Anténio, Porto, Portugal

Background and Aims: Vagus Nerve Stimulation (VNS) is a thera-
peutic option in drug-resistant epilepsy. Real-world data on its ap-
plication in children and long-term outcomes are crucial. We aimed
to characterize an unicentric paediatric population undergoing VNS
to evaluate its effectiveness/safety.

Methods: Clinical records of paediatric patients (<18yo) implanted
between 2000 and 2023 were reviewed. McHugh's classification
(I-seizure frequency reduction 80-100%; 11-50-79%; IlI-<50%; IV-
magnet benefit only; V-no improvement) was applied at: a) first
assessment after 1 year and stimulation >=1.5mA (T1) b) last as-
sessment and stimulation >=1,5mA (T2).

Results: VNS was implanted in 56 paediatric patients; (51.8% were
males. Median age and duration of epilepsy at implantation were
12 (IQR=6.8) and 9.2 (IQR=6.4) years. Ten patients had focal/
multifocal, 20 generalized, and 26 combined focal/generalized epi-
lepsies. Thirty were epileptic/developmental encephalopathies (16
with known mutations), 19 structural, 3 infectious, 2 immune, and
2 neurocutaneous syndromes. Median follow-up was 1.1years
(IQR=0.19) at T1 and 5.3 years (IQR=4.08) at T2. A reduction in sei-
zure frequency was observed in 70.4% (T1) and 60% (T2) of patients,
with 40.7% (T1) and 29.1% (T2) achieving >50% response. Among
patients with falls, 48.5% had less events (T2). Cognitive-behavioural
improvement was noticed in 50.9% of patients (T2). Mild complica-
tions occurred in 32.1%, most commonly dysphonia (61%) and cough
(38.9%). VNS generator/battery was replaced in 15 patients, in 3 due
to qualitative and/or cognitive-behavioural improvements. In 15 pa-
tients, lack of efficacy prevented its replacement.

Conclusion: Overall, VNS proved to be safe/effective, despite a
less pronounced effect at T2. Notably, a significant qualitative and
cognitive-behavioural benefit was observed.

Disclosure: Nothing to disclose.
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EPO-108 | Time as a localizing sign: The challenge of identifying

the origin of hyperkinetic seizures

i. iigezdi Kaya; G. Aliyeva; N. iskan; A. Elmali Yazici; N. Bebek
Department of Neurology, Istanbul Faculty of Medicine, Istanbul
University, Istanbul, Turkey

Background and Aims: Hyperkinetic seizures (HS), typically associ-
ated with the frontal lobe, are characterized by high amplitude, short
duration, complex motor movements, although they may also origi-
nate from regions other than the frontal lobe. In our study, we aimed
to differentiate HSs originating from the frontal and extra frontal
lobes.

Methods: We retrospectively examined the data of 29 patients in
whom HS was recorded with video-EEG. We reviewed the locali-
zation characteristics of HSs, onset time, duration of hyperkinetic
movements, and ictal-postictal electrophysiological and semio-
logical features. Two groups, early and late-onset HS, were created
based on whether the onset of hyperkinetic semiology occurred in
the first 10 seconds or later during the seizure.

Results: Seizure onset originated from the frontal region in 21 pa-
tients, and from the temporal and temporo-occipital region in 6 pa-
tients (Table 1). Clustering of hyperkinetic seizures (>3 seizures/day)
was detected in 13 patients (44.8%), while >=1 seizure within 24
hours was observed in 22 patients. HS started in the early period in
21 patients and late period in 8. HSs originating from the frontal re-
gion started earlier than those originating from the temporal region
(11.7s, 23s; p=0.008). Electrophysiological (12.0s, 22.3s; p=0.013)
and clinical (11.95s, 22. 7s; p=0.011) seizure durations were shorter
in frontal onset seizures (Table 2).

TABLE 1 Demographic and clinical data of the patients
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TABLE 2 Characteristics of seizures according to the region of
onset
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Conclusion: Our study indicates that the onset time and duration of
hyperkinetic semiological findings are informative in terms of locali-
zation. Hyperkinetic semiology with earlier onset and shorter dura-
tion may suggest a frontal origin.

Disclosure: The authors declare no conflicts of interest. This study
has been presented in the 39th National Clinical Neurophysiology
EEG-EMG Congress, Turkey.

EPO-109 | The preliminary results of cortical thickness
measurements in elderly patients with epilepsy and Alzheimer's
dementia

B. Turk®; A. Oz?; B. Gulec®; D. Tezen'; M. Delil*; O. Kizilkilic?;

M. Bozluolcayl; C. Ozkaral; S. Yeni!

Ystanbul University-Cerrahpasa, Faculty of Medicine, Department
of Neurology; 2Istanbul University-Cerrahpasa, Faculty of Medicine,
Department of Radiology; 3Bilecik Training and Research Hospital,

Neurology Department

Background and Aims: Observational studies have suggested a bi-
directional relationship between Alzheimer's dementia (AD) and
epilepsy. However, whether a causal relationship exists and in which
direction it operates is still a matter of debate. This study aims to as-
sess the relationship between late-onset non-lesional epilepsy and
AD by measuring cortical thickness in both patient groups.
Methods: Thirteen patients with epilepsy who experienced onset
of seizures aged 50 and above, had a MOCA (Montreal Cognitive
Assessment) score greater than 26, and exhibited normal findings in
conventional neuroimaging, were included in the study. They were
compared with 13 gender- and age-matched patients diagnosed
with AD and 13 healthy controls. All subjects were scanned on 3T-
MRI scanner. CAT12 software was employed to analyze T1-weighted
images from each participant. Cortical thickness maps, smoothed
with a 15 Gaussian kernel, were generated from the central surface
classified according to anatomical cortical brain regions.

Results: No significant difference was detected in any brain region
measured between the epilepsy and control groups. A significant de-
crease was detected in all brain regions in the dementia group com-

pared to both groups (Figure).

Anatomical brain regions with cortical measurements between AD
and Epilepsy
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Conclusion: In the study conducted with the expectation of observ-
ing cortical changes in terms of the structural relationship between
epilepsy and AD, the absence of any alterations may be attributed to
the limited number of participants. It is aimed to continue the study
by increasing the number of patients.

Disclosure: Nothing to disclose.

EPO-110 | Implementation of urgent eeg on-call in a tertiary

hospital

A. Mas'; M. Olivera®; A. Mufioz-Lopetegui?; G. Maya?; P. Marrero®;
A. Tercero®; M. Centeno®; C. Gaigz; E. Conde-Blanco®

lHospitaI Clinic de Barcelona; 2Hospital Clinic de Barcelona, IDIBAPS;
3Hospital Clinic de Barcelona. IDIBAPS, EPICARE

Background and Aims: Urgent video-EEG (uvEEG) is crucial for early
diagnosis and treatment of seizure and non-convulsive status epi-
lepticus (NCSE) but is not always available. We aimed to evaluate its
yield after implementation in our center.

Methods: We retrospectively identified patients who underwent an
uvEEG at a tertiary hospital from September 2021 to January 2023.
We categorized uvEEG findings and evaluated antiseizure medica-
tion (ASM) escalation.

Results: A total of 498 uvEEG were collected and 245 performed
on-call (weekdays 5p-10p and weekends 9a-10p). Most studies were
requested from the intensive care units (ICU) (47.2%) compared to
neurology (21.4%) or the emergency room (ER) (17%), and other ser-
vices (14.5%). UVEEG revealed non-convulsive seizures (NCS)/NCSE
in 10.2% patients, epileptiform patterns (Lateralized and generalized
periodic discharges, focal and generalized epileptiform activity) in
15.9%, attenuation/burst-suppression patterns in 8.98%, slowing/
rhythmic patterns in 43.7%, normal activity in 18.8% and other pat-
terns in 2.40%. We observed an association between hospital set-
tings (ICU, ER or neurology) and uvEEG findings (p=0.0003). The
proportion of normal uvEEG in the ER (44.6%) and neurology (39.4%)
was similar but significantly different to the ICU (4.3%) and other
departments (11.7%) (p <0.000). Most of the uvEEG were requested
between 12 and 24h after clinical onset. Neurology, ICU and ER ap-
plications were significantly higher after-hours in contrast to other
departments (p <0.000). Modifications of ASM were present in 84%
(n=95) of patients.

Conclusion: uvEEG guides initiation and modifications of ASM in
complex patients with neurological focal deficits at different hos-
pital settings. uvEEG is mandatory in patients with NCS/NCSE for
appropriate care.

Disclosure: No disclosures.

EPO-111 | Perampanel as only add-on treatment in post-stroke

epilepsy: Real-world data from multicenter, observational study

A. Pascarella®; S. Gasparini®; O. Marsico®; L. Manzo?; D. Abelardo!;
R. Cutelle!; A. Bulgari®; V. Cianci?; E. Ferlazzo'; U. Aguglial; PEROC
Study Group®

!Department of Medical and Surgical Sciences, Magna Graecia
University of Catanzaro, Italy; >Regional Epilepsy Centre, Great
Metropolitan “Bianchi-Melacrino- Morelli Hospital”, Reggio Calabria,
Italy; ®*PEROC Study Group

Background and Aims: Post-stroke epilepsy (PSE) is one of the most
common causes of acquired epilepsy, with an estimated occurrence
of 4-6% in the stroke population. Currently there is limited evidence
regarding the clinical profile of antiseizure medications (ASMs) in
PSE. This study aims to evaluate the 12-months effectiveness and
tolerability of adjunctive perampanel (PER) as only add-on drug in
patients with PSE in a real-world setting

Methods: We performed a subgroup analysis of PSE patients in-
cluded in a previous 12-month retrospective, longitudinal, multi-
centre observational study investigating use of PER as only add-on
treatment. Effectiveness outcomes included responders’ rate (250%
reduction of frequency), seizure-freedom and retention rate at 3, 6
and 12 months. Safety and tolerability outcomes included incidence
of adverse events (AEs) and rate of treatment discontinuation due
to AEs.

Results: The sample included 56 people with PSE (median age
49 years; IQR: 18.9-67.1). The mean daily dose of PER at 12 months
was 5.3+2mg. We found a one-year retention rate of 66.7%.
Responders’ rate was 83.9% at the 12-month visit, with 51.6% of
patients being seizure-free. Poor tolerability represented the main
reason for drug withdrawal (11/13, 84.6%). AEs were registered in
25 out of 54 (46.3%) patients. Only 5 serious AEs (without deaths)
were noticed. Behavioural problems resulted the most frequent AE,
reported by 14 subjects.

Conclusion: Adjunctive PER was efficacious and generally well toler-
ated in patients with PSE in a real-world setting and could represent
a suitable therapeutic option in this specific category.

Disclosure: All authors report no disclosure.

EPO-112 | Final analysis of perampanel as the only adjunctive
anti-seizure medication from the observational PERPRISE study

B. Steinhoff!; T. Goldmann?; Y. Winter®

IKork Epilepsy Center, Kehl-Kork, Germany; 2Eisai GmbH, Frankfurt am
Main, Germany; *Mainz Comprehensive Epilepsy and Sleep Medicine
Center, Department of Neurology, University Medical Center of the

Johannes Gutenberg University, Mainz, Germany

Background and Aims: In Germany, prior to perampanel reintroduc-
tion in 2017, only limited data of its use as late-line therapy were
available. PERPRISE (PERampanel in patients with PRImary or
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SEcondarily generalised seizures; NCT04202159) was a 12-month,
prospective, observational, non-interventional study in a real-world
setting in Germany evaluating the effectiveness and safety of per-
ampanel as an only add-on anti-seizure medication (ASM) or a sub-
stitute for one ASM during dual therapy.

Methods: Patients (> =18 years) with focal or idiopathic generalised
epilepsy who had > =1 focal to bilateral tonic-clonic seizure (FBTCS)
or generalised tonic-clonic seizure (GTCS) <=3 months prior to in-
clusion were eligible. The Full Analysis Set included patients who
received >=1 dose of perampanel. The primary endpoint was reten-
tion rate at 12 months; secondary endpoints were retention rate at 6
months, seizure-freedom rate at 12 months and safety.

Results: The Full Analysis Set included 183 patients (add-on: 86 pa-
tients; substitution: 96 patients). At 12 months, retention rates were
66.7% in the overall population and 67.4% and 66.7% in the add-on
and substitution groups, respectively (Figure 1). Seizure-freedom
rate in the overall population was 42.3% for FBTCS+GTCS at 12

Figure 1: R

rates of perampanel in the overall population and add-on and

substitution groups at 6 and 12 months (Full Analysis Set)
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Figure 2: Seizure-freedom rates* of perampanel for patients with FBTCS and/or GTCS in

the overall population and add-on and substitution groups at 12 months (Full Analysis Set)
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months (Figure 2). Treatment-emergent adverse events (TEAESs) oc-
curred in 44.0% (n=80/182 [Table 1]) of patients; 6.0% of patients
reported serious TEAEs and 16.5% of patients withdrew from the
study due to TEAEs.

Table 1: Summary of TEAEs (Full Analysis Set)

Overall
population* Add-on Substitution
(N=182) (n=86) (n=96)
Any TEAE, n (%) 80 (44.0) 43 (50.0) 37 (38.5)
Any serious TEAE, n (%) 11(6.0) 447D 7(3)
Any severe TEAE, n (%) 7(3.8) 3.5 44.2)
Any TEAE with ADR, n (%) 59(3249) 29(33.7) 30(31.3)
Any TEAE leading to a
perampanel withdrawal, n (%) 30 (16.5) 14 (163) 16 (16.7)
Any serious TEAE leading to 5 > 3
perampanel withdrawal, n (%) i@ 10.2) 36D
Most common TEAESs (>=2% of patients overall), n (%)
Dizziness 22(12.) 15(17.4) 7(7.3)
Fatigue 407 10(11.6) 442
Nausea 10 (5.5) 738.D 330
Gait disturbance R4 447 442
Headache 844 6(7.0) 2Q2.1)
Irritability LYCRE 1(1.2) 7(73)
Aggression 527D 3(3.5) 2.0
Seizure 422 3(3.5) 1(1.0)
“Data were missing for one patient
ADR, adverse drug ion: TEAE, gent adverse event

Conclusion: This study showed that perampanel, as an only adjunc-
tive therapy, had a favourable retention rate and was well tolerated
in patients with FBTCS and/or GTCS during routine clinical care in
Germany.

Disclosure: This study was funded by Eisai GmbH. Bernhard J
Steinhoff has received speaker honoraria from Angelini, Arvelle
Therapeutics, Desitin, Eisai GmbH, GW Pharmaceuticals, Tabuk
Pharmaceuticals, Tevaand UCB Pharma; and has served as a paid con-
sultant for Angelini, Arvelle Therapeutics, B. Braun Melsungen, Eisai
GmbH, GW Pharmaceuticals and UCB Pharma. Tobias Goldmann
is an employee of Eisai GmbH. Yaroslav Winter has received hono-
raria for educational presentations and consultations from Angelini
Pharma, Arvelle Therapeutics, Axsome, Bayer AG, BIAL, Bioprojet,
Eisai, Idorsia Pharmaceuticals, JAZZ Pharmaceuticals, LivaNova,
Novartis and UCB Pharma.

EPO-113 | GATORopathies: An observational study of patients
with familial focal epilepsy
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M. Gonzalez Arbizu; R. Saiz Diaz; S. Bellido Cuéllar;

J. Gonzalez de la Aleja Tejera

Neurology, Hospital Universitario 12 de Octubre, Madrid, Spain
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Background and Aims: In the last few decades, increasing interest
in the genetics underlying familial focal epilepsy syndromes has
emerged. Mutations in mTOR pathway regulatory genes, including
the GATOR1 complex (DEPDC5, NPRL3, NPRL2), have been linked
to malformations of cortical development and epilepsy.

Methods: A unicentric, retrospective observational study of adult
patients with epilepsy and GATOR1 variants diagnosed between
2019 and 2023.

Results: We identified six patients (4 males) from three families.
Two families had heterozygous pathogenic variants in DEPDC5 (2
patients with ¢.2760dupC and 2 with c.4098del) and the third family
in NPRL3 (c.1374del). 4/6 patients had a known family history of epi-
lepsy. The median age at onset of epilepsy was 10years (3-22). One
patient experienced focal impaired awareness seizures, 1/6 focal to
bilateral tonic-clonic (FBTC), and 4/6 focal and FBTC seizures, mostly
nocturnal in all cases. Brain MRI did not reveal any abnormalities.
Interictal focal epileptiform abnormalities were detected by elec-
troencephalogram in 2/6. Epilepsy was drug-resistant in three pa-
tients, 2/3 with three anti-seizure medications, whereas the other
three were seizure-free with one drug. In family C, proband's rela-
tive llI-13 presumably died of sudden unexpected death in epilepsy
(SUDEP). None of them had cognitive impairments or psychiatric
comorbidities.

FIGURE 1 Pedigrees of the three families. Black squares/circles
indicate male/female members with epilepsy in the family.
Individuals with confirmed pathogenic variants in the GATOR
complex are specify.

TABLE 1 Clinical and genetic characteristics of patients with
GATOR1-related epilepsy included in the study. Abbreviations: F,
female; M, male; N, normal

Table 1. Clinical and genetic features of the patients with GATOR1-related epilepsy
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Conclusion: Pathogenic variants in the GATOR1 complex are associ-
ated with a broad spectrum of phenotypes, even in the same family,
but typically cause familiar focal epilepsy with incomplete pen-
etrance and nocturnal seizures. Drug-resistant epilepsy is frequent
not only in our series but also in literature. Moreover, a higher risk of
SUDEP has been reported.

Disclosure: Nothing to disclose.

EPO-114 | Abstract withdrawn

EPO-115 | The effect of epilepsy education on knowledge level,

self-management, and stigma in individuals with epilepsy

i. lgezdi Kaya®; A. Cavusoglu?; A. Elmali*; N. Bebek!

!Department of Neurology, Clinical Neurophysiology, Istanbul Faculty
of Medicine, Istanbul University, Istanbul, Turkey; 2Department of
Neurology, Istanbul Faculty of Medicine, Istanbul University, Istanbul,

Turkey

Background and Aims: This study aims to examine the impact of ef-
fective education for individuals with epilepsy on their knowledge
level, self-management, and stigma.

Methods: A survey containing an 'Epilepsy Knowledge Form,'
'Epilepsy Self-Management Scale,' and 'Stigma Scale' was sent to
all patients registered at our epilepsy outpatient clinic. Afterwards,
patients were invited to an online live epilepsy lesson. Participants
were re-tested after the training.

Results: Of the 265 patients who completed the pre-education sur-
vey, 69 (26%) attended the education. University graduates and in-
dividuals who use the internet as a source of information were more
motivated to attend, while singles attended less. The average age of
participants was 39.1+9.2 (21-68) years; 42 (60.9%) were women,
65.2% were university graduates, and 60.9% were actively work-
ing. 44.9% had focal, 21.7% had generalized, and 33.3% had both
focal and generalized seizures. 69.6% of the participants had seizure
frequency of less than once a month. 50.7% were on monotherapy,

and 94.2% regularly took their antiseizure medication. The most
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common sources of information were doctors, the internet, other
patients, television, and social media (100%, 65.2%, 27.5%, 20.3%,
17.4%, respectively). After the education, patients answered more
knowledge questions correctly (p=0.000, before: 37.0+6, after:
40.7 +£6.1), awareness about the risks of swimming increased, and
their motivation to carry health information cards, participate in
support groups, and teach epilepsy to relatives increased. No change
was observed in the stigma scale.

Conclusion: Education for individuals with epilepsy positively con-
tributes to their awareness and self-management regarding their
condition. Combating stigmatization requires broader societal
involvement.

Disclosure: This study has been presented in 59th Turkish National

Neurology Congress.

EPO-116 | Intraoperative recordings in bottom-of-the-sulcus
focal cortical dysplasia with new highly flexible cortical strip

N. Biagiolil; S. Morandi?; E. Moriconi®; G. Giovannini®;

V. Tramontano2; N. Orlandil; M. Pugnaghi4; A. Vaudanol; S. Meletti!
IDepartment of Biomedical Metabolic Sciences and Neurosciences,
University of Modena and Reggio Emilia; 255D of Clinical
Neurophysiology, AOU of Modena; 3CSof Neurosurgery, Head and
Neck Neuroscience Department, Modena AOU; 4CS of Neurology, Head

and Neck Neuroscience Department, Modena AOU

Background and Aims: the recording of epileptiform discharges
from Bottom-Of-Sulcus focal cortical Dysplasia (BOSD) is often dif-
ficult during intraoperative electrocorticography (iECoG) due to the
deep localization. We describe how the use of new generation elec-
trodes with high flexibility easily adapting to cortical gyri and sulci

can improve electrocortical recording.

1) Example of the high flexibility of the strip 2) pre-surgical 3D
reconstruction showing major tracts (BOSD in red)

Methods: a right-handed 20-years-old male with drug-resistant
focal epilepsy due to a BOSD of the inferior frontal gyrus and daily
focal aware seizures was evaluated for epilepsy surgery. Based on

electroclinical and neuroimaging results a focal cortectomy guided
by iECoG was proposed. iECoG recordings were performed with
new generation cortical strips (Wise Cortical Strip; WCS®) and with
standard cortical strips. Both bipolar and referential electrode mon-
tages were reviewed to identify epileptiform activity.

Results: iECoG, performed on the convexity of the frontal cortical
surface recorded only sporadic spikes with both strip's types. Then,
after a microsurgical trans-sulcal dissection, WCS was molded along
the sulcal surface of the suspected BOSD based on 3D- imaging re-
construction, showing a continuous/subcontinuous 3-4 Hz rhythmic
spikes activity from the deepest electrode. Registration after resec-
tion of the BOSD didn’t show any epileptiform activity. Pathology
showed dysmorphic neuron and gliosis. No surgical complications

occurred. Patient is seizure free after 12 months.

Placement of the strip on the cortical convexity with related
electocorticography (WCS in blue, ICS in red), No clear epileptic
activities reordered

Placement of the strip at the bottom of the sulci, with
electrocorticography showing continuous ictal activity from the
deepest electrodes

Conclusion: This case report showed that new generation cortical
electrodes with high flexibility features allowed to perform high-
quality recordings from the bottom of the sulcus, overcoming a limit
of classical iECoG that typically doesn’t allow registration from the
deepest of the cortical sulci.

Disclosure: Nothing to disclose.

EPO-117 | Tailored surgery guided by intraoperative

electrocorticography (iEcoG) in temporal lobe encephalocele (TE)

N. Blagioli’; S. Morandi?; E. Moriconi®; M. PPugnaghi®; N. Orlandi';
G. Giovannini®; V. Tramontano?; G. Pavesi’; A. Vaudano?; 5. Meletti
!Department of Biomedical Metabolic Sciences and Neurosciences,
University of Modena and Reggio Emilia; 25SD of Clinical
Neurophysiology, AOU of Modena; °CS of Neurosurgery, Head and
Neck Neuroscience Department, Modena AOU; ics of Neurology, Head
and Neck Neuroscience Department, Modena AOU
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Background and Aims: TE can lead to medically refractory epilepsy,
warranting surgical intervention. However, there is a lack of consen-
sus on the appropriate surgical approach. This case series illustrates
the potential effectiveness of iEcoG in guiding personalized lobec-
tomy procedures for TE.

COR FLAIR brain MRI at the level of the temporal poles with
finding of left temporal encephalocele (indicated by the red arrow)

Methods: patients underwent surgery following thorough anamnes-
tic, neurophysiological, and neuroradiological assessments. iECoG
were conducted on the cortical area pre- and post-resection, con-
cluding with assessments on mesial temporal structures.

Results: Patient 1: 38-year-old male with left temporal pole en-
cephalocele. iECoG show sporadic spikes on the neocortical tempo-
ral surface before surgical resection, while no epileptic activity was
recorded on the amygdala and hippocampus. Therefore, the mesial
structures were spared. Pathology: FCD-la. Patient 2: 20-year-old
male with left mesial temporal pole encephalocele. iECoG revealed
frequent irregular spiking on the neocortical temporal surface be-
fore surgical resection and persistent epileptic activity on the pos-
terior temporal resection margin, so the surgical procedure was
extended until the sylvian vein. No epileptic activity was seen on the
hippocampus thus it was spared. Pathology: cortical dyslamination.
Patient 3: 72-year-old female with extensive right temporopolar en-
cephalocele. iECoG recorded sporadic epileptic activity in anterior
section close to the borders of the encephalocele, sparing resection
borders and temporomesial structures. Pathology: gliosis. All pa-

tients are in Engel class IA.

EcoG (patient 2) at the level of the encephalocele and neighboring
cortex pre-resection
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electrode strip placed on the posterior margin of the resection
Conclusion: These 3 cases show the usefulness of ECoG for a tai-

lored surgical resection according to the irritative zone.

Disclosure: Nothing to disclose.



72 of 457 |

ABSTRACT

EPO-118 | Comparisons between traditional, brief, and ultra-

brief anxiety and depression inventories in people with epilepsy

R. Jodo; L. Scardua-Silva; M. Alvim; F. Cendes; M. Nogueira;

C. Yasuda

Neurology Department - University of Campinas (Unicamp), Campinas,
Brazil

Background and Aims: While fast (and accurate) large scale detec-
tion of anxiety/depression symptoms is desirable for people with
epilepsy (PWE), traditional inventories are time-consuming and
less practical. Here, we compared traditional questionnaires (Beck
Anxiety Inventory [BAI] and Beck Depression Inventory-Il [BDI-II])
with brief inventories (Generalized Anxiety Disorders-7 [GAD-7] and
Neurological Disorders Depression Inventory for Epilepsy [NDDIE])
and ultra-brief inventories (GAD-2, GAD Single-item [GAD-SI], and
NDDIE-2) for symptom's detection.

Methods: We evaluated 548 consecutive PWE (60% women; median-
age 41years) with different questionnaires for anxiety/depression.
We considered as symptomatic the individuals scoring 214 points
in both BAI/BDI-II, 27 in GAD7, 23 in GAD-2, 22 in GAD-SI, 213 in
NDDIE, and 24 in NDDIE-2. We used SPSS for the Receiver Operator
Characteristic (ROC) curve analysis (with area under-curve values
[AUC]) and cross-accuracy analysis (with Kappa-Index [KI] values).
Results: We compared the BAl's performance with GAD-7
(AUC=0.88; p=0.017), GAD-2 (AUC=0.84; p=0.019), and GAD-SI
(AUC=0.80; p=0.022 - Figure 1A). We also compared the GAD-
7's performance with GAD-2 (AUC=0.94; p=0.01) and GAD-SI
(AUC=0.85; p=0.019 - Figure 1B). Moreover, we obtained similar
values comparing BDI-1I with both NDDIE (AUC=0.87; p<0.001) and
NDDIE-2 (AUC=0.84; p<0.001 - Figure 1C) and comparing NDDIE
with NDDIE-2 (AUC=0.93; p<0.001 - Figure 1D). There was an over-
all moderate-to-substantial agreement in the cross-accuracy analysis:
KI=0.57 (BAI and GAD-7), KI=0.49 (BAIl and GAD-2), KI=0.5 (BAI
and GAD-SI), KI=0.62 (BDI-Il and NDDIE), and KI=0.43 (BDI-Il and
NDDIE-2).
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FIGURE 1 The ROC curve analysis showed high AUC in the
comparisons between traditional, brief, and ultra-brief anxiety and
depression inventories in people with epilepsy.

Conclusion: The shorter anxiety/depression inventories may be a
fast and reliable alternative to traditional tests for PWE.

Disclosure: Nothing to disclose.

EPO-119 | Aclinical case of targeted memantine treatment in a
patient with GRIN2A mutation and epileptic encephalopathy

S. Shokhimardonov; N. Tuychibaeva; S. Kuzieva
Neurology Department, Tashkent Medical Academy, Tashkent,
Uzbekistan

Background and Aims: Epileptic encephalopathy with continuous
spike and wave during sleep (CSWS) is a syndrome marked by pro-
gressive cognitive decline, epileptic seizures, specific EEG patterns,
and a complex/polygenic inheritance. Given the elevated incidence
of drug resistance, the development of more effective and targeted
treatment approaches for patients is relevant.

Methods: In our study, we intentionally selected 88 patients di-
agnosed with epileptic encephalopathy with continuous spike and
wave during sleep. All participants were tested with: neuropsycho-
logical, clinical, neurophysiological, neuroimaging, and genetic as-
sessments, including whole exome sequencing (WES). Among these
individuals, we identified one with a GRIN2A mutation showing a
gain of function variant (GoF), for further targeted treatment with
memantine with daily dose 0.5 mg/kg per day."

Results: At a memantine dosage of 0.5mg/kg, with no adjustments
to antiepileptic drug doses, we observed a notable 65% reduction in
average seizure frequency. This decline manifested within several
weeks of reaching the full memantine dose and persisted through-
out the 3-month follow-up period. We also observed an improve-
ment in interictal EEG recordings, with no epileptiform discharges
during both wakefulness and sleep, contrasting with the EEG prior
to memantine initiation. While there were slight changes in cognitive
skills, overall improvement was noted.

Conclusion: This clinical case exemplifies the significant potential of
targeted treatment for epilepsy. Further clinical research and con-
tinuous follow-up are necessary to gather additional insights and
information.

Disclosure: Nothing to disclose.

EPO-120 | Calponin-3in astrocytes accelerate astrocytic

activation and adenosine metabolism affects epileptogenesis

L. Chen; Y. Han
First Department of Neurology, First Affiliated Hospital, Kunming
Medical University, Kunming, Yunnan, China

Background and Aims: Calponin-3—a member of the calponin family
of actin-binding proteins, which is highly expressed in the mamma-

lian brain—has been found increased in temporal lobe epilepsy (TLE)
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patients and pilocarpine-induced epileptic rats. However, its role in
the epileptogenesis is unclear.

Methods: Serum and brain tissues of epileptic patients and Kainic
acid (KA) and pentattrazene (PTZ) induced epilepsy mouse model
were used to detect the expression level and cellular localization of
calponin-3. calponin-3 in the hippocampus of C57BL/6 mice was
up-regulated, and calponin-3 in hippocampus of KA-induced epi-
lepsy mice was down-regulated. The effect of calponin-3 expression
change on the occurrence and development of epilepsy was ob-
served in mice with specific knockout of calponin-3 in astrocytes.
Results: In epilepsy patients and KA-induced epilepsy models, cal-
ponin-3 was significantly up-regulated in serum and brain tissue.
Meanwhile, the up-regulated calponin-3 expression was mainly in
astrocytes. Behavioral and EEG findings showed that upregulation
of calponin-3 increased the susceptibility to epilepsy, while down-
regulation of calponin-3 in KA-induced mouse models had a protec-
tive effect on spontaneous seizures. Finally, it was found that the
susceptibility to epilepsy was significantly reduced in transgenic
GFAP-CNN3-KO mice. Mechanism, in vitro and in vivo confirmed
that down-regulation of calponin-3 in astrocytes can suppress astro-
cyte activation and reduce adenosine metabolism.

Conclusion: Targeting calponin-3 in astrocytes, and reducing its ex-
pression will have a protective effect on epilepsy by regulating as-
trocyte activation and adenosine metabolism

Disclosure: Nothing to disclose.

Headache 1

EPO-121 | Plasma calcitonin gene-related peptide levels in
idiopathic intracranial hypertension: An exploratory study

N. Krajnc; F. Frank?; S. Macher®; M. MichI®; N. Miiller?; S. Maier;
S. Zaic'; C. Wéber?; B. Pemp®; G. Bréssner?; G. Bsteh®
!Department of Neurology, Medical University of Vienna, Vienna,
Austria; 2Department of Neurology, Headache Outpatient Clinic,
Medical University of Innsbruck, Innsbruck, Austria; 3Department

of Ophthalmology, Medical University of Vienna, Vienna, Austria;
4Department of Medical Statistics, Informatics and Health Economics,

Medical University of Innsbruck, Innsbruck, Austria

Background and Aims: Idiopathic intracranial hypertension (lIH) is a
condition characterized by increased intracranial pressure often pre-
senting with migraine-like headache. Calcitonin gene-related pep-
tide (CGRP) plays an important pathophysiological role in primary
headaches, whilst its role in IIH has not been established.

Methods: This longitudinal exploratory study included patients with
definite IIH, episodic migraine (EM) in a headache-free interval and
healthy controls (HC). Subjects were divided into those with: (1) log
pCGRP Z scores <1.5 (termed as ‘non-elevated’), and (2) log pCGRP
Z scores >1.5 (termed as ‘elevated’).

Results: A total of 26 patients with IIH (mean age 33.2years [SD
9.2], 88.5% female), 30 patients with EM (mean age 27.6years [7.5],

66.7% female) and 57 HC (mean age 25.3years [5.2], 56.1% female)
were included. Median pCGRP levels in patients with IIH, EM and
HC were 15 pg/ml (10.8-237), 30.5 pg/ml (23.2-197.4), and 56.3 pg/
ml (53.4-228.2), respectively (p<0.001). We found no differences
between the prevalence of elevated pCGRP levels in patients with
IIH, EM and HC (6 [23.1%], 4 [13.3%] and 8 [14.0%], respectively,
p=0.523). PwlIH with elevated pCGRP levels had more often a his-
tory of migraine (5/6 [83.3%)] vs. 3/20 [15.0%], p=0.004) and photo-
and/or phonophobia as concomitant symptoms (6/6 [100.0%] vs.
7/20 [35.0%], p=0.015). Elevated pCGRP levels were not associated
with ophthalmological parameters.
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pCGRP levels (pg/ml) in patients with IIH, EM in a headache-free
interval, and HC; linear (a) and logarithmic (b) scale. Proportion of
subjects with elevated pCGRP levels (log pCGRP Z score >1.5) in
pwlIH, EM and HC (c).

Conclusion: PwlIH display similar prevalence of elevated pCGRP
levels as pwEM. As elevated pCGRP levels are associated with head-
ache presence and frequency, CGRP may play a role in the patho-
physiology of headache in IIH.

Disclosure: Nothing to disclose.

EPO-122 | Brain resting state networks in episodic cluster
headache: Cerebral connectivity analysis with HD-EEG

A. Antoniazzi'; R. De Icco’; G. Vaghii; M. Corrado®; F. Cammarota®;
F. Bighianil; E. Mazzottai; V. Grilloi; M. Semprini2; G. SancesS;

M. Allena®; C. Tassorellit

IDepartment of Brain and Behavioral Sciences, University of Pavia,
Pavia, Italy; ?Italian Institute of Technology, Genova, Italy; 3Headache
Science & Neurorehabiitation Center, IRCCS Mondino Foundation,

Pavia, Italy

Background and Aims: A convincing explanation for the switch be-
tween the active and remission phases of episodic cluster headache
(eCH) is lacking. In this study, we aim to shed some light on these
mechanisms by analyzing internodal connectivity patterns in the
brains of eCH patients by means of high-density electroencepha-
lography (HD-EEG).

Methods: Twenty-four eCH patients underwent HD-EEG record-
ings in two conditions: active phase (TO) and remission period (T1).
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Nineteen sex and age matched controls underwent a single HD-EEG
evaluation. Through these data we reconstructed the inter-networks
and intra-network connectivity of six resting state networks: default
mode network (DMN), dorsal attention network (DAN), ventral at-
tention network (VAN), language attention network (LAN), somato-
motor network (SMN), visual network (VN).

Results: At T1 there was a significant difference in alpha band
connectivity between eCH patients and HCs in the intra-
connectivity of the DMN (eCH=0.089+0.007;
HC=0.115+0.009; mean difference 0.026+0.012; p=0.034) and
of the VN (eCH=0.085+0.007; HC=0.109 +0.008: mean differ-
ence 0.025+0.011; p=0.034). Moreover, eCH patients and HCs
showed a significant difference at T1 in alpha band inter-network
connectivity between the DMN and the VN (eCH=0.089 +0.007;
HC=0.114 +0.008; mean difference 0.025+0.012; p=0.038).
Conclusion: Our findings show how eCH patients have a reduced

network

alpha band connectivity during the remission period within and be-
tween the DMN and the VN networks. These alterations may be
associated to the shift between the two states of the disease and
support the relevance of electrophysiological studies in providing
insights into cluster headache physiopathology.

Disclosure: None.

EPO-123 | Evaluation of premonitory symptoms among patients
with cluster headache

A. Gonzalez-Martinez?; W. Diana?; N. Karsan?; H. Gosalia?;
P. Goadsby?
1INIHR King's Clinical Research Facility and Wolfson SPaRC, King's

College London, UK 2Hospital Universitario de la Princesa & Instituto

de Investigacién Sanitaria Princesa (11S-Princesa), Madrid, Spain,
2INIHR King's Clinical Research Facility and Wolfson SPaRC, King's
College London, UK

Background and Aims: Cluster headache (CH) is a rare primary
headache known for its unilateral very severe pain accompanied by
cranial autonomic symptoms, which has a strong impact in patients’
quality of life. Several studies have identified premonitory symp-
toms of migraine while few studies have evaluated the frequency
and type of premonitory symptoms in patients with CH. This study
aimed to assess the presence and type of premonitory symptoms in
patients with CH.

Methods: A retrospective study was conducted to investigate the
presence and type of premonitory symptoms in a cohort of patients
with CH attended at a Headache Unit of a tertiary hospital special-
ized in CH treatment. Demographic data and premonitory symptoms
in CH patients were evaluated as part of a service evaluation. The
primary endpoint was the presence of premonitory symptoms in pa-
tients with CH. Secondary endpoints involved the description of the
type of premonitory symptoms.

Results: A total of 164 patients, 121/165 (74%) males, 45.9 (SD:
13.8) years old, 66/164 (40%) chronic, from clinical CH cohort.

Premonitory symptoms were present in 139/164 (85%) of CH pa-
tients. The most common general premonitory symptoms in CH pa-
tients were mood changes (44%), cognitive impairment (28%), neck
stiffness (23%), fatigue (22%) and yawning (17%).

Conclusion: In summary, this study underscores the presence of rec-
ognisable spontaneous premonitory symptoms in CH that may have
an impact in management of CH. Understanding the CH premoni-
tory symptoms can aid in the development of more tailored treat-
ment strategies for these patients.

Disclosure: AGM reports, over the last 36 months, speaker honoraria
from TEVA and Altermedica, and reports no disclosures related with
this work. PJG reports, over the last 36 months, grants from Celgene
and Kallyope, and personal fees from Aeon Biopharma, Abbvie,
Amgen, eNeura, CoolTech LLC, Dr Reddys, Eli-Lilly and Company,
Epalex, Linpharma, Lundbeck, Man&Science, Novartis, Pfizer, Sanofi,
Satsuma, Shiratronics, and Teva Pharmaceuticals, and personal fees
for advice through Gerson Lehrman Group, Guidepoint, SAl Med
Partners, Vector Metric, and fees for educational materials from
CME Outfitters, and publishing royalties or fees from Massachusetts
Medical Society, Oxford University Press, UptoDate and Wolters
Kluwer. DW, NK and HG report nothing to disclose.

EPO-124 | Neurophysiological and neuropsychological
correlates of migraine with aura

A. Pjeci; M. Russo; S. Melchiorre; G. Polito; C. Ciprietti; L. Marzetti;
S. Sensi

Department of Neuroscience, Imaging and Clinical Sciences, G.
D’Annunzio University of Chieti-Pescara, Chieti, Italy

Background and Aims: Migraine with aura afflicts about 5% of the
population and is frequently associated with psychological distur-
bances like depression and anxiety. Few studies in the literature have
analyzed the functional connectivity of patients with this comparing
it with that of healthy subjects. This study aims to fill this gap in the
literature by comparing neurophysiological correlates of functional
connectivity at resting state-EEG (rs-EEG) of subjects with migraine
with aura and controls.

Methods: Migraine with aura subjects and controls were enrolled
in a 1:1 ratio. The inclusion criteria were age between 18 and 50
and absence of other neurological, psychiatric, or system disorders
in both groups of subjects. A 20-minute inter-ictal rsEEG was per-
formed after subjecting them to a neuropsychological assessment
including BAl and BDI Il. Then EEG functional connectivity was eval-
uated by using coherence analysis.

Results: Comparisons in the beta frequency band showed hyper-
connectivity in the right central-parietal regions in migraineurs.
Furthermore, hyperconnectivity was found in the alpha band in the
right occipital and parietal areas.

Conclusion: Migraineurs present a different resting state connec-
tivity pattern in brain regions correlated with pain perception and
elaboration (pain matrix), even in the inter-ictal phase. Our results
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indicate that migraineurs share a neurophysiological “fingerprint”
with other conditions associated with chronic or relapsing-remitting
pain (e.g., fibromyalgia).

Disclosure: Nothing to disclose.

EPO-125 | Contemporary prospective understanding of
migraine real-world evidence (CAPTURE): Baseline clinical

characteristics

M. Ashina®; M. Peres?; R. Stark®; M. Lanteri-Minet?; E. Tucker;

Y. Liu®; J. Lam®; H. Ha’; L. Delahaye’; P. Pozo-Rosich®

!Department of Neurology, Danish Headache Center, Copenhagen
University Hospital - Rigshospitalet, and Department of Clinical
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Melbourne, VIC, Australia; “Pain Department and FHU InovPain,

CHU Nice and Céte Azur University, Nice, France and INSERM U1107
Migraine and Trigeminal Pain, Auvergne University, Clermont-Ferrand,
France; °AbbVie, Toronto, ON, Canada; ’AbbVie, North Chicago, IL,
USA; "AbbVie, Rungis, France; 8Headache Unit, Neurology Department,
Vall d’Hebron University Hospital, and Headache and Neurological

Pain Research Group, Vall d’Hebron Institute of Research, Universitat
Autonoma de Barcelona, Barcelona, Spain

Background and Aims: CAPTURE is a 2-year, international, prospec-
tive, longitudinal study that aims to enhance our understanding of
disease burden and treatment patterns among people living with mi-
graine, stratified by headache frequency.

Methods: Adults with > =1-year migraine diagnosis aged <50years at
onset who were taking >=1 medication indicated for migraine and
had >=4 monthly headache days (MHDs) in the 3 months before
screening were assigned to cohorts based on MHD frequency (co-
hort 1: 4-<8; cohort 2: 8-<15; cohort 3: >=15; Figure). Descriptive
data for baseline demographics and clinical characteristics (migraine
duration, MHDs, monthly migraine days [MMDs], monthly acute
medication use days, migraine-related comorbidities) are presented.
Changes from baseline in MHDs, MMDs, acute medication use days,
and patient-reported outcomes across the study period and durations

of current and subsequent migraine treatment use will be assessed.
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FIGURE CAPTURE Study Design

Results: As of December 2023, among the 239 participants (cohort
1: n=68; cohort 2: n=104; cohort 3: n=67), mean age was 40.8-
42.6years, >95% of participants were White, >78% were female,
and >77% resided in Europe (Table 1). Mean duration of migraine
since onset was similar among cohorts (23.0-23.8years) (Table 2).
Past use of preventive treatments was high (cohort 1, 81.8%; cohort
2, 81.4%; cohort 3, 92.3%). The most prevalent migraine-related co-
morbidity was hypertension (cohort 1: 4.4%; cohort 2: 7.7%; cohort
3:9.0%).

TABLE 1 Baseline Demographic Characteristics

2: Cohort 3:

Cohort 1: Cohort
4 to <8 MHDs 8 to <15 MHDs

215 MHDs

Characteristic (n=68) (n=104) (n=67)
Age, mean (SD), y 423 (12.5) 426(127) 408(124)
Sex, n (%)

Female 52 (77.6) 87 (86.1) 57 (91.9)

Male 15(22.4) 14 (139) 5(8.1)

Missing 1 3 5
Race, n (%)*

White 64 (95.5) 102 (100.0) 62(96.9)

Black or African American 1(1.5) (1} 0

Asian 2(3.0) 0 0

American Indian or Alaska Native 0 0 2(3.1)

Missing 1 <4 3
Region, n (%)*

North America 15(22.1) 23(22.1) 14 (20.9)

Europe 53 (77.9) 80(76.9) 53(79.1)

South America 0 1(1.0) o 0

*Percentages calculated using nonmissing values.

TABLE 2 Baseline Migraine Disease Characteristics

Cohort 1: Cohort 2: Cohort 3:
4 to <8 MHDs 8 to <15 MHDs 215 MHDs
Characteristic (n=68) (n=104) (n=67)
MHDs, mean (SD) 6.1(1.1) 10.7 (1.9) 20.5 (5.0)
MMDs, mean (SD) 44(1.8) 7.6(3.0) 15.6 (6.5)
Monthly acute medication use days, 53(1.8) 8.9(2.6) 13.6 (6.4)
mean (SD)
Migraine disease duration, mean (SD), 23.2(14.0) 23.0(13.7) 23.8(12.6)
y
Past preventive migraine treatment 54 (81.8) 83(814) 60 (92.3)
use, n (%)
Migraine-related comorbidities, n (%)
Hypertension 3(44) 8(7.7) 6(9.0)
Asthma 2(29) 8(1.7) 4(6.0)
Depression 2(29) 5(4.8) 2(3.0)
Insomnia 3(44) 3(2.9) 1(1.5)
Fibromyalgia 1(1.5) 2(1.9) 2(3.0)
Obesity 1(1.5) 0 2(3.0)
Irritable bowel syndrome 1(1.5) 0 1(1.5)
Diabetes mellitus 1(1.5) 0 1(1.5)
Myocardial infarction 1(1.5) 0 0
Neck pain 0 0 1(1.5)
MHDs, monthly headache days; MMDs, monthly mig days; SD, deviat

Conclusion: CAPTURE aims to provide pivotal data on the longitudi-
nal course of migraine and associated treatment patterns, stratified
by headache frequency. This study promises to provide insights for
developing tailored treatment approaches for people with migraine.

Disclosure: This study was supported by AbbVie.
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EPO-126 | Female sexual dysfunction and distress in migraine:

Results from a tertiary referral hospital

M. Bertio®; B. Martins?; A. Costa?

Faculty of Medicine, University of Porto, Portugal; 2Neurology
Department, Centro Hospitalar Universitdrio de Sdo Jodo, E.P.E., Porto,
Portugal

Background and Aims: Female sexual dysfunction (FSD) is a persis-
tent, underdiagnosed, and undertreated problem, associated with
psychological suffering. Only a few studies have addressed the
sexual distress caused by migraine. We aimed to determine if mi-
graine is associated with sexual dysfunction/distress and what their
risk factors.

Methods: Retrospective, cross-sectional study, including 71 pre-
menopausal female patients with migraine, followed in a tertiary
hospital (05/2023-12/2023), and 34 healthy age-matched-controls.
Female sexual function index-6 (FSFI-6), FS distress scale-revised
(FSDS-R), Hospital depression and anxiety (HADS), Migraine dis-
ability assessment (MIDAS), and Satisfaction Alertness Timing
Efficiency Duration of sleep (SATED) scales were applied.

Results: Of the 71 female patients [median age: 40.0 (AQR=11.00)
years; married/stable relationship: 78.9%], only 9 (12.7%) were not
under migraine preventive treatment; most (33, 62.3%) reported se-
vere disability (MIDAS-IV). Migraine patients showed lower FSFI-6
scores [19.0 (9.0) vs controls with 24.0 (6.0), p=0.003), with signifi-
cantly lower levels of desire (p=0.011), lubrification (p=0.002), and
satisfaction (p=0.013), and higher sexual distress [11.2 (25.6) vs 3.2
(9.6), p=0.001). They had also higher anxiety [10.0 (6.0) vs 5.0 (6.0),
p<0.001] and depression [7.0 (7.0) vs. 2.0 (3.0), p <0.001] levels, and
lower sleep health scores [18.0 (12.0) vs 23.5 (9.0), p=0.005] com-
pared to healthy controls. Anxiety, depression, and dysfunctional
sleep were found to be significantly related to sexual dysfunction.
Conclusion: This work showed that migraine is associated with sex-
ual dysfunction and distress, reflecting the necessity of an evalua-
tion of sexual health in these patients, mainly in the ones with higher
levels of anxiety, depression, or poor quality of sleep.

Disclosure: Nothing to disclose.

EPO-127 | Role of venous sinus stenosis in intracranial
hypertension: Pathophysiology and response to medical treatment

C. Gavancho®; R. Lindeza? M. Pimenta’; M. Cazola®; J. Rosa®
lNeuroIogy Department, Hospital de Sdo José, Unidade Local de Satde
Sdo Jose, Lisbon, Portugal; 2Neuroradiology Department, Hospital de
Sdo José, Unidade Local de Saude Sdo José, Lisbon, Portugal

Background and Aims: Venous sinus stenosis (VSS) is described in
intracranial hypertension (IH), but its role in its pathophysiology is
not entirely established. We aimed to characterize VSS in intracra-
nial hypertension and its possible influence in cerebrospinal fluid
(CSF) opening pressure and clinical response to medical therapy.

Methods: We analyzed 21 patients admitted to the Neurology Ward
of Hospital de Sao José in Lisbon, Portugal, between 2016 and 2023
with intracranial hypertension (19 with idiopathic IH). Using SPSS,
we carried out a descriptive analysis of the variables and applied the
Chi-squared, Shapiro-Wilk, Mann-Whitney, and Student's t tests.
Results: We identified VSS in 19% of the patients (n=4), half in the
transverse sinus and half in the transverse-sigmoid transition. The
median CSF opening pressure was 32.67(9.5)cm H,O and it was
lower in the VSS group, suggesting a negative impact of the ste-
nosis on this measure (p=0.017). We found a correlation between
the presence of VSS and poor clinical response to medical therapy
(p=0.018). There were no statistically significant differences in the
CSF opening pressure or response to medical therapy between the
group with transverse sinus stenosis and the group with transverse-
sigmoid transition stenosis.

Conclusion: The presence of VSS seems to correlate with a less fa-
vorable clinical response to medical therapy in IH. We couldn’t es-
tablish a correlation between VSS and the pathophysiology of IH.
The role of VSS should be further explored to clarify its pathophysi-
ology and the therapeutic potential of venous sinus stenting.

Disclosure: Nothing to disclose.

EPO-128 | Contemporary prospective understanding of
migraine real-world evidence (CAPTURE): Baseline migraine

treatment patterns

C. Tassorellil; M. Matharu?; J. Ailani®; M. Lanteri-Minet*; E. Tucker®;
J.Lam®; Y. Liu® H. Ha>; L. Delahaye’; P. Pozo-Rosich®

1University of Pavia and C. Mondino Foundation, Pavia, Italy; 2Queen
Square Institute of Neurology, London, England, UK; SMedStar,
Georgetown University Hospital, Washington, DC, USA; “Pain
Department and FHU InovPain, CHU Nice and Céte Azur University,
Nice, France and INSERM U1107 Migraine and Trigeminal Pain,
Auvergne University, Clermont-Ferrand, France; >AbbVie, Toronto, ON,
Canada; ¢AbbVie, North Chicago, IL, USA; "AbbVie, Rungis, France;
8Headache Unit, Neurology Department, Vall d’Hebron University
Hospital and Headache and Neurological Pain Research Group, Vall
d’Hebron Institute of Research, Universitat Autonoma de Barcelona,

Barcelona, Spain

Background and Aims: CAPTURE is a 2-year, international, prospec-
tive, longitudinal study that aims to elevate understanding of burden
of illness, disease course, and treatment patterns among people liv-
ing with migraine, stratified by headache frequency.

Methods: Adults with migraine diagnosed for >=1 year, aged
<50years at onset, and taking >=1 medication indicated for mi-
graine with >=4 monthly headache days (MHDs) in the 3 months
before screening were assigned to cohorts based on MHD fre-
quency (cohort 1: 4- < 8; cohort 2: 8-<15; cohort 3: >=15; Figure).
Descriptive data for baseline characteristics, including current/prior
migraine medications, are presented. Endpoints include change from
baseline in MHDs, monthly migraine days, monthly acute medication
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use days, and patient-reported outcomes across the study period.
Durations of current and subsequent migraine treatment use and

migraine-related healthcare resource utilisation will also be assessed.

Prospective Data Collection (24 months)

with 4-<8

Cohort 1 (30%) - p

Cohort 2 (35%) - participants with 8-<15 headache days/mo

vi v2 vi Va4 V5 (P) Ve V7 (P) Vs Vs (P) V10

1 t t t t 1 1 t 1 1
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FIGURE CAPTURE Study Design

Results: This analysis set (December 2023) included 239 partici-
pants (cohort 1: n=68; cohort 2: n=104; cohort 3: n=67; mean age
40.8-42.6years); more than 78% were female (Table 1). In cohorts 1,
2,and 3, current use of acute migraine medication only was reported
for 5.9%, 2.9%, and 0% of participants; preventive medication only
for 19.1%, 27.9%, and 32.8%; and both acute and preventive medi-
cation for 27.9%, 20.2%, and 26.9%, respectively (Table 2). Most
common current acute medications were triptans and propionic acid
derivatives; most common current preventive medications were
topiramate, amitriptyline and calcitonin gene-related peptide recep-
tor monoclonal antibodies.

TABLE 1 Baseline Demographic Characteristics

Cohort 1: Cohort 2: Cohort 3:
4 to <8 MHDs 8 to <15 MHDs 215 MHDs
c isti (n=68) (n=104) (n=67)
Age, mean (SD), y 423 (12.5) 426 (12.7) 40.8 (12.4)
Sex, n (%)
Female 52 (77.6) 87 (86.1) 57 (91.9)
Male 15(22.4) 14 (13.9) 5(8.1)
Missing 1 3 5
Race, n (%)
White 64 (95.5) 102 (100.0) 62 (96.9)
Black or African American 1(1.5) 0 0
Asian 2(3.0) 0 0
American Indian or Alaska Native 0 0 2(31)
Missing 1 2 3
Region, n (%)*
North America 15(22.1) 23(221) 14 (20.9)
Europe 63 (77.9) 80 (76.9) 53 (79.1)
South America 0 1(1.0) 0
MHDs, monthly days; SD, d
P 0 using values.

TABLE 2 Baseline Medication Use

Cohort 1: Cohort 2: Cohort 3:
4to <8 MHDs 8to<15MHDs 215 MHDs
Characteristic, n (%) (n=68) (n=104) (n=67)
Prior migraine medications, 210%?
Prior acute medications
Triptans 33 (48.5) 45(43.3) 27 (40.3)
Propionic acid derivatives® 22(32.4) 24(23.1) 14(20.9)
P inati 7(103) 7(6.7) 8(119)
Prior preventive medications
Topiramate 22(32.4) 30(28.8) 18(26.9)
CGRP receptor antagonistsimAbs® 18 (26.5) 22(21.2) 18 (26.9)
Amitriptyline 15(22.1) 23(22.1) 16(23.9)
Flunarizine 10(14.7) 15(14.4) 4(6.0)
Propranolol 10(14.7) 10(9.6) 11(16.4)
OnabotulinumtoxinA 10 (14.7) 19 (18.3) 19 (28.4)

Current migraine medications, 210%°
Acute only 4(59) 3(29) 0

Preventive only 13(19.1) 29(27.9) 22(32.8)

Acute and preventive 19 (27.9) 21(20.2) 18 (26.9)
Current acute medications

Triptans 20(29.4) 28(26.9) 23(343)

Propionic acid derivatives® 14 (20.6) 8(7.7) 11(16.4)
Current preventive medications

Topiramate 18 (26.5) 22(21.2) 16 (23.9)

itriptyli ! 15(22.1) 24(23.1) 14(20.9)

CGRP mAbs? 15(22.1) 16 (15.4) 20(29.9)

Beta blockers? 9(13.2) 10(9.6) 5(7.5)

Flunarizine 9(13.2) 10(9.6) 2(3.0)

OnabotulinumtoxinA 8(11.8) 15(14.4) 13(19.4)

CGRP, calcitonin gene-related peptide; mAb, monoclonal antibody; MHDs, monthly headache days.
2Defined as any medication taken prior to the date of the baseline visit. Participants are counted once in
each row regardiess of the number of medications they may have taken. Medications that are potentially
migraine-related and were taken by ==10% of participants are shown.

D i

P , Ibup! 8 P , and nap! .
P t | (+caffeine) and licylic acid (+caffeil ).
9mAbs: Epti or CGRP receptor antagonists:
i or
for migraine at the time of consent. Participants are counted once in each row

regardless of the number of medications they may have taken.
‘Amitriptyli iazepoxide or +p i
9Tenolol, bisop K p , and

Conclusion: The CAPTURE study will build a large, longitudinal da-
tabase on migraine treatment patterns in the contemporary era and
associated disease trajectories.

Disclosure: This study was supported by AbbVie.

EPO-129 | Prophylactic polytherapy for chronic migraine:
Evaluating the addition of atogepant to onabotulinumtoxinA

J. Rothrock; A. Koutsandreas; L. Armstead
Inova Health/University of Virginia, Fairfax, VA, USA

Background and Aims: OnabotulinumA (BotoxA) may reduce mi-
graine burden only partially in patients with chronic migraine (CM).
We sought to determine whether adding atogepant 60 mg daily to
ongoing treatment with BotoxA might be synergistic.

Methods: We prescribed atogepant 60 mg daily to a clinic popu-
lation of CM patients who had been receiving BotoxA for at least

one year and whose response had remained stable for the last 2
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consecutive 12-week intervals between treatments. We assessed
mean monthly migraine days (MMMDs), mean monthly headache
days (MMHDs), mean monthly days of functionally incapacitating
headache (FIHDs), mean monthly days of symptomatic medication
use (MMDSMU), migraine burden index (MBI) and MIDAS scores for
the 3 months preceding initiation of treatment with atogepant and
again 12weeks following initiation of treatment with atogepant. A
patient was considered to be a positive responder to polytherapy if
he/she reported a 50% or greater reduction in MMMDs relative to
their pre-atogepant status (primary endpoint).

Results: Of 211 patients, 132 (63%) achieved the primary treatment
endpoint of a 50% or greater reduction in MMMDs experienced over
the 12 week treatment period relative to their pre-atogepant status.
MMHDs declined by 6.6days, mean FIHDs by 2.7 days, MMDSMU
by 5.4days, MIDAS by 21.6 and MBI score by 14.6.

Conclusion: Adding atogepant 60 mg to the prophylactic regimen
of CM patients receiving BotoxA resulted in apparent synergism in
almost two-thirds.

Disclosure: Dr. Rothrock has served as an consultant to/promotional
speaker for AbbVie. His parent institution has received funding from

AbbVie for research he has conducted.

EPO-130 | Management of migraine without aura in adolescents:
The efficacy of flunarizine in a Turkish Cohort

F. ilik%; D. Ertem?; M. ilik®

IDepartment of Neurology, KTO University, Medical Faculty, Konya,
Turkey; ?Department of Neurology, Silivri Anadolu Hospital, Istanbul,
Turkey; *Department of Neurosurgery, Ozel Buyuksehir Hospital,
Konya, Turkey

Background and Aims: Flunarizine is a specific calcium antagonist
and is frequently used in adults for the prophylactic treatment of
migraine. The use of flunarizine may lead to somnolence and weight
gain, depression, and rarely extrapyramidal symptoms in adults.
However, studies detecting the efficacy and safety of flunarizine use
in adolescents are limited. In the current study, the effectiveness of
flunarizine for the management of chronic migraine without aura in
Turkish adolescents was evaluated.

Methods: Forty-six patients with migraine without aura, aged
12-18years, receiving flunarizine 5mg per day were included. In this
retrospective study, the medical records of the cases were exam-
ined. Changes in the Numeric Pain Rating Scale (NPRS) and MIDAS
scores were compared to assess the efficacy of the treatment in 3
months.

Results: The mean age was 14.37 +1.83years. There was a signifi-
cant improvement in the NPRS and MIDAS scores of the patients at
the end of 3 months (p <0.05). Side effects were detected in 23.9%

of the patients, and these symptoms were sedation in 8.7% of the
patients, mood swings in 4.3%, and vomiting %4.3 of them. None of
the patients discontinued the treatment due to side effects.
Conclusion: Although the advancement of migraine research and
treatment is inevitable, our findings support that flunarizine should
still be considered in mind as an effective and tolerable treatment
option in adolescent migraineurs

Disclosure: Nothing to disclose.

EPO-131 | Acute medication overuse in people with migraine
from the 2022 European National Health & Wellness Survey

G. Coppolal; A. Gendolla?; M. Lewis®; A. Jenkins®; J. Cirillo®;

K. Hygge Blakeman®; J. Yang7; L. Abraham?; J. Brown®
IDepartment of Medico-Surgical Sciences and Biotechnologies,
Sapienza University of Rome Polo Pontino, Latina, Italy; >Praxis
Gendolla, Essen, Germany; 3Real World Evidence, Pfizer, New York,
NY, USA; *HTA, Value & Evidence, Pfizer, Tadworth, UK; *HTA, Value
& Evidence, Pfizer, New York, NY, USA: ¢Global Medical Affairs, Pfizer,
Stockholm, Sweden; "Global Medical Affairs, Pfizer, New York, NY, USA

Background and Aims: Acute medication overuse (AMO) is a cycle
of high-frequency analgesic use, such as triptans and non-steroidal
anti-inflammatory drugs (NSAIDs) that may result in medication
overuse headache (MOH). There is limited understanding of the fre-
quency of analgesic use of both prescription and over-the-counter
analgesics among people with migraine (PwM) in Europe.

Methods: Using the 2022 5-country European National Health and
Wellness Survey (NHWS, Cerner Enviza), patients diagnosed with
migraine receiving >=1 acute medication were described. AMO cri-
teria were: 1) > =10 cumulative days per month with use of triptans,
combination analgesics, ergotamines, or opioids; or 2) >=15days
of nonopioid analgesic, acetaminophen, or NSAID use. AMO was
assessed separately among analgesics for migraine only and those
used for migraine plus other pain conditions.

Results: Among over 16.7 million PwM represented by the survey,
21.2% reported AMO of migraine-specific medications, and 36.9%
had AMO after including medications used for other conditions.
Over half (51.4%) met the first AMO criterion with a cumulative
mean [SD] of 21.0 [14.1] days, and 61.5% met the second criterion
with 28.3 [15.9] cumulative days. PwM with AMO versus without
AMO reported higher use of prescribed triptans (38.4% vs. 29.9%),
NSAIDs (66.4% vs. 51.4%), and opioids (33.6% vs. 12.5%). Compared
to individuals without AMO, those with AMO experienced worse
quality of life, higher migraine disability scores, decreased produc-
tivity, and increased use of healthcare resources.
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AMO w/o AMO
Charactenstics 3,554 (21.2%) 13,1;0 (78.8%)
N % N %
combination -:;liesxu forereet e oo asts A
Total days of MO criterion 1 analgesic use (mean) 210 181
ey BEL for sonoplold amelgest 2185 615%
Total days of MO criterion 2 analgesic use (mean) 283 159
Use of Rx acute agents 3114 98.9% 7400 81.0%
Rx acute agent type
Triptans 1208 38.4% 2732 29.9%
NSAIDs 2089 66.4% 4697 s14%
Opioids 1058 33.6% 1144 12.5%
Ergotamines 110 35% 181 2.0%
Gepant (acute treatment) 2n 07% 2 01%
Combination analgesics a8 15% 102 11%
Other 39 13% 86 10%
Use of OTC acute agents 1330 72.2% 4777 63.6%
OTC acute agent type
Triptans 73 3.95% 264 35%
NSAIDs m a19% 2903 386%
Acetaminophen 622 33.8% 1776 23.6%
Acetaminophen/opioid combination analgesics 117 6.4% 310 41%
Combination analgesics m 93% a7 63%
Other ss 3.0% a2 06%
Quality of life, productivity, and healthcare resource utilization
Mean Mental health composite T score 331 109 364 10.6
Mean Physical health composite T score 363 108 404 102
Global health composite T score 324 13 365 108
Work productivity loss among employed 476 296 205 311
Visited ER in past six months 1243 35.0% 3187 24.1%
Hospitalized in past six months 731 20.6% 1816 13.7%

Characteristics of patients with and without AMO of migraine
medications

Conclusion: AMO is common in over 20% of PwM and related to
poorer quality of life. Treatments not associated with MOH are
needed in this population.

Disclosure: GC has received honoraria for participation in clini-
cal trials and contribution to advisory boards or presentations
from TEVA, Biohaven, Eli Lilly, Abbvie, and Pfizer. He serves as
an Associate Editor for Cephalalgia, BMC Neurology - Pain sec-
tion, Frontiers in Neurology - Neurotechnology section, Frontiers
in Human Neuroscience - Brain Imaging and Stimulation section,
and on the Advisory Board of The Journal of Headache and Pain.
AG reports financial support for ad boards, consulting and speaker
honoraria from: Griinenthal, Mundipharma, Abbvie/Allergan, Lilly,
Teva, Amgen, Novartis, Hormosan, Stada, Lundbeck, Pfizer, Hexal,
Esanumperfood, Medscape, streamed up, Arztekammer Nordrhein,
Arztekammer Westfalen Lippe, DGS, Regionalbeauftragte der
DMKG. ML, AJ, JC, KHB, JY, LA, and JB are employees of Pfizer.

EPO-132 | Combining monoclonal antibodies and
onabotulinumtoxina against highly resistant and invalidated
migraine patients

A. Dorettil; E. Colombo!; G. Demirtzidis'; S. Calzaferri';

M. Sodanol; U. Danielal; L. Madernal; V. Silanil; N. Ticozzi2;

S. Messina®

!Department of Neurology, Istituto Auxologico Italiano IRCCS, Milan;
’Department of Pathophysiology and Transplantation, University of
Milan, Milan

Background and Aims: Onabotulinumtoxin A (BonTA) and mono-
clonal antibodies (mAbs) are approved migraine treatment tar-
geting CGRP cascade. However, monotherapy does not always

yield satisfactory benefits, which raises the question of whether
dual therapy with BonTA and mAbs hold promise in patients with
treatment-resistant chronic migraine (CM).

Methods: We retrospectively analyzed 75 subjects diagnosed with
highly disabling (MIDAS >30) and resistant CM treated with BonTA
that were considered responders, but had a decrease in effect or
the effect was non-sufficient after one year. Therefore, they started
a dual therapy with BonTA and mAbs for 1 year. CGRP-mAbs were
stopped for 3 months continuing only BonTA, subsequently a mono-
therapy with CGRP-mAbs was performed for 3 months. We evalu-
ated the MIDAS, HITé, VAS, PGIC and drug intake for all patients in
the different timepoints.

Results: 73/75 patients completed the treatment regimen, 2
dropped out for ineffectiveness. No adverse events were reported.
Analysis showed a marked decrease in the MIDAS, HITé, VAS, PGIC
scores and analgesic drug intake from visit TO to visit T3, while on
dual therapy; subsequently the scores remained stable up to T12.
When patients were on BonTA alone or mAbs alone, there was a

worsening of evaluated scores.
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Conclusion: Our work suggests a possible synergistic effect of these
two different therapies in modulating CGRP cascade, determining a
greater control of migraine attacks in a population of patients suf-
fering from highly resistant CM. This result without any increase of
side effects.

Disclosure: Eleonora Colombo, Daniela Ungaro, Martina Sodano,
Gianluca Demirtzidis and Stefano Messina report no disclosure.
Alberto Doretti received compensation for consulting services from
Abbvie, Teva, Eli Lilly, Lundbeck, Novartis, Neopharmed Gentili,
Zambon. Vincenzo Silani received compensation for consult-
ing services and/or speaking activities from AveXis, Cytokinetics,
Italfarmaco, LiquidWeb, Srl and Novartis Pharma AG. He receives or
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he has received research support from the Italian Ministry of Health,
AriSla, and E-Rare Joint Translational Call. He is on the Editorial Board
of Amyotrophic Lateral Sclerosis and Frontotemproal Degeneration,
European Neurology, American Journal of Neurodegenerative
Disease and Frontiers in Neurology. Nicola Ticozzi received com-
pensation for consulting services from Italfarmaco, Biogen, Amylyx
Pharmaceutical and Zambon Biotech SA. He received research fund-
ing from the Italian Ministry of Health and AriSLA. He is associate

editor of Frontiers in Aging Neuroscience.

EPO-133 | Slow responders instead of late responders:
Assessing the time to response to anti-CGRP/R monoclonal

antibodies

L. lannone®; A. Burgalassi?; A. Boccalini?; F. De Cesaris?; G. Vigani®;
M. Romozzi®; C. Vollono®; P. Calabresi®; P. Geppetti'; A. Chiarugi®
ISection of Clinical Pharmacology and Oncology, Department of Health
Sciences, University of Florence, Florence, Italy; ?Headache Center and
Clinical Pharmacology Unit, Careggi University Hospital, Florence, Italy;
3Dipartimento Universitario di Neuroscienze, University Cattolica del
Sacro Cuore, Rome, Italy

Background and Aims: To evaluated whether late responders to
anti-CGRP mAbs (achieving response between 3 and 6 months) are
actually slow responders, namely patients who already achieve a
clinically meaningful response at 3 months and improve over time.
Methods: We performed a prospective analysis on outpatients that
started treatment, with a potential 6-month follow-up. Based on
studies on late responders, response was defined as a 250% reduc-
tion in MHDs at 3 and 6 months. The response rate was then evalu-
ated using different intervals (0-9; 10-19; 20-29; 30-49; >50%)
to assess responses at three months. The primary outcomes were
the number of potential late responders and to evaluate how many
patients defined as late responders have a response 230% at three
months (slow responders).

Results: We include 332 patients and among them 283 (85.2%) con-
tinue treatment for six months. Responders were 63.6% (180/283)
at six months. In particular, 40 (14.1%) patients not responders at
three months achieve response status at six months, 140 (49.5%)
persisted in response, 77 (27.2%) continued to be not responders
and 26 (9.2%) lost the responder status. However, among the 40
patients defined as late responders, 21 (47.5%) already achieved
a response >30% at three months with 14 (35.0%) of them with a
40-49% response.

Patients treated with anti-CGRP/R
(n=332)

il

(n=283)

[

3 months treatment
(n= 283)

l

6 months treatment
(n=283)

Flowchart of patients’ selection
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Responder rate variation from 3 to 6 months of treatment

Table 1. Patients demographic and clinical features at baselines.

Cohort (n=283)

Demographics

Age [years], mean = SD 47.8+13.3
Sex female, n (%) 229 (80.9)
Migraine features

Chronic migraine, n (%) 252(89.0)
Medication overuse, n (%)} 215 (76.0)
Aura, n (%) 21(7.5)
Migraine duration [years], mean = SD 32.5+144
Chronicization duration [years], mean + SD 17.5+14.9
Monoclonal antibody

Erenumab, n (%) 118 (41.7)
Galcanezumab, n (%) 121 (42.8)
Fremanezumab, n (%) 44 (15.5)
Baseline features

Monthly headache days, mean (SD) 23.8(6.0)
Days with at least one analgesic use, mean (SD) 20.5(8.5)
Analgesics number, median (IQR) 342(28.5)
MIDAS score, mean = SD 91.4%61.1
HIT-6 score, mean = SD 68.0+6.2

IQR, interquartile range; SD, standard deviation. Percentages are expressed on column total.
$Only patients with chronic migraine.

Patients’ demographic and clinical features at baseline

Conclusion: The majority of patients designed as late responders
are instead slow responders, starting a meaningful response to anti-
CGRP at three months and improving over time. Nevertheless, to
maximize response, we recommend evaluating the treatment after a
minimum of three to six months.

Disclosure: P.G.: received personal fees from Allergan, Eli Lilly,
Novartis, Amgen, TEVA; Grants from Amgen, TEVA, Eli-Lilly, Allergan,
Chiesi; Scientific Advisory Board, Endosome Therapeutics; Founding
scientist of FloNext srl, Spinoff of the University of Florence. F.D.C.

received personal fees from TEVA, Eli Lilly, Novartis, Abbvie. L.F.l.
received personal fees from TEVA, Eli Lilly, Pfizer, Abbvie, Lundbeck.

Other authors have no conflicting interests.

EPO-134 | POTS and autoimmune conditions as predictors of
vestibular migraine

M. Villar-Martinez; S. Cheung; M. David; G. Peter J
Wolfson Sensory, Pain and Regeneration Centre, loPPN, London, UK

Background and Aims: The vestibular migraine phenotype (VM) pre-
sents with vertigo/dizziness as a prominent non-headache symptom.
Autoimmune conditions, such as rheumatoid arthritis or psoriasis,
are potentially comorbid and may have a genotypic association with
migraine. Cranial autonomic symptoms in migraine has been de-
scribed and could be a protective mechanism in patients with severe
symptoms. Dysautonomic symptoms could correlate with chronifi-
cation of headache in patients with POTS. Our aim was to search
for potential comorbidities that could predict a “dizzy” phenotype.
Methods: Cross-sectional study and clinical evaluation of migraine
patients on the headache, neuro-otology and general neurology
clinics at King's College Hospital and Charing Cross Hospital in
London; February 2020 to July 2023. Predictors: sex, the presence
of Postural Orthostatic Tachycardia syndrome (POTS), hypermobil-
ity, inflammatory/autoimmune and cutaneous conditions such as ur-
ticaria. Dependent variable: migraine type. SPSS 28 and generalised
linear model with negative binomial-logit function were used.
Results: Age and biological sex were similar among migraine types.
Of 525 cases; 185 had a diagnosis of vestibular migraine and 340
chronic migraine. Significant predictors of vestibular migraine: POTS
(B=1.08, p=0.045) and autoimmune conditions (B=0.53, p=0.01).
The rest of the predictors were not significant.

Conclusion: Dysautonomic conditions, such as POTS and the pres-
ence of autoimmune disorders, could predispose to a vestibular phe-
notype of migraine. Patients with the vestibular migraine phenotype
may present a more dysfunctional autonomic nervous system with
not only cranial, but also systemic symptoms.

Disclosure: Nothing to disclose.

EPO-135 | Istranscranial direct current stimulation effective as
add-on therapy to monoclonal antibodies anti-CGRP in migraine?

F. De Santis’; C. Rosignoli’; R. Ornello’; A. D'Atri’; F. Salfi';

D. Corigliano?; R. De Icco®; V. Grillo®; M. Corrado®; F. Bighiani®;
G. Vaghi®; G. Sances®; M. Ferrara®; C. Tassorelli®; S. Sacco!
!Department of Biotechnological and Applied Clinical Sciences,
University of L'Aquila, L'Aquila, Italy; 2Department of Psychology,
University of Rome Sapienza, Rome, Italy; 3Department of Brain and

Behavioral Sciences, University of Pavia, Pavia, Italy
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Background and Aims: Transcranial direct current stimulation (tDCS)
is a non-invasive central neuromodulation technique with potential
effectiveness in migraine, while monoclonal antibodies acting on the
calcitonin gene-related peptide pathway (CGRP-MAbs) act peripher-
ally. We aimed to assess whether tDCS, as a synergic add-on, can
enhance migraine prevention or affect cortical excitability.
Methods: TACTIC (NCT05161871) is a randomized, double-blind,
multicenter, sham-controlled trial including patients with migraine on
CGRP-MADbs treatment, with residual monthly migraine days (MMD)
>8. After 5-day of tDCS bilateral occipital-cathodal and frontal-
anodal stimulation (20-minutes sham/active sessions) we followed-up
patients for 28days. We recorded 64-channel EEG at day 1 (pre-
stimulation) and day 5. We analyzed change in MMDs, clinical scales,
and EEG spectral changes in the delta (2-4Hz), theta (5-7 Hz), alpha
(8-12Hz) and beta-bands (13-30Hz) through two-way mixed-design
ANOVAs with Session (baseline vs. follow-up), as within-subjects fac-
tor, and Treatment (Sham vs. Active) as between-subject factor.
Results: We included 29 patients (median age=48.0 [Interquartile-
Range 38-56], 92.0% female), 15 active session and 14 sham. We
found no significant interaction between Session and Treatment.
However, explorative post-hoc t-test showed that only in the ac-
tive group tDCS led to a decrease in MMDs (mean difference=4.00,
standard error (SE)=1.52, p=0.014). Moreover, a noteworthy en-
hancement was observed in the HIT6 scale for both active (p=0.005)
and sham (p=0.003) groups. tDCS decreased the occipital alpha-
power and the frontal delta-power only in the active stimulation
group (both p<0.050).
Conclusion: Centrally acting tDCS, as add-on therapy to peripherally
acting CGRP-MADbs, has a significant preventive benefit on migraine
associated with changed basal cortical activity on stimulated areas.
Disclosure: Nothing to disclose.

Movement disorders 1

EPO-136 | Plasma pTAU levels can discriminate HC, PD, PDD,
DLB and AD patients

A. Lupini®; A. Pilotto®; N. Ashton?; B. Battaglio®; E. Cottini®;

C. Zatti'; C. Trasciatti’; I. Grossi®; A. Salvi®; G. De Petro®; M. Pizzi*;
A. Canale’; K. Blennow?; H. Zetterberg’

1Neurology Unit, Department of Clinical and Experimental Sciences,
University of Brescia, Brescia, Italy; 2Department of Psychiatry

and Neurochemistry, Institute of Neuroscience and Physiology, The
Sahlgrenska Academy, University of Gothenburg, Gothenburg, Sweden;
3Division of Biology and Genetics, Department of Molecular and
Translational Medicine, University of Brescia, Brescia, Italy; “Division of
Pharmacology, Department of Molecular and Translational Medicine,
University of Brescia, Brescia, Italy; s Department of Statistical Sciences,
University of Padova, Padova, Italy; SClinical Neurochemistry Laboratory
Sahlgrenska University Hospital, MéIndal, Sweden, 710 Department of
Neurodegenerative Disease, UCL Institute of Neurology, London, UK

Background and Aims: plasma biomarkers are a promising field of
research in neurodegenerative diseases, both oriented to diagnostic
and therapeutic implications. Many patients with PD dementia or
DLB have an AD-pathology overlap. In this study, we seek to ex-
plore the usefulness of plasma biomarkers in distinguishing between
healthy controls, PD, DLB, PDD, and AD patients.

Methods: plasma PTaul81, PTau231, Ap1-40, AB1-42, GFAP and
NfL concentrations were measured by Single molecule array (Simoa)
technology in healthy controls (HC) and consecutive PD and AD pa-
tients who underwent an extensive motor and non-motor assess-
ment. We established a cut-off in pTau181 and pTau231 levels based
on their average values in patients with AD pathology. We compared
clinical and demographic variables between normal and abnormal
pTAU groups.

Results: One hundred fifty-three PD patients, thirty-two PDD,
forty-two DLB, sixteen AD and ninety-five age matched HC entered
the analyses. The percentage of patients with abnormal pTAU levels
increases from HCs to PDs but especially in patients with DLB and
PDD. When considering only alpha-synucleinopathies, the group
with higher PTau231 showed lower MMSE scores at baseline.
Conclusion: The present findings confirm the potential utility of
plasma AD biomarkers to differentiate healthy controls from PD pa-
tients and more importantly to separate PD cognitive unimpaired
patients from patients with DLB or PDD.

Disclosure: Andrea Pilotto served in the advisory board of Z-cube
(technology division of Zambon pharmaceuticals); he received hono-
raria from Z-cube s.r.l., Biomarin, Zambon, Nutricia and Chiesi phar-
maceuticals. He received research support from Vitaflo Germany
and Zambon Italy. Henrik Zetterberg has served at scientific advisory
boards and/or as a consultant for Abbvie, Acumen, Alector, Alzinova,
ALZPath, Annexon, Apellis, Artery Therapeutics, AZTherapies,
CogRx, Denali, Eisai, Nervgen, Novo Nordisk, Optoceutics, Passage
Bio, Pinteon Therapeutics, Prothena, Red Abbey Labs, reMYND,
Roche, Samumed, Siemens Healthineers, Triplet Therapeutics, and
Wave, has given lectures in symposia sponsored by Cellectricon,
Fujirebio, Alzecure, Biogen, and Roche, and is a co-founder of Brain
Biomarker Solutionsin Gothenburg AB (BBS), whichis apart of the GU
Ventures Incubator Program (outside submitted work). Alessandro
Padovani is consultant and served on the scientific advisory board of
GE Healthcare, Eli-Lilly and Actelion Ltd Pharmaceuticals, received
speaker honoraria from Nutricia, PIAM, Lansgstone Technology, GE
Healthcare, Lilly, UCB Pharma and Chiesi Pharmaceuticals. He is
founded by Grant of Ministry of University (MURST).
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EPO-137 | Longitudinal impact of vascular risk factors on

progression and disability in Parkinson's disease

A. Lupini’; A. Pilotto?; M. Catania’; C. Zatti'; B. Battaglio’;

F. Guarneri®; L. Bettoni®; S. Gipponi®; E. Cottini* A. Padovani®
1Neurology Unit, Department of Clinical and Experimental Sciences,
University of Brescia, Brescia, Italy; 2Laboratory of digital Neurology
and biosensors, University of Brescia, Brescia, Italy; 3Hospital Central
Pharmacy Unit, ASST University Hospital Spedali Civili Brescia, Brescia,
Italy; “Department of continuity of care and frailty, Neurology Unit,
ASST Spedali Civili of Brescia, Brescia, Italy

Background and Aims: Vascular risk factors are common in the elder
population in Western countries. Parkinson's disease incidence is
increasing in the last years, along with population aging. Aim of the
study was to address the impact of single and multiple vascular risk
factors on cognitive and motor progression in patients with PD.
Methods: Consecutive Parkinson's disease patients underwent a
comprehensive motor and non motor evaluation including baseline
motor and non motor performances. A longitudinal motor and cogni-
tive evaluation was performed with an average of 5years of follow-
up for each patient. The impact of vascular risk factors on motor
and cognitive progression was implemented by linear, COX regres-
sion and repeated measures analyses adjusting for the effect of age,
motor severity and disease duration.

Results: forty-hundred eighty six patient (62.1 % male) entered
the study. 52-1% of patients had hypertension, while 21.2% had
hypercholesterolemia, 17.3% had diabetes, and 27.2% had cardiac
diseases. There was no correlation between vascular risk factors
and neither cognitive nor motor impairment at baseline. Patients
with diabetes and hypertension showed higher LEDD at follow up;
patients with hypercholesterolemia had a higher incidence of falls,
while patients with diabetes had a higher incidence of walking im-
pairment at follow-up.

Conclusion: vascular risk factors impact on disease progression and
disability in PD. More studies are warranted to evaluate the causal-
ity and best management strategies to reduce the impact of vascular
risk factors on PD progression and disability.

Disclosure: Nothing to disclose.

EPO-138 | The midbrain-pons ratio as a marker for the vestibular
stimulation effectiveness in the postural instability treatment

O. Alenikova; A. Chumak; G. Zobnina; S. Likhachev
Republican Research and Clinical Center of Neurology and
Neurosurgery

Background and Aims: Axial symptoms associated with Parkinson's

disease (PD), such as freezing of gait (FOG) and postural instability

(P1) are frequently refractory to therapy. Due to the vestibular sys-
tem deficiency participates in postural imbalance and gait disorders,
vestibular galvanic stimulation (GVS) could become an effective
neuromodulatory treatment for these symptoms. However, the ef-
fectiveness of GVS may vary depending on the neurodegeneration
severity in brainstem locomotor centers, and midbrain-pons ratio
(MPR) may provide valuable information about change in these re-
gions. Objective: To assess the GVS effectiveness on cVEMP param-
eters, FOG and Pl severity depending on the MPR.

Methods: Participants included 34 PD and 30 age-matched controls.
Additionally to MRI-based measurements, we assessed the cVEMP,
FOG-Q, TUG test and evaluated the Pl severity before and after 12
GVS sessions.

Results: PD patients had longer of VEMP components latencies than
controls, indicating slower vestibulospinal conduction. Nevertheless,
there were no differences between groups in MRI measurements
(table). GVS improved test scores and reduced N23 latency inde-
pendent of MRI findings in PD patients. While the Pl improvement
depended on the MPR, and GVS was effective in PD patients with
MPR >0.64 (figure).

TABLE Comparative assessment of the PD patients group and the
control group

Parameters PD patients group Control group
n=34 n=30
Median (I1QR)
Age, years 63 (57 - 68) 60 (55 - 70)
H &Y stage 2,5(2-3) -
Disease duration (years) 7(6-13) -
UPDRS (part Ill) 38(28-49) -

Midbrain (mm)

11,3 (10,9 - 11,5)

11,2 (10,7 - 11,6)

Pons (mm)

17,6 (17,1 -18,5)

17,5 (16,9 - 18,4)

Midbrain to pons ratio

0,64 (0,61 - 0,66)

0,65 (0,64 — 0,66)

FOG-Q
Before intervention 14 (7-19) -
After intervention 9(5-14)A -
Changes 5(2-7) -

Timed Up and Go Test (TUG) (seco

nds)

Before intervention 16 (14— 19)* 8(7-9)
After intervention 13(11-15)A -
Changes 3(2-4) -

Postural instability (from

without help)

0 to 4, where 0 is the norm; 4 - cannot stand

Before intervention 2(1-3) -
After intervention 1(0-2) -
Changes 0(0-1) -

Cervical Vestibula

r Evoked Myogenic Potential (c(VEMP)
P13 latency / N23 latency (msec)

Before intervention

13,25 (12,4—14,3)* /
24,8 (23,6-25,3)*

11,7 (10,8-22,1)/
22,5 (22,05 -22,9)

After intervention

13,1(12,1-14)/
23,7(23-24,2)A

Changes

0,15(0,1-0,4) /
1,1(0,6-1,7)

Whitney test)

Wilcoxon Matched Pairs Test

* - p < 0,05 - Significant differences between PD patients and control group (Mann-

A - p <0.05 - Significant difference when comparing results before and after GVS in the




84 of 457

ABSTRACT

R=0,52; R?=0,27
F=12,16; p=0,001
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Associated criterion > 0,64

FIGURE Results of multiple regression and ROC analysis

Conclusion: GVS, acting on vestibular afferents, modifies the con-
flict between sensory systems and thereby reduces the severity of
gait disorders. But the ability of GVS to reduce Pl in PD probably
depends more on morphometric features of the brainstem. Due to
its high sensitivity and specificity, the MPR can be considered as a
prognostic marker of the GVS effectiveness in the Pl treatment.
Disclosure: Nothing to disclose.

EPO-139 | Amantadine improves executive and memory skills in
patients with Parkinson's disease: A randomized controlled trial

A. Bougeal; E. Angelopoulou®; V. Georgakopoulou?; Y. Degirmenci®;
P. Zikos*

19st Department of Neurology, Medical School, National and
Kapodistrian University of Athens, Eginition Hospital, Athens,

Greece; 2COVID-19 Unit, Department of Infectious Diseases, Laiko
General Hospital, Athens, Greece; SHead of Neurology Department,
Istanbul Health and Technology University (ISTUN); 4Galatsi Center

for Parkinson's & Memory Disorders Galatsiou Avenue 127, Galatsi,

Athens, Greece

Background and Aims: Amantadine improves motor symptoms in
patients with Parkinson disease (PD) as monotherapy or adjuvant
therapy. However, data on cognitive functions are lacking. This
Single blind randomized controlled study over 12 months investi-
gated the effect of amantadine on PD cognition.

Methods: Mild cognitive impaired 35 PD patients (mean HY: 2), with
amantadine 200 mg/day (100 mg twice a day) orally as monotherapy
(Group A) and 30 PD patients without amantadine (only levodopa
treatment Group B) were randomly enrolled. The data collected
for each patient included: (1) verbal learning and memory (Hopkins
Verbal Learning Test-Revised immediate total recall across trials and
delayed recall trial), (2) auditory working memory (Letter-Number
Sequencing subtest from the Wechsler Adult Intelligence Scale - Il1),

(3) processing speed (Digit Symbol subtest from the Wechsler Adult
Intelligence Scale-Revised), (4) visuospatial working memory/switch-
ing (Trail Making Test, Part B), (5) semantic verbal fluency (animals),
(6) phonemic verbal fluency (letters F-A-S or C-F-L), (7) visuospatial
functioning (Benton Judgment of Line Orientation), 8)Depression
(Geriatric Depression scale).

Results: The cognitive function improved progressively in 3-, 6 and
12-month treatment interval as shown by significant improvement
on verbal short term (p<0.001) and auditory working memory
(p<0.001) and visual working memory (p <0.001) in Group A com-
pared to Group B. Even after controlling for depression, disease du-
ration, there are persistent differences in the above cognitive tests
between the two groups over the time

Conclusion: Amantadine alone significantly improved memory and
visual-spatial skills in PD patients.

Disclosure: Nothing to disclose.

EPO-140 | Determination of clinical profile of patients with

Parkinson's disease at 2-year follow up with deep brain stimulation

A. Bougeal; Y. Degirmenciz; E. Angelopoulou®; V. Georgakopoulou3;
P. Zikos*

!Department of Neurology, Eginition Hospital, National and
Kapodistrian University of Athens, Greece; ?Head of Neurology
Department, Istanbul Health and Technology University (ISTUN);
ScoviD-19 Unit, Department of Infectious Diseases, Laiko General
Hospital, Athens, Greece; “Galatsi Center for Parkinson's & Memory
Disorders Galatsiou Avenue 127, Galatsi, Athens, Greece

Background and Aims: Despite the beneficial effect of deep brain
stimulation (DBS) on motor and non-motor symptoms, the selection
of Parkinson's disease (PD) patients is challenging. This study aims
to develop a random forest (RF)-based PD model to determine the
postoperative clinical profile at 2years follow-up with DBS using
motor and non- motor symptoms.

Methods: 130 PD subjects (76 male, 54 female; age at base-
line: 56.24+4.23) were evaluated in years O and 2 by the Unified
Parkinson's Disease Rating Scale part Ill (UPDRS- Ill). Hours of
“Off” and dyskinesia time (UPDRS-IV), the Montreal Cognitive
Assessment (MoCA), Geriatric Depression Scale (GDS), the Non-
Motor Symptoms Scale (NMSS), Hoehn/Yahr(HY) and PD question-
naire- 39(PD39). RF analysis, with 10000 trees, was used to combine
both non-motor and motor variables to determine motor outcome
(UPDRS-Ill year 2: 22.55+12.22).

Results: The proper combination of motor and non-motor measures
significantly improved (p <0.001) the prediction of outcome, reduc-
ing the RMSE (root-mean-square-error) of predicting UPDRS-III from
4.686567 to 4.04672 which signifies that the model was optimized
quite well. Based on the "IncNodePurity", the factors of UPDRS-III
(year 2) were, in descending order of magnitude, UPDRSIII (year
0), disease duration (year 2), GDS (year 0), NMSS (year 2), Time
Dyskinesia (year 0), PDQ39 (year 2) after the implementation of DBS.
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Conclusion: In the new era of neuromodulation, these results are
promising for accurate patient selection for DBS by artificial intel-
ligence models.

Disclosure: Nothing to disclose.

EPO-141 | Phenotype's evolution of cervical dystonia (CD) in

patients treated with Botulinum toxin

A. Trinchillo'; N. Cuomo’; F. Habetswallner?; M. Esposito?
IDepartment of Neurosciences, Reproductive Sciences and
Odontostomatology, “Federico II” University, Naples, Italy; 2Clinical
Neurophysiology Unit, Cardarelli Hospital, Naples, Italy

Background and Aims: Cervical dystonia (CD) phenotypes may
change over the years. Objective of the study is to evaluate how
such phenotypes change in CD treated with botulinum toxin (BoNT).
Finally, we aim to identify the time within those changes may occur,
the most predisposed CD phenotypes and predisposing factors.
Methods: We divided idiopathic CD patients into two groups -
switch YES/NO, collecting general clinical and demographic vari-
ables. We added to general clinical variables the duration of BONT
treatment, Tsui total scores and subscores - assessed at TO - before
BoNT start - and at T1 - switch time in the YES group or last visit
in the NO group. The risk of switch was assessed by Kaplan Meyer
curves and Cox regression analysis. Finally, Multivariate linear re-
gressions were employed to assess if Tsui severity correlated with
the switch.

Results: Among 100 patients (60 women) aged 47.9 years (SD 15.3)
at CD onset, 37 experienced a phenotype switch, mostly in the first
five years of BoNT treatment, YES and NO groups were comparable.
Multivariate Cox Regression revealed the presence of laterocollis
or rotatocollis at TO as predictors of switch (respectively p=0.01,
HR=3.5; p=0.03, HR=1.5). Multivariate linear regressions revealed
that high Tsui subscores for the tilt and low Tsui total scores were
risk factors for the switch (respectively p=0.002, OR=6; p=0.03,
OR=0.8).

Conclusion: Latero and Rotatocollis are the CD phenotypes most
predisposed to switch. Dystonias with a low degree of severity im-
prove after treatment with botulinum toxin, changing to a different
and even simpler phenotype.

Disclosure: Nothing to disclose.

EPO-142 | The long-term response to botulinum toxin injections

in patients with blepharospasm undergoing upper eyelid surgery

A. Trinchillo®; N. Cuomo®; F. Habetswallner?; M. Esposito®
1Department of Neurosciences, Reproductive Sciences and
Odontostomatology, “Federico II” University, Naples, Italy; >Clinical

Neurophysiology Unit, Cardarelli Hospital, Naples, Italy

Background and Aims: BACKGROUND Upper eyelid surgery (UES) is
a therapeutical strategy used for those patients affected by blepha-
rospasm (BSP) who either do not respond or experience a gradual
decrease in responsiveness to botulinum toxin (BoNT) injections.
Nevertheless, most of them need to restart with BoNT despite the
intervention. AIM To evaluate the long-term post-surgical response
to BoNT in patients with BSP and to identify predictive factors as-
sociated to treatment outcome.

Methods: We collected data of 60 BS patients, divided into two
groups - blepharoplasty YES (8) and NO (52), collecting demo-
graphic - age, sex - and clinical data -disease duration, duration
of the treatment with BoNT. Respective responses to injections -
evaluated through the differences of both Jancovic Rating Scale and
the Blepharospasm Disability Index pre and post BoNT (delta JRS
and delta BSDI) just before their periodic three-month injection and
after 1 month from it - were compared. Finally, clinical and demo-
graphics variables were included in multivariate regression and cor-
relation analyses to assess their impact on the long-term response
to injections.

Results: Patients who underwent UES had significantly lower delta
at both scales, showing a poorer outcome after BoNT treatment. No
variable was found to be associated with the response.

Conclusion: Our data seem to suggest that surgery does not improve
response to BoNT injections on the long run. As such, UES could be
considered as an efficacious treatment in BSP just if evaluated soon
after its performing. Long-term BSP management seems still difficult
to be performed adequately and new therapeutical approaches are
still needed.

Disclosure: The authors have nothing to disclose.

EPO-143 | Assessment of the deep brain stimulation efficiency

for the tremor correction in Parkinson's disease: STN vs Vim

A. Buniak; S. Likhachev; U. Alexeyevets; V. Bayarchyk;

T. Paulouskaya

Neurological Department, Neurosurgical Department, Republican
Research and Clinical Center of Neurology and Neurosurgery, Minsk,

Belarus

Background and Aims: Correcting severe tremor, one of the disa-
bling symptoms in Parkinson's disease (PD), is the most difficult
tasks for neurologists. If there is no effect from drug correction of
severe tremor, neurosurgical treatment is used, including deep brain
stimulation (DBS) of the ventralis intermedius thalamic nucleus (Vim)
or subthalamic nucleus (STN). To evaluate the efficiency of DBS Vim
vs STN for the tremor correction in PD patients.

Methods: We examined 72 (59-Il stage, 13-IIl stage of H&Y.) PD
patients during DBS. The main characteristics of patients are pre-
sented in the table (Fig. 1). In patients with DBS Vim, the primary

symptom was disabling tremor. The tremor index (TI) consists of
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UPDRS scores 16, 20, 21. To assess the changes of drug therapy

used LEDD.
Indicators DBS STN DBS Vim
Amount, patients 63 9
M/F 36/27 5/4
Age, years 57,0 (95% Cl 54,0;59,0)

PD duration, years

LEDD, before

11l part UPDRS, off med, before

Ti (16,20,21 UPDRS), off med,

10,3(95%C19,3;11,2)

1175,0
(95% C11000,0;1250,0)

41,0 (95% C1 34,0; 54,0)

6,5(95% CI 3,5;12,5)

59,0 (95% C1 50,8;62,0)

8,4(95%Cl15,8;11,1)

750,0
(95% C1 656,2;987,5)

46,0 (95% CI 33,5;58,0)

14,0 (95% CI 11,5;16,0)

before

FIGURE 1 Description PD patients before DBS

Results: The postoperative follow-up period was up to 2years. The
score by Il UPDRS in the off-med decreased in patients with DBS
STN ANOVA 32=12.44, p<.00001 and DBS Vim ANOVA x2=11.58,
p=.00011(Fig 2). The Tl in the off-med period decreased in patients
with DBS STN ANOVA »?=14.68, p<.00001 and DBS Vim ANOVA
X2=4.51, p=.014 (Fig 3). The LEDD score in DBS STN was decreased
ANOVA »?=9.22, p<.000001, but not under DBS Vim ANOVA
¥?=1.92, p=.15.

Changes of 11l part UPDRS in off-med up to 2 years

STN Vim

FIGURE 2 Changes of Ill part UPDRS in off-med DBS STN vs DBS
Vim up to 2years

Changes of tremor index by UPDRS in off-med up to 2 years

STN Vim

mf = OFE

FIGURE 3 Changes of tremor index by UPDRS in off-med DBS STN
vs DBS Vim up to 2years

Conclusion: The results indicate an improvement of tremor both by
DBS STN and DBS Vim. To correct hypokinesia and rigidity during
DBS Vim, patients should take levodopa at the correct dose.

Disclosure: Nothing to disclose.

EPO-144 | Pain and related factors in patients with Parkinson's
disease

C. Alis*; D. Selcuk Demirelli; E. Ay?; G. Genc?

!Department of Neurology, Sisli Hamidiye Etfal Training and Research
Hospital, Istanbul, Turkey; 2School of Medicine, Acibadem Mehmet Ali
Aydinlar University, Istanbul, Turkey

Background and Aims: Pain is a common non-motor symptom in
Parkinson's disease (PD). We aimed to investigate pain frequency
and pain-related factors in PD.

Methods: We interviewed PD patients from our movement disor-
ders unit to assess pain presence, categorising it into four types:
musculoskeletal pain (MP), radicular or neuropathic pain (RNP),
dystonia-related pain (DRP), and central parkinsonian pain (CPP). We
investigated demographic differences, General Anxiety Disorder-7
(GAD-7), Patient Health Questionnaire-9 (PHQ-9), EQ-5D-3L, MDS-
Unified Parkinson's Disease Rating Scale (MDS-UPDRS) and Hoehn
and Yahr scale (H&Y) scores, PD duration, PD drugs, and insomnia.
Comparisons were made between patients with and without pain,
and among those with different pain types.

Results: Ninety-three patients (34 female, 59 male; median age:
66years, IQR: 17) were included. Seventy-five had pain (23 MP, 18
RNP, 12 DRP, 5 CPP, and 17 had a combination). No associations were
found between pain and age, gender, GAD-7, PHQ-9, MDS-UPDRS,
H&Y scores, PD duration, PD drugs, and insomnia. However, EQ-
5D-3L scores were higher in patients with pain (p=0.019). Among
different pain types, no relationships were identified regarding age,
PHQ-9, MDS-UPDRS and H&Y scores, PD drugs, and insomnia. RNP
correlated with longer PD duration (p=0.01), MP with shorter PD
duration (p=0.04). MP was less common in males (p=0.016), and
anxiety was more prevalent in CPP patients (p=0.008).

Conclusion: Pain impairs PD patients' quality of life, and longer PD
duration correlates with increased RNP. Anxiety correlates with CPP,
suggesting a potential link between anxiety-control networks and
CPP. Further studies are needed to support this hypothesis.
Disclosure: Nothing to disclose.

EPO-145 | Neurology survey on referral practices and
perception of functional neurosurgery solutions in essential
tremor in Europe

C. Ferrer®; C. Tengelinl; P. Crivelli'; K. Gant?; A. Grinspan2
1lnsightec Europe GmbH, Munich, Germany; zlnsightec. Inc, Miami,
USA




ABSTRACT

Background and Aims: Functional neurosurgery for treatment of
essential tremor (ET) has evolved in recent years. Magnetic reso-
nance-guided focused ultrasound (MRgFUS) was introduced as an
alternative neurosurgery modality. We investigated changes in re-
ferral patterns and familiarity with functional neurosurgery among
European neurologists.

Methods: An anonymised web survey was conducted between
16-01-23 and 24-02-23. Relevant privacy legislation on personal
data protection (GDPR 2016/679) and professional guidelines were
followed. General neurologists (GN) and movement disorder neu-
rologists (MDN) were interviewed about the ET pathway and their
experience and perception of functional neurosurgery.

Results: The survey was answered by 224 neurologists (68 MDN,
156 GN). Patients came to the neurologist's attention mainly via
their general practitioner (GP) and the patient's own initiative (up to
33% in Italy). Disease was mainly severe in those referred to the neu-
rologist (approximately 55%) (Figure 1). Most were managed directly
by the neurologist, without referral to another neurologist or centre
(<18%); when the neurologist referred the patient to another centre,
disease was generally severe (approximately 70%) (Figure 2). Most
neurologists were familiar with deep brain stimulation (DBS [96.4%]),
radiofrequency (RF [72.8%]), and gamma-knife thalamotomy (GKT
[79.3%]). Fewer were familiar with MRgFUS (67.5%) (Figure 3).
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FIGURE 1 Origin and severity of essential tremor patients referred
to general and movement disorder neurologists in Europe (ltaly,
Germany, France, Spain, and the UK). The sample number of
neurologists per country is reported.
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FIGURE 2 Distribution and management of essential tremor
patients by and between neurologists in Europe (Italy, Germany,
France, Spain, and the UK). The sample number of neurologists per
country is reported.
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FIGURE 3 Reported level of knowledge of non-pharmacological
therapies among both general and movement disorder neurologists.
The sample number of neurologists is reported. Familiarity is
defined as the overlap between the 3 highest levels of knowledge.

Conclusion: Referral of ET patients remains variable and is mainly
via the GP or the patient's own initiative. The most common profile
is severe disease. Despite recent inclusion in national/international
guidelines, MRgFUS remains the least familiar option for neurolo-
gists, followed by RF, GKT, and DBS. Further study is necessary to
explain the low referral rate (<18%).

Disclosure: The authors are all employees of Insightec. To carry out
the survey, support was provided by Stethos Srl, Italy, Milan. Writing
assistance was provided by Content Ed Net, Madrid, Spain. The re-

sponses were used for market research purposes.

EPO-146 | General and movement disorder neurologists survey
on prescription and perception of MRgFUS in Europe

C. Ferrer!; C. Tengelinl; P. Crivelli'; K. Gant?; A. Grinspan2
1lnsightec Europe GmbH, Munich, Germany; 2Insightec. Inc, Miami,
USA

Background and Aims: Magnetic resonance-guided focused ultra-
sound (MRgFUS) emerged in the 2010s and is now a recommended
neurosurgery alternative for essential tremor (ET). The increased
presence of MRgFUS means that perception and potential applica-
tion in ET may have changed. We investigated changes in perception
of MRgFUS among European neurologists.

Methods: An anonymised web survey was conducted between 16-
01-23 and 24-02-23. Relevant data privacy legislation and guide-
lines were followed. Both general neurologists (GN) and movement
disorder neurologists (MDN) were asked about the positioning of
MRgFUS, barriers to adoption, and medical education.

Results: The survey was completed by 68 MDN and 156 GN.
Approximately two-thirds of patients had severe ET. Quality of life
was poor, and many patients had not responded to previous ther-
apy (Figure 1). Most neurologists (>70%) were satisfied with the
effects of MRgFUS on patient management. The main conditions
for extending referral were access to protocols and referral crite-
ria. (Figure 2). Most felt that MRgFUS could be extended to a wider
range of patients by enhancing communication with neurologists,
creating access channels between MRgFUS centres and other cen-
tres, and offering staged-bilateral treatment. The recommended ed-
ucational content to extend use of MRgFUS includes clinical efficacy
data, safety-tolerability data, and side effects, as well as explanation
of the technique/procedure (Figure 3).
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FIGURE 1 Severity and main characteristics of essential tremor
patients prescribed MRgFUS by neurologists in Europe (Italy,
Germany, France, Spain, and the UK). The sample number of
neurologists per country is reported.
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FIGURE 2 A) Level of satisfaction for post-MRgFUS patient
management among general and movement disorder neurologists.
B) Conditions for extension of MRgFUS to more patients.
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FIGURE 3 A) Channels of communication for extension of MRgFUS
to more patients. B) Content to be included in communications

on MRgFUS. The sample number of neurologists is reported.
Outcomes are reported for general and movement disorder
neurologists.

Conclusion: In Europe, MRgFUS is prescribed mainly in severe ET.
Satisfaction was high. More widespread adoption depends on bet-
ter access to centres, well-defined referral criteria, and the possibil-
ity of staged-bilateral treatment. Further education on MRgFUS is
necessary.

Disclosure: The authors are all employees of Insightec. To carry out
the survey, support was provided by Stethos Srl, Italy, Milan. Writing
assistance was provided by Content Ed Net, Madrid, Spain. The re-
sponses were used for market research purposes.

EPO-147 | Use of the MNCD classification/staging in advanced

Parkinson's disease patients treated with a device-aided therapy

D. Santos-Garcia®; L. Lopez-Manzanares?; I. Muro?; P. Lorenzo?;

R. Garcia-Ramos?; C. Morata-Martinez*; R. Baviera-Murioz*;

I. Martinez-Torres*; M. Alvarez-Sauco®; J. Suarez-Mufioz®;

J. Martinez Castrillo’; A. Perona®; J. Salom?’; 1. Legardalo;

M. Valero-Garcia'®; E. Cubo'®; N. Lépez—Arizteguiu;

D. AIonso—Modinol3; R. Espinosa“; M. Mata®®

ICHUAC (Complejo Hospitalario Universitario de A Corufia), A

Corufia, Spain; 2Hospital Universitario La Princesa, Madrid, Spain;
3Hospital Clinico Universitario San Carlos, Madrid, Spain; *Hospital
Universitario la Fe, Valencia, Spain; 5Hospitfal General Universitario

de Elche, Spain; 6Hospital Dr. Negrin, Las Palmas de Gran Canaria,
Spain; 7Hospital Universitario Ramén y Cajal, Madrid, Spain; 8Complejo
Hospitalario Universitario de Albacete, Spain; 9Hospital Clinico
Universitario de Valencia, Spain, *°Hospital Universitario Son Espases,
Palma de Mallorca, Spain, **Hospital Universitario de Burgos, Spain,
2Hospital Universitario de Toledo, Spain, **Hospital Universitario de la
Candelaria, Santa Cruz de Tenerife, Spain, 14Hospital Universitario de

Jerez, Spain, 15Hospital Infanta Sofia, Madrid, Spain

Background and Aims: Staging Parkinson’s disease (PD) with a
novel simple classification called MNCD, based on 4 axes (Motor;
Non-motor; Cognition; Dependency) and 5 stages, correlated with
disease severity and patients” quality of life and caregivers” strain
and burden (1,2). Our aim was to apply the MNCD classification in
patients treated with levodopa-entacapone-carbidopa intestinal gel
(LECIG) infusion.

Methods: A multicenter observational retrospective study of the
first patients to start LECIG in Spain was performed (LECIPARK). The
MNCD total score (from 0 to 12) and MNCD stages (from 1 to 5) were
collected by the neurologist at VO (before starting LECIG) and V2
(follow-up visit). Wilcoxon's signed rank and Marginal Homogeneity
tests were applied to compare changes from VO to V2.

Results: Forty-five PD patients (55.3% males; 69.6+10years old)
with a mean disease duration of 13.9 + 6.4 years were included. The
mean treatment duration (V2) was 132.2 + 81.3 days (range, 10-302).
At VO, patients were classified as in stage 2 (31.9%), 3 (44.7%) or 4
(23.4%). The frequency of patients in stage 4 decreased to 10.6% at
V2 (p=0.007) (Figure 1A). The MNCD total score decreased from
6.6+1.8atV0to54+2.1atV2(p<0.0001). From VO to V2, motor
and non-motor symptoms burden decreased and autonomy for ac-

tivities of daily-living improved (Figure 1B and 2).
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FIGURE 1 A. Frequency of different MNCD stages (from 1 to

5) at VO (VO; pre-LECIG) compared to at V2 (follow-up visit;
132.2 +81.3days after starting LECIG) (p=0.007). B. Number of
patients with each score of the MNCD classification (M, N, C and
D) at
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FIGURE 2 Change from the baseline (VO; pre-LECIG) to the follow-
up visit (V2) in the MNCD total score (from O to 12), M and N scores
(from O to 4), and C and D scores (from O to 2). Wilcoxon's signed
rank tests was applied. The bars represent mean +stan

Conclusion: The MNCD classification could be useful to classify ad-
vanced PD patients and to monitor the response to a device-aided
therapy.

Disclosure: The authors report no conflict of interest.

EPO-148 | Exploring the distinct effect of onset age and caudate
denervation on cognitive deficits in early PD

G. Palermo’; S. Giannonii; L. Tommasinii; G. BeIIinii; D. Frosinii;

G. Aghakhanyan?; R. Morganti®; D. Volterrani?; N. Pavese*;

R. Ceravolo!

ICenter for Neurodegenerative Diseases - Parkinson's Disease and
Movement Disorders, Unit of Neurology, Department of Clinical

and Experimental Medicine, University of Pisa, Pisa, Italy; 2Regional
Center of Nuclear Medicine, Department of Clinical and Experimental
Medicine, University of Pisa, Pisa, Italy; 3Section of Statistics, University
of Pisa, Pisa, Italy; *Clinical Ageing Research Unit, Translational and
Clinical Research Institute, Newcastle University, Newcastle upon Tyne,
UK

Background and Aims: Older age at onset and baseline caudate do-
paminergic denervation are recognized risk factors for cognitive im-
pairment in Parkinson's disease (PD), posing challenges in identifying
their relative contribution to cognitive outcomes. The objective of
this study was to assess the distinct contribution of age at onset and
baseline caudate dopaminergic binding to the early cognitive deficits
in PD patients.

Methods: We examined the relationship between baseline dopa-
minergic striatal dysfunction (measured using [1231]FP-CIT SPECT,
age at disease onset and neuropsychological performance in 126
drug-naive PD patients, utilizing putaminal and caudate binding
values of 77 healthy controls (HC) for a comparative exploration of
age-dependent loss of DAT availability. Additionally, we investigated
whether age at onset and caudate DAT binding could independently
predict cognitive changes over a median of 7-year follow-up.
Results: [1231]FP-CIT-SPECT binding values had a significant nega-
tive correlation with age in both PD and HC, but in PD, aging was
linked with a steeper slope for the caudate than the putamen. Older
age at onset and lower caudate uptake were associated with worse
global cognitive function and performance in specific neuropsycho-
logical tests at baseline and demonstrated to be significant inde-

pendent predictors of cognitive dysfunction at follow-up.
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FIGURE 1 Effects of age: comparison of [1231]FP-CIT binding
values between PD and HC in the putamen (A) and caudate (B)
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FIGURE 2 The survival curve determined using the Kaplan-Meier
for cognitive decline in our patient cohort according to baseline
[1231]FP-CIT SPECT binding values (A and B) and age at the onset
of PD (C and D)

Conclusion: Our findings confirm a differential age effect on [123l]
FP-CIT binding in the striatal subregions of denovo PD patients.
Notably, we found less age-related attrition of dopaminergic binding
in the putamen than in the caudate, reflecting likely the superim-
position of putaminal compensatory mechanisms and an increased
predisposition of old onset PD patients to develop cognitive
disturbances.

Disclosure: The authors declare that there are no financial disclo-

sures to report concerning the research related to this abstract.

EPO-149 | Vestibular and saccadic abnormalities in Parkinson's
disease patients: Possible marker of neurodegenerative burdern?

G. Di Rauso®; A. Castellucci?; F. Cavallieri®; S. Grisanti®;

V. Fioravanti3; E. Monfrini4; G. Toschi3; J. Rossii; A. Tozzis;

G. Ferrulli®; R. Sabadini®; A. Scaglionié; A. Di Fonzo*; A. Ghidini%;
F. Valzania®

IClinical and Experimental Medicine PhD Program, University of
Modena and Reggio Emilia, Modena, Italy; 2Otolaryngology Unit,
Azienda USL-IRCCS di Reggio Emilia, Reggio Emilia, Italy; *Neurology
Unit, Neuromotor & Rehabilitation Department, Azienda USL-IRCCS
di Reggio Emilia, Reggio Emilia, Italy; “Neurology Unit, Fondazione
IRCCS Ca’ Granda Ospedale Maggiore Policlinico, Milan, Italy;
5Otorhinolaryngology-Head and Neck Surgery Department, University
Hospital of Modena, Modena, Italy; Centro S. Maria ai Servi,

Fondazione Don Gnocchi, Parma, Italy

Background and Aims: Vestibular dysfunction has been sug-
gested as possible non-motor symptom in Parkinson's disease (PD),

however so far data are still lacking in literature. Moreover, saccadic
eye movements have been studied in PD with mixed results. The
aim of our study is to assess vestibulo-ocular reflex gain and volun-
tary saccade eye movements in PD patients exploring possible cor-
relation between vestibular and saccadic variables and demographic
and clinical features. Secondary aim is to compare these variables in
GBA1-PD and non-mutated PD (NM-PD) subgroups.

Methods: A consecutive cohort of GBA1-PD patients has been
paired for age, sex, disease duration, Hoehn & Yahr stage, and
Charlson Comorbidity Index with a cohort of consecutive NM-PD.
Patients underwent clinical neurological assessment (MDS-UPDRS
total scores and subscores, the Montreal Cognitive Assessment
scale (MoCA)), the video head impulse test (vHIT) and saccadic in-
strumental assessment.

Results: 40 PD patients were included in this study: 20 GBA1-PD
and 20 NM-PD. Bilateral saccadic latency directly correlated with
age (p<.05), disease duration (p <.001) and PIGD subscore (p <.001),
while it negatively correlated with MoCA score (p <.05). The bilateral
VHIT gain of the lateral semicircular canal directly correlated with
disease duration (p <.05), while the gain of the posterior semicircular
canal negatively correlated with rigidity subscore (p<.05). No dif-
ferences were found in vestibular and saccadic variables between
GBA1-PD and NM-PD.

Conclusion: Our results highlight that vestibular and saccadic ab-
normalities may be associated with specific clinical features in PD.
Particularly, saccadic latency could represent a marker of neurode-
generative burden, correlating with age, disease duration and axial
and cognitive impairment.

Disclosure: The authors have no conflicts of interest to declare that
are relevant to the content of this abstract.

EPO-150 | Atypical presentations of Huntington disease-like 2
in South African individuals

H. Narotam Jeena®; M. Guttman?; L. van Hillegondsberg®;

R. van Coller®; A. Krause®; J. Carr!

IDivision of Neurology, Department of Medicine, University of
Stellenbosch, Cape Town, South Africa; 2Centre for Movement
Disorders, Markham Ontario, Division of Neurology, University of
Toronto, Canada; 3Department of Neurology, University of Pretoria,
South Africa; *Division of Human Genetics, National Health Laboratory
Service and School of Pathology, Faculty of Health Sciences, University

of Witwatersrand, Johannesburg, South Africa

Background and Aims: Huntington's Disease Like 2 (HDL2) is a neu-
rodegenerative disorder, described as being similar to HD with re-
spect to phenotypic, radiologic and pathologic features. HDL2 only
affects individuals of African ancestry. Affected individuals have
40-59 triplet repeats. We describe the phenotypic variability of

HDL2 in a group of mixed ancestry individuals from South Africa.
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Methods: Eight patients were assessed with the Unified HD Rating
Scale (UHDRS), Montreal Cognitive Assessment (MoCA) tool, MR

brain imaging, and analysis of repeat size.

Figure 1. Pedigrees of the three families studied.
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Pedigrees of the three families studied.

Results: Cognitive domains were more severely affected than motor
domains. Neuropsychiatric symptoms were common in all, evident
as behavioural change, memory impairment, depression, anxiety,
and/or hallucinations. MoCA scores reflected impairments across all
domains, although orientation and memory were less severely af-
fected. UHDRS motor scores were notable for bradykinesia. Tremor
and dystonia were also prominent motor symptoms; only one patient
had marked chorea. Repeat lengths ranged from 45 to 63 and were
inversely related to age at onset (AAO). We report two unique cases
of juvenile onset HDL2, noting that an AAO younger than 20years

has not been previously documented.
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Conclusion: It is important for clinicians to be aware that individuals
with HDL2 may present with severe and rapidly progressive cog-
nitive and behavioural impairments, with variable degree of motor
deficit and even absent chorea. The atypical HDL2 phenotype in this
South African group of mixed ancestry is likely related to large re-
peat sizes and may represent a forme fruste of the Westphal variant
seen in Huntington disease.

Disclosure: Nothing to disclose.

Movement disorders 2

EPO-151 | EEG microstate abnormalities in prodromal Lewy

body diseases

D. Ondragek®; M. Lamo3?%; L. Brabenec?; K. Mitterova?;

. Rektorova®

!Brain and Mind Research Program, CEITEC, Masaryk University, Brno,
Czechia + Faculty of Medicine, Masaryk University, Brno, Czechia;
2Brain and Mind Research Program, CEITEC, Masaryk University,

Brno, Czechia; 3Brain and Mind Research Program, CEITEC, Masaryk
University, Brno, Czechia + First Department of Neurology, Faculty of
Medicine, Masaryk University and St. Anne's University Hospital, Brno,
Czechia

Background and Aims: Described EEG patterns may serve as diag-
nostic and prognostic biomarkers for prodromal dementia with Lewy
bodies (DLB). While spectral frequency analysis is used to evaluate
EEG patterns, EEG microstates (MS) provide temporal and spatial
characteristics. We aimed at elucidating early changes in network
dynamics across spectrum of healthy controls (HC), prodromal DLB
and at-risk population using both EEG patterns and MS assessment.
Methods: 120 cognitive and dopaminergic medication-naive sub-
jects with or without core and supportive clinical features of pro-
dromal DLB +- presence of mild cognitive impairment underwent
a 5-minute recording of high-density resting state scalp EEG.
Participants were sorted based on their EEG patterns into groups:
pattern 1 (normal EEG), pattern 2 (early DLB) and pattern 5 (ad-
vanced DLB). EEG microstates were analyzed using k-means ap-
proach and temporal parameters were calculated.
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Results: Results revealed higher mean duration (p<0.001 and
p=0.005) and higher time coverage (TC) (p=0.004 and p=0.004)
of the MS C, and lower TC (p=0.003 and p<0.001) and segment
density (p<0.001 and p <0.001) of MS A in EEG pattern 1 compared
to pattern 2 and 5, respectively. No significant differences between
pattern 2 and 5.

Conclusion: MS A involves temporal cortices and represents sensory
(auditory, visual) and arousal networks while MS C anterior cingulate
and insular cortices representing salience network. Our results sup-
port early engagement of anterior insular cortices in prodromal DLB
which reflects deficits in executive, autonomic, visual and affective/
behavioral functions while abnormally enhanced involvement of the
sensory/arousal network is related to cognitive fluctuations, and/or
illusions/hallucinations in early DLB.

Disclosure: No disclosure.

EPO-152 | Functional Neurological Disorders (FND): Experience
at a tertiary hospital in Madrid

A. Suérez Plaza; A. Gutiérrez Viedma: C. Garcia Campos;

P. Garcia Ruiz Espiga; J. Del Val Fernandez; C. Feliz Feliz;

R. Cutillas Ruiz; M. Machio Castellé; J. Serratosa Fernandez;
B. Gonzalez Giraldez; A. Cascon Pinto; L. Salgado Calzada;
M. Arias Villaran

Hospital Universitario Fundacion Jiménez Diaz, Madrid, Spain

Background and Aims: Diagnosing functional neurological disor-
ders (FND) might be daunting. Although the prevalence of overlap-
ping structural neurological pathology in FNDs has been previously
stated, the relationship between both is yet to be fully understood.
Our aim was to describe all diagnoses reached at our FND-Unit and
analyze its characteristics.

Methods: Prospective observational study of all patients referred to
an FND-Unit, May-2022 to December-2023.

Results: 154 patients (72.7% female, median age 41years) were in-
cluded. 89.0% were diagnosed with FND, 11,0% received alterna-
tive diagnoses (non-FND). The most prevalent reason for referral
were syncopes (22.1%) and gait abnormalities (20.1%). Amongst the
alternative diagnoses, the most common clinical presentation was
sensory disturbances (64.7%).The most prevalent alternative diag-
nosis was restless legs syndrome (RLS) (44.4%), followed by periph-
eral neuropathy (33.3%). 3.7% of FND confirmed cases presented
an overlapping RLS (FND/RLS). The resulting prevalence of RLS was
8.4%. 46.2% of RLS patients presented exclusively sensory symp-
toms, and most of them (87.5%) were non-FND/RLS (p=0.047).
Within the FND/RLS group, median age was significantly lower
(30.0 versus 49.5years, p=0.021) and median time to diagnosis after
symptom onset was longer (60 versus 10 months, p=0.08). No other

differences were found.

Conclusion: The possibility of diagnostic errors at a FND-Unit is rel-
evant. The most frequent misdiagnosis was RLS, which also com-
monly overlapped with FND. Age, solely sensory symptoms, and
time to diagnosis might help distinguish FND/RLS from non-FND/
RLS.

Disclosure: Nothing to disclose.

EPO-153 | Novel CACNA1A mutation associated with cerebellar
ataxia and mild cognitive impairment in a Czech family; a case

report

A. Afifit; M. Nevrly!; Z. Musova?; P. Hedvi¢akova?; K. Mensikova®;
P. Kafovsky!

1Department of Neurology, University Hospital Olomouc, Czechia;
2Departmeni& of Biology and Medical Genetics, Second Faculty of
Medicine, Charles University and University Hospital Motol, Prague,
Czechia

Background and Aims: Spinocerebellar ataxias (SCA) are a group of
heterogenous neurodegenerative hereditary disorders character-
ized by progressive loss of balance and coordination, as well as other
distinguishing symptoms that vary with the particular type and the
involved genetic defect. Pathogenic variants in CACNA1A gene have
been implicated in autosomal dominant hereditary spinocerebellar
ataxia 6, episodic ataxia type 2, familiar hemiplegic migraine, and
infantile epileptic encephalopathy 42.

Methods: Index case, 43-year-old patient, presented with progres-
sive cerebellar ataxic gait clinically manifesting at age 41, horizon-
tal nystagmus and mild cognitive impairment. Noteworthy from his
history; he suffered epileptic seizures from ages 3-16, and his bio-
logical mother developed similar gait disorder since age 44. Her ex-
amination showed cerebellar ataxic gait, horizontal nystagmus with
saccadic intrusions, ataxic dysarthria, intentional tremor and mild
cognitive impairment. Both patients had global cerebellar atrophy
on MRI. Patients initially tested negative for most common SCAs
(SCA1-3 and SCA6-7). Subsequently, CACNA1A gene was analysed
using new generation sequencing and bioinformatic analysis.
Results: In both patients, molecular genetic examination confirmed
the presence of the heterozygous variant c.1672-1G>A in CACNA1A
(NM 000068.3). In Sophia DDM, as well as Varsome and Franklin
predictions, the variant is assessed as likely pathogenic (applied
ACMG criteria PVS1, PM2). The mutation probably causes aberrant
splicing by disrupting splicing acceptor site. To our knowledge, this
variant is not yet recorded in literature and dbSNP, gnomAD and
HGMD databases.

Conclusion: Based on our results, we propose that the above-
mentioned variant in CACNA1A is likely to be associated with cer-

ebellar ataxia, nystagmus and mild cognitive impairment.
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Read alignments visualized with IGV (Integrative Genomics Viewer)
shows the novel heterozygous germline variant c.1672-1G>A in

the CACNA1A gene (NM 000068.3) (chr19-13308529 C>T) in the
patient and her son and a comparison with a control sample.

Disclosure: Supported by MH CZ-DRO (FNOI, 00098892).

EPO-154 | Serum biomarkers of neurodegeneration in
mitochondrial membrane protein-associated neurodegeneration
(MPAN)

M. Skowronska®; A. Cudna®; A. Antos’; M. Rydzewskil;

J. Janikiewicz?; A. Dobosz?; A. Wydrych?; B. Pakuta?; P. Jakubek?;
M. Lebiedzinska-Arciszewska?; M. Cwyl®; M. Popielarz®;

A. Dobrzyni?; M. Wieskowski?; I. Kurkowska-Jastrzebska®

12nd Department of Neurology, Institute of Psychiatry and Neurology;

2Laboratory of Mitochondrial Biology and Metabolism, Nencki Institute
of Experimental Biology Polish Academy of Sciences; *Association NBIA
Polska

Background and Aims: Neurodegeneration with iron accumulation
(NBIA) associated with the mitochondrial protein C190rf12 - MPAN,
is one of the hereditary diseases characterized by the accumulation
of iron in the brain. There is currently no cure for MPAN, and the pri-
mary focus is on discovering the role of the C190rf12 protein, which
may aid in the search for effective treatment. In this study, we aim to
identify biomarkers that can serve as indicators of disease progres-
sion and treatment effectiveness.

Methods: Twenty-five patients with genetically confirmed MPAN
had biomarkers of inflammation and neurodamage tested, and re-
sults were compared to those of an age- and sex-matched control
group of healthy volunteers. Venous blood was collected in the fast-
ing state in the morning, and serum was then frozen at -80°C for
storage until testing. MMP-9, S100B, ICAM-1, E- and P-selectins, and
total a-synuclein were measured using a sandwich-type ELISA fol-
lowing the manufacturer's instructions. Serum NfL, GFAP, Tau pro-
tein, and UHC-L1 were measured using SIMOA Quanterix methods.
Results: Our findings reveal that MPAN patients exhibited higher
serum levels for all biomarkers, except BDNF. MMP-9, E- and

P-selectins were increased 1.4-2 times above the control level.
S100B was 10 times higher in MPAN patients, indicating potential
blood-brain barrier damage. Alpha-synuclein was elevated 25 times,
corresponding to an accumulation of this protein in the brain. NfL,
GFAP, and UCH-L1 were higher by 8, 2, and 5 times, respectively.
Conclusion: Our results suggest that S100B, alpha-synuclein, NfL,
and UHC-L1 might be useful as biomarkers in MPAN

Disclosure: Nothing to disclose.

EPO-155 | Gait and postural responsiveness to subthalamic
stimulation and levodopa: A prospective clinical-instrumental
study

@1; l. D'Ascanioz; L. Baldellii; G. Lopanei; P. Mantovanii;

A. Contil; P. Cortelli'; G. Calandra-Buonaura; L. Chiari®;

G. Giannini'; L. Palmerini®

1IRCCS Istituto delle Scienze Neurologiche di Bologna, Via Altura, 3,
Bologna, Italy; 2Department of Electrical, Electronic, and Information
Engineering, Alma Mater Studiorum - University of Bologna, Bologna,
Italy; 3Health Sciences and Technologies - Interdepartmental Center
for Industrial Research (CIRI-SDV), Alma Mater Studiorum - University
of Bologna, Bologna, Italy

Background and Aims: This study delves into the dynamic interplay
of balance and mobility, specifically probing their nuanced response
to subthalamic stimulation.

Methods: We investigated alterations in the spatiotemporal dynam-
ics of gait and posture in a prospective cohort of individuals with
Parkinson's disease, examined both before and six months post sub-
thalamic deep brain stimulation (STN-DBS) surgery. The standard-
ized motor protocol included Timed-Up and Go, 18m walk test, quiet
standing monitored by wearable inertial sensors.

Results: Twenty-eight patients were evaluated in 2 preoperative
and 4 postoperative conditions comprising OFF/ON medication
and stimulation states. Standardized response mean values were
computed to assess the responsiveness of sensor-based motor pa-
rameters to treatments. Significant improvements in spatiotemporal
gait parameters, including speed, cadence and stride length were
observed following STN-DBS surgery. The effect of stimulation on
postural parameters was less evident.

Conclusion: Our study revealed that stimulation and levodopa had
similar effects on gait parameters, with stimulation proving more ef-
fective in enhancing gait speed and stride length.

Disclosure: Nothing to disclose.
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EPO-156 | Mortality analysis in a Portuguese cohort of

hereditary cerebellar ataxias

EPO-157 | The efficacy of Safinamide as an add-on treatment in

improving the quality of life and the pain in Parkinson's disease

L. Silva®; S. Costa®; J. Moura®; F. Almeida?; C. Lemos®; M. Santos®;
J. Oliveira®; J. Sequeiros®; J. Barros'; J. Damasio®

1Neurology Department, Centro Hospitalar Universitdrio de Santo
Antonio, Porto, Portugal; 2Neuroradiology Department, Centro
Hospitalar Universitdrio de Santo Anténio, Porto, Portugal; 3CGPP-
IBMC, i3S - Instituto de Investigacdo e Inovacdo em Satide,

Universidade do Porto, Portugal

Background and Aims: Hereditary cerebellar ataxias (HCA) are a
heterogeneous group of diseases, associated with high morbidity
and mortality. We aimed at analysing survival rate, causes, and place
of death in a cohort of patients with HCA.

Methods: Prospective study of an HCA cohort, from the North of
Portugal.

Results: Out of 252 patients with HCA, 38(15.1%) deceased, and
25(9.9%) lost to follow-up. Among those deceased, 20(52.6%) were
male; 31(81.6%) had autosomal recessive (AR) HCA [16(42.1%)
CANVAS; 4(10.5%) AOA4; 3(7.9%) HSP-MAG; 3(7.9%) FRDA,; 1(2.6%)
AOA1; 1(2.6%) HSP/ATX-PGN; 1(2.6%) ATX-PNPT1; 2(5.3%) undi-
agnosed]; and 7(18.4%) autosomal dominant (AD) HCA [5(13.2%)
MJD/SCAS; 2(5.3%) undiagnosed]. Median age at death was 71.0
[IQR: 54.0-76.5] years. Overall survival was 35.6(+15.1) years after
first symptoms, ranging from 19 (ATX-PNPT1) to 62years (AOA1).
AR-HCA patients lived with the disease for 39.4 (+13.8) years and
AD-HCA patients for 20.0(+9.1) years (p<0.05). Individuals with
disease-causing variants survived for 42.5(+14.2) years, while those
with disease causing repeats lived for 33.1(+11.8) years (p<0.05).
Causes of death were identified in 21 patients: 19(90.1%) infec-
tion, 1(4.8%) neoplasia, or 1(4.8%) stroke. Death occurred at the
hospital in 13(34.2%), home in 8(21.1%), or nursing-home in 3(7.9%)
[14(36.8%) unknown].

Conclusion: Life expectancy of HCA was lower than in general
Portuguese population (71.0 vs. 81.5). Patients with AD-HCA or with
disease-causing repeats had the lowest life expectancy. Survival
rate, causes and places of death were similar to Huntington's dis-
ease. Knowledge on end-stage needs is crucial for patients and rela-
tives advance-directive strategies and improving quality of life.
Disclosure: Nothing to disclose.
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“Department of Neurology, Sacred Heart Hospital, Hallym University,
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Seoul, Republic of Korea, ¥ Department of Neurology, Kyung Hee
University, Seoul, Republic of Korea, ¥ Department of Neurology, Busan
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of Neurology, Gangnam Severance Hospital, Yonsei University, Seoul,
Republic of Korea, ?°Department of Neurology, Kyungpook University,
Daegu, Republic of Korea, 21Department of Medical, Eisai Korea Inc,

Seoul, Republic of Korea

Background and Aims: Safinamide was found to improve on-
time without troublesome dyskinesia and reduce wearing off.
Furthermore, we aimed to investigate its efficacy in enhancing pa-
tients’ quality of life and reducing pain.

Methods: This study is a prospective interventional study in
Parkinson's disease patients who are receiving levodopa, and expe-
rience motor fluctuations with >=1.5 hours of “off” time throughout
the day. If there were no tolerability issues within 4 weeks, the initial
dosage of 50mg/day was increased to 100 mg/day, and the patients
continued with the 100mg/day dosage for 18 weeks. The efficacy
outcome was measured by the change from baseline to week 18 in
the questionnaire examination of the quality of life (PDQ-39) and
the pain (KPPS).

Results: In this study, we evaluated 196 patients using PDQ-39
and KPPS. The mean disease duration of them is 6.6years, and the
mean daily levodopa dose is 502.4 mg/day at baseline. At week 18,
a significant improvement in the total PDQ-39 score was observed
compared to baseline (p <0.001). Moreover, each domain (Mobility,
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Activities of daily living and Stigma) in PDQ-39 demonstrated a sig-
nificant improvement from baseline. The assessment of pain using
KPPS also showed a significant decrease at week 18 compared to
baseline (p=0.013). Particularly, Safinamide significantly reduced
Fluctuation-related Pain (p=0.002).

TABLE 1 PDQ-39 change after 18 weeks compared to baseline

Change
Baseline score
Category [Week 18 - Baseline] P value
(meantSD)
(mean +SD)
N= 196 N« 196
Total score 2494159 272703 <«0001*W
Mobilty 3052254 442187 «0.001+W
Activities of dady bving 2644233 S42182 «0001+W
Emotional well-being 2841245 112210 0.932ws
Stigma 3074279 632232 <0001+W
Social support 1594160 152139 0.13108
Cognitions 2364210 192171 0322
Communication 1734213 192132 0.061™
Bodily discomfort 2664225 112209 0.605™*

(WS) Wilcoxon signed rank test

p-value < 005

TABLE 2 KPPS change after 18 weeks compared to baseline

Change
Baseline score
Category [Week 18 - Baseline] P value
(mean:SD)
(mean+SD)
N= 196 N= 196
Total score 1062144 15:13 0013ws
Musculoskeletal Pain 22227 03:30 04320
Chron Pain 13229 03227 0126/
Fluctuation-related Pan 26160 11254 0.002+ws
Noctumal Pain 20437 01232 0.356™
Oro-face! Pain D417 01221 032"
Dascolouraton; Edema/swelling 07426 02225 0 394
Radicular Pain 12424 01£25% 0516

(WS) Wilcoxon signed rank test

p-value < 005

Conclusion: Safinamide at a dosage of 100mg/day demonstrated
significant improvements in PDQ-39 scores and significant reduc-
tions in KPPS. These findings indicate that Safinamide contributes to
enhancing patients’ quality of life and reducing the pain, particularly
pain associated with motor fluctuations

Disclosure: This Study sponsored by Eisai Korea Inc., Seoul, Republic
of Korea.

EPO-158 | The DashPD-Consortium: Importance of addressing
bone health and anticholinergics to achieve holistic care in
Parkinson's

M. Qamar?; L. Batzu'; K. Poplawska-Domaszewicz?; V. Metta®,;

I. Murasan*: D. Ziemele®; S. Khatchaturyan®; C. Falup-Pecurariu®;
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Iparkinson's Foundation Centre of Excellence, Institute of Psychiatry,
Psychology & Neuroscience, Department of Basic and Clinical
Neuroscience, King's College London and King's College Hospital,
London, UK; 2Department of Neurology, Poznan University of Medical
Sciences, Poznan, Poland; °Kings College Hospital London, Dubai, UAE;
“Department of Neurology, County Clinic Hospital and Transilvania
University of Brasov, Brasov; 5De,oartment.“ of General Neurology,

Riga East Clinical University Hospital, Riga, Latvia; 6Department of
Neurology, Vagharshapat Polyclinic Hospital, Vagharshapat, Armenia

Background and Aims: A dashboard incorporating clinical “prompts”
of the often ignored “five vitals” of Parkinson's disease (PD)
(Chaudhuri et al., 2022, Qamar et al., 2023) has been published
based on expert opinion and patient preferences. In an ongoing in-
ternational multicentre observation survey (DashPD) we collected
data on awareness and documentation of bone health and anticho-
linergic (ACh)-index (risk factor for dementia and cardiovascular
events) in PD in clinics.

Methods: This initial analysis refers to data from the ongoing DashPD
Consortium as well as the UK-arm of the ‘Nonmotor International
Longitudinal Study’ (NILS, UKCRN.10084). A questionnaire asking

“ » o«
)

yes”, “no”, or “not applicable” format was used. Focus was on bone
health, falls, and documentation of the Ach-index.

Results: Data were collected between July 2022 to December 2022
(N=906 PD). Results show bone health assessment in only 21%,
while only 9% had bone density scans, and vitamin D and calcium
levels were recorded in 25%. Despite frailty assessment performed
in 61% there was no documentation of any fall prevention strate-
gies. ACh-index was measured in only 6% and no specific advice on
dangers of ACh use was documented.

Vitals 4 and 5 Results

FIGURE 1 An extract of just vitals 4 and 5, from the multi-centre
international observational survey analysis for the application of
the Dashboard of Vitals in Neurology outpatient clinics.



96 of 457

ABSTRACT

Conclusion: This initial analysis of the DashPD-Consortium data,
shows a glaring lack of awareness and documentation of bone health
and Ach use related data which is likely to compromise patient
health because of increased risk of fractures and negative effects
of Ach use in PD.

Disclosure: Nothing to disclose.

EPO-159 | DysPKG project: Blinded clinical interrater reliability
in assessing dyskinesia using the Parkinson's KinetiGraph (PKG)

M. Qamar?; L. Batzu'; C. Santoro?; A. Rekik®; S. Landolfo?;
K. Ray Chaudhuri®

Iparkinson's Foundation Centre of Excellence, Institute of Psychiatry,

TABLE 1 Summary of Cohen Kappa (K) interrater agreement of PKG
dyskinesia reports

| casesi%) | & [ 9s%ce [ pvalue' [ strength of agreement: |
Daytime
Presence 92.71 0.699 | 0.491t00.907 | <.001
y 70.83 0.555 0.416 to 0.694 <.001
Characterisation 54.17 0.366 | 0.235t00.497 | <.001
kinesia

Presence 94.79 0.753 | 0.547t00.959 | <.001
94.79 0.771 | 0.585t00.957 | <.001
Ch 92.71 0.66 0.446 to 0.874 <.001

*Number of agreed cases between the raters from all reports analysed,

2Cohen’s Kappa (K) measure of agreement,
395% confidence interval as calculated from the 65% Cl of the Kappa standard error,
“Statistical significances, as defined as p<0.05,
of strength of ag as

by Altman (1999) and adapted from Landis &

SK interp:

Koch (1977).

TABLE 2 Level of agreement between raters about severity of
dyskinesia

Psychology & Neuroscience, Department of Basic and Clinical Daytime Dyskinesia severity % DKS range
Neuroscience, King's College London and King's College Hospital, Very mild 67.09 0.1-6.5
London, UK; 2Department of Basic Medical Sciences, Neurosciences, Mild 21.52 0.7-8
and Sense Organs, University of Bari Aldo Moro, Bari, Italy; M; ::u ::2 66521122353
3Department of Neurology, Sahloul Hospital, Sousse, Tunisia Night-time Dyskinesia severity % DKS range
Very mild 66.67 1.7.8
Background and Aims: In Parkinson's disease (PD), dyskinesia is Mild 0 0
levodopa-induced uncontrollable movements, which differ in phe- Moderate 0 0
Severe 33.33 6.5-123.3

nomenology. We aim to visually recognise and characterise dyskine-
sia from reports using the validated Parkinson's KinetiGraph (PKG)
and perform an interrater reliability analysis between independent
clinicians to validate recognition of patterns of dyskinesia.
Methods: PKG reports with dyskinesia were identified from the UK-
PKG database and two independent clinicians rated the dyskinesias
(pattern and severity). Each clinician was given ninety-six patient
PKG reports with the dyskinesia and bradykinesia graph. Raters
were blinded to the patient's clinical assessment, medication, and
history.

Results: PKG reports was assessed for daytime and night-time dyski-
nesia, with each further analysed for severity and characteristics of
dyskinesia (figure 1). Cohen's K was performed to determine inter-
rater reliability between two clinical raters in relation to presence of
dyskinesia, severity of dyskinesia, and characteristic of dyskinesia.
There was significant substantial agreement between the two cli-
nicians’ judgement for the presence, severity, and characterisation
of dyskinesia at night-time (table 1). There was a significant sub-
stantial agreement for presence of daytime dyskinesia [k=0.669
p<0.001] and a significant moderate agreement for the severity of
daytime dyskinesia [k=0.555 p <0.001]. However, there was only a
fair agreement regarding the characterisation of daytime dyskinesia
[k=0.336 p<0.001].

DKS: dyskinesio score as defined by the PKG

Conclusion: This is the first attempt to use visual interpretation of
the PKG to grade dyskinesia. The results show there to be a role for
the PKG, even if interpreted visually, in identifying and characteris-
ing dyskinesia. PKG analysis could therefore aid correct recognition
and personalised therapies for dyskinesias in PD.

Disclosure: Nothing to disclose.

EPO-160 | Differences in prevalence of orthostatic hypotension
between Parkinson's disease subtypes

P. Oikonomou; J. Koschel; C. Altmann; W. Jost

Parkinson-Klinik Ortneu, Wolfach, Germany

Background and Aims: Parkinson's disease (PD) is a clinically highly
heterogeneous neurodegenerative disorder characterized by a wide
range of motor and non-motor manifestations. The tremor-dominant
(TD), mixed (M), and akinetic-rigid (AR) subtypes constitute one of
the most commonly used classification systems. Orthostatic hypo-
tension (OH), a common non-motor feature of PD, is linked to ad-
verse outcomes and is evaluated with the modified Schellong test.

Methods: To investigate if patients with different motor subtypes
also exhibit variations OH, we conducted a retrospective analysis
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using data of inpatients admitted to our clinic, diagnosed with PD,
based on the clinical diagnostic criteria of the Movement Disorders
Society. The modified Schellong test was performed according to
standard protocol.

Results: Of 1,809 patients included in the study, 1,121 were classi-
fied into AR-, 624 with M-, and 64 with TD-subtype. Interestingly,
we found that patients with the AR-subtype exhibited significantly
worse results in the modified Schellong test compared to patients
with the M-subtype. Patients with the M-type were younger, had
significantly worse motor function measured with the Unified PD
Rating Scale part Il but did not differ significantly in duration of dis-
ease or Hoehn and Yahr stage.

Conclusion: Our findings indicate differences in orthostatic regula-
tion among PD motor subtypes (AR vs. M) and support the notion
that PD patients with the AR motor phenotype may have distinct
pathophysiological abnormalities, i.e., a prominent affection of no-
radrenergic pathways and a body-first pathogenesis. Further studies
are needed to confirm these results, as they hold significant implica-
tions for personalized treatment and prognostic counseling in PD.
Disclosure: PO is an advisor for Stada. JK is an advisor and speaker
for Desitin. CFA is an advisor for Zambon. WJ is an advisor and
speaker for Abbvie, Bial, Desitin, Stada, UCB, and Zambon, The au-
thors declare that they have no competing interests.

EPO-161 | Unmasking secondary parkinsonism: A case report of

parkinsonism related to dural fistula

R. Ferrer Tarrés; M. Garcia Huguet; C. Vera Caceres;
C. Martinez Follana; I. Saurina Navarro; D. Lopez Dominguez

Department of Neurology, Hospital Doctor Josep Trueta, Girona, Spain

Background and Aims: The most common cause for secondary par-
kinsonism is drug intake, but any disruption to the nigrostriatal do-
paminergic pathway, such as a vascular insult or tumor, can prompt
secondary parkinsonism. These secondary forms should always be
considered in the differential diagnosis, as they often require spe-
cific therapeutic management, which may, in some cases, even lead
to clinical reversal.

Methods: We present a case of a patient initially diagnosed with
parkinsonism, later found to have a dural fistula, and experiencing
clinical remission after undergoing fistula treatment.

Results: Presenting a 69-year-old woman who developed a progres-
sive postural tremor, with a re-emerging and resting component.
This tremor notably exhibited asymmetric predominance on the left
side of the upper limbs, accompanied by bradykinesia, rigid-akinetic
features, reduced arm swing, fragmented turning, and recurrent
falls. The patient had no prodromal signs of synucleinopathy. DAT-
SCAN revealed minimal asymmetry in the right putamen. Magnetic
Resonance Imaging (MRI) revealed a dural fistula dependent on
branches of the external carotids with drainage into the superficial
and deep venous system. Angiography confirmed the diagnosis,
and treatment led to a clear, progressive resolution of parkinsonian

symptoms. We provide a comparative video of the neurological ex-

amination pre and post dural fistula embolization.

FIGURE 1 Cranial MRI with regurgitation of cerebral vessels and
angiography revealing the dural fistula.

Conclusion: This case describes an uncommon cause of second-
ary parkinsonism- dural fistula, with limited instances reported in
the literature. We suggest venous stasis as a potential trigger for
dopaminergic pathway dysfunction, reflected in DAT-SCAN abnor-
malities. Emphasizing the need to rule out reversible conditions, as
timely treatment offers symptom resolution.

Disclosure: No disclosure.

EPO-162 | Adult-onset PKAN with long disease duration: A case
report and literature review
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A. Salis®

1Department of Medical Sciences and Public Health, University of
Cagliari; 2Unit of Neurology, Department of Medical, Surgical and
Experimental Sciences, University of Sassari; *Unit of Radiology,
Department of Medical, Surgical and Experimental Sciences, University

of Sassari

Background and Aims: Pantothenate Kinase-Associated
Neurodegeneration (PKAN), related to PANK2 gene mutation, is
characterized by rapidly progressive movement disorders and cogni-
tive impairment. While clinical presentation is typically in childhood,
adult-onset forms have been described by milder clinical manifesta-
tions and slower disease progression?, although data on the long-
term outcome are scarce.

Methods: Case report and literature review.

Results: A 30 year-old man presented with slowly progressive
speech disturbances and frequent falls. Over years, he had a grad-
ual decline of intellectual functions, behavioral changes, orolingual
dystonia with tongue protrusion, and spasticity leading to walking
impairment. One brother and one sister had similar clinical mani-
festations with a slowly progressive course. At the age of 60, brain

MRI revealed pathognomonic changes in the basal ganglia due to
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iron accumulation. Genetic testing showed a homozygous c.965A>G
mutation in the PANK2 gene. At 68 years of age, the patient's clinical
and radiological manifestations remained stable, without further de-
terioration compared to the time of the diagnosis. Twenty-six addi-
tional cases of adult-onset PKAN with long-term follow-up available
(all due to PANK2 gene mutation) were identified in the literature,
for a total of 27 cases. The median age at symptoms onset was 30
(range, 20-67) and 9 (33.3%) were female. At last available follow-
up, a median of 12 (range, 2-54) years from onset and 12 (44.4%)
patients were alive.

Conclusion: The disease course in patients with adult-onset PKAN
seems characterized by early development of symptoms followed by
and a subsequent phase of clinical-MRI stability of years.

Disclosure: No disclosures.

EPO-163 | Phenotypic spectrum of GCH-1 pathogenic variants:
A case series
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INeurology Department, Centro Hospitalar Universitdrio de Santo
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Universidade do Porto, Portugal

Background and Aims: Pathogenic variants in GCH1 are associated
with dopa-responsive dystonia, and more rarely with Parkinsonism
and spastic paraparesis (SP).

Methods: Analysis of clinical and genetic profile of patients with
GCH1 pathogenic variants.

Results: Six female patients, from two families, were identified.
Onset occurred in childhood, at 6.8 (+1.09) years. Presenting symp-
toms included foot dystonia (n=5, from the same family) and SP
(n=1). Only dystonic patients had clinical deterioration throughout
the day. There was progressive worsening over the years, into gen-
eralized dystonia, and marked SP. Clinical diagnosis, when observed
at our center, was achieved 31.4 (+6.98) years after onset. Five,
with dystonia, were treated with 200mg sustained-released levo-
dopa/carbidopa and one, with SP, with 400mg immediate-release
levodopa/carbidopa. All had major clinical improvement: dystonia
resolution; improvement in spasticity and disappearance of Babinski
and Trommer-Hoffman signs. With 24.0 (+16.4) years of follow-up,
all retained clinical benefit. Dystonic patients were studied through
single-gene testing of GCH1 [c.410T>A (p. (Met137Lys)], and SP with
multigene panel for hereditary SP [c.541+1G>T (r.(spl))]. CSF analysis
(n=1) disclosed reduced 5-HIAA level, increased HVA/5-HIAA ratio,
3-OMD, 5-OHTrp, reduced Pterins.

Conclusion: In our case-series the majority had a typical phenotype,
of dopa-responsive dystonia, but an atypical presentation was also

observed. Clinical diagnosis and treatment were only established
three decades after onset, but still a dramatic response was ob-
served. With this work we wish to contribute into the characteriza-
tion of a treatable movement disorder.

Disclosure: All authors declare that they have no conflicts of interest
related to the manuscript.

EPO-164 | Atablet based on artificial intelligence system to
differentiate between Essential Tremor and Parkinson's disease

S. Sellami; N. Farhat; K. Moalla; N. Bouattour; S. Daoud; S. Sakka;
M. Damak; C. Mhiri
Department of Neurology and Research Laboratory LR125P19, Habib

Bourguiba University Hospital, Sfax, Tunisia

Background and Aims: Patients with Essential Tremor were ini-
tially considered to have isolated tremor, but additional motor and
non-motor features have been increasingly recognized. The term
"Essential Tremor Plus" have started to be described in recent years
with overlapping features that can make it difficult to differentiate
between Essential Tremor (ET) and Parkinson's disease (PD). This
study aims to evaluate on discriminatory features among ET and
PD patients using handwriting analysis based on machine learning
model.

Methods: We included a total of 90 participants: 30 ET, 30 PD and
30 age-gender matched controls. All participants were asked to per-
form five different handwriting tasks on a digitizer tablet recording
various signals which are x-position, y-position and pressure. The
tasks included drawing repetitive ellipses, spiral, repetitive digits and
Latin character 'l' continuously eight times. Movement time, velocity
and the size of writing were analyzed to characterise handwriting
patterns and to compare between ET and PD patients.

Results: The results from this study showed that PD patients per-
form movements significantly slower than ET (p=0.01). Median
time per repetition, median velocity and median acceleration of the
'I' task differed significantly between ET and PD (p<0.05). PD pa-
tients also produced smaller handwriting than ET as represented by
smaller average width and height of the repetitive ‘I’ task compared
to ET group (p=0.035).

Conclusion: We present a novel machine learning model that can
serve as a complementary and promising support tool for the clinical
diagnosis of ET and to differentiate between PD and ET.

Disclosure: Nothing to disclose.
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EPO-165 | Differential diagnosis model in parkinsonian

syndromes from calibrated diffusion tensor imaging

M. Grange!; L. Chougar?; J. Martini; D. Grabli% F. Cormier;

M. Vidailhet?; J. Corvol?; B. Degos*; V. Perlbarg!; S. Lehéricy?
1BrainTale SAS, Strasbourg, France; ?Institut du Cerveau et de la

Moelle épiniére - ICM, INSERM U 1127, CNRS UMR 7225, Sorbonne
Université, Team “Movement Investigations and Therapeutics”
(MOV'IT), Paris, France; 3CIinique des mouvements anormausx,
Département de Neurologie, Assistance Publique Hopitaux de Paris,
Hépital Pitié-Salpétriere, Paris, France; *Dynamics and Pathophysiology
of Neuronal Networks Team, Center for Interdisciplinary Research

in Biology, College de France, CNRS UMR7241/INSERM U1050,

Université PSL, Paris, France

Background and Aims: Parkinson's disease (PD) poses a diagnostic
challenge due to overlapping clinical features with other neurode-
generative disorders, such as multiple system atrophy (MSA) and
progressive supranuclear palsy (PSP). This study aimed at evaluating
the ability of diffusion tensor imaging (DTI) biomarkers provided by
brainTale-care, a CE-marked solution, to differentiate PD from MSA
and PSP and deriving reliable differential diagnosis tool.

Methods: A total of 189 subjects presenting with parkinsonian
symptoms (92 patients with PD, 45 with MSA and 42 with PSP)
collected from three different clinical studies were included in the
study. DTI data were processed by brainTale-care v3.0 (www.brain
tale.eu) to provide calibrated regional fractional anisotropy, radial,
axial and mean diffusivity parameters. A classification model was im-
plemented by using a support vector classifier and cross-validation
procedure. Classification performances were assessed through re-
ceiver operating characteristics (ROC) analysis.

Results: The classification model between PD patients and MSA
and PSP patients, achieved a mean area under the ROC curve of
0.87 +0.05, a mean specificity of 0.74+0.10, and a mean sensitivity
of 0.90+0.07 (Figure 1).

Cross-validated receiver operating characteristic curve for the
classification model PD versus MSA/PSP

Conclusion: This study shows that calibrated DTI biomarkers can be
used to develop a classification model that efficiently differentiates
patients with idiopathic PD and patients with MSA and PSP, two fre-
quent parkinsonian syndromes. The easy access of diffusion tensor
markers in clinical settings with brainTale-care platform paves the
way for the use of MRI-assisted differential diagnostics in clinical
settings as well as for drug development.

Disclosure: MG, VP, and JBM are BrainTale's employees. VP is co-
founders of BrainTale.

MS and related disorders 1

EPO-166 | BeeWellwithMS Podcast: A pioneering platform for

brain health advocacy in multiple sclerosis

A. Straukiene; F. Moxon; S. Hughes
Torbay and South Devon NHS Foundation Trust

Background and Aims: In response to the escalating need for com-
prehensive brain health education among people with Multiple
Sclerosis (MS), this study examines the effectiveness of the
"BeeWellwithMS" podcast www.beewellwithms.com, an innova-
tive platform for disseminating brain health knowledge. As an EAN-
certified brain health advocate, our objective was to leverage this

medium to enhance understanding and self-management of MS.

. = . .

Methods: We analyzed listener engagement and feedback from
the podcast, which covers diverse MS-related topics, including
brain health, emotional well-being, and lifestyle modifications. The
podcast's evolution since its inception in 2020 was studied, with a
focus on its expansion post-2024 following the integration of EAN-
endorsed brain health advocacy strategies.

Results: Since incorporating EAN-certified brain health content,
the podcast witnessed exponential growth in global listenership,
with a significant increase in engagement from the MS community.
Qualitative analysis of listener feedback highlighted an improved un-
derstanding of brain health issues and a more proactive approach to
managing MS.
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Conclusion: The "BeeWellwithMS" podcast, underpinned by EAN's
brain health initiatives, has proven to be a vital tool in educating and
empowering the MS community. As an EAN brain health advocate,
this platform signifies a novel approach to patient education, dem-
onstrating significant potential in enhancing the quality of life for
individuals living with MS.

Disclosure: No commercial support was received for this study. The
podcast functions as an independent educational platform, with
content driven by the latest research and patient needs in the MS

community.

EPO-167 | Digital engagement in MS care: The impact of
coordination on patient platform utilization

A. Straukiene; S. Hughes; F. Moxon
Torbay and South Devon NHS Foundation trust

Background and Aims: Innovative digital tools are reshaping MS
care, aiming to enhance patient education and self-management.
This study assesses the influence of dedicated coordination on user
engagement with the MS Patients Know Best (MS PKB) platform.
Methods: User engagement was analysed using the MS PKB dash-
board, tracking weekly logins and registrations since its inception
in 2016. In 2021, a dedicated coordinator role was introduced, pro-
viding personalized support and facilitating patient familiarity with
the platform. Additionally, patient surveys and qualitative feedback
assessments were conducted to measure user satisfaction and plat-
form efficacy.

Results: Comparing 2016 to 2021, a substantial increase in engage-
ment was observed. In 2016, user activity was minimal, with only 10
registered users. The appointment of a dedicated coordinator in July
2021 corresponded with an exponential increase in weekly logins to
130, a 225% rise from the preceding week, and total user registra-
tions reached 100. A second peak in January 2024 demonstrated a
further rise to 150 weekly logins. Qualitative feedback from patients
showed high satisfaction, with the majority appreciating the plat-

form's ease of use and the clarity of health information presented.

ABSTRACT
Gender and age at registration
B Femzle [ Male Other
65+
55-64
45-54
18-24
0 1 2 3 4 5 6 7
Registration status by gender
Il Registered

Other

Male

Female

MS PKB demographics

Patients login per week

Unigus patents who ogged

MS PKB log in weekly

Patient registration grand total

Total subscription of MS PKB

Conclusion: The implementation of a dedicated coordinator signifi-
cantly boosted engagement with the MS PKB platform, as evidenced
by increased logins and positive patient feedback. This suggests that
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personalized guidance is crucial for maximizing the benefits of digital
health tools in chronic disease management.
Disclosure: There are no financial conflicts of interest to declare.

Data were sourced from hospital records within NHS guidelines.

EPO-168 | Thymic hyperplasia after autologous hematopoietic

stem cell transplantation in multiple sclerosis: A case series

A. Mariottinil; R. Boncompagni2; D. Cozzi3; C. Nozzoli2; A. Repice4;
V. Damato?; V. Miele®; R. Saccardi?; L. Massacesi®

!Department of Neurosciences, University of Florence, Florence,

Italy; 2Cell Therapy and Transfusion Medicine Unit, Careggi University
Hosptial, Florence, Italy; >Department of Emergency Radiology, Careggi
University Hospital, Florence, Italy; 4Depart.“ment of Neurology 2,

Careggi University Hospital, Florence, Italy

Background and Aims: Reactivation of thymopoiesis in adult patients
with autoimmune disorders treated with autologous haematopoietic
stem cell transplantation (AHSCT) is supported by immunological
studies. Thymic hyperplasia after AHSCT was previously reported
in patients with systemic sclerosis, but, to our knowledge, it has not
been described in multiple sclerosis (MS).

Methods: Monocentric case series of patients previously treated
with AHSCT (BEAM/ATG regimen) for aggressive MS who per-
formed a chest CT scan for clinical purposes. Chest CT exams before
and after AHSCT were reviewed by a thoracic radiologist: thymic
hyperplasia was defined as a rounded mass in the thymic loggia with
density around 40HU and thickness >1.3cm.

Results: Fifteen MS patients were included (Table 1). The median
time interval between AHSCT and CT scan was 2 (1-15) months.
Thymic hyperplasia was detected in 3/15 (20%) patients in a scan
taken 1 to 3 months after AHSCT; all these patients were females,
and aged 30 to 40vyears. Four further patients showed a thymic re-
bound, with increased thickness and soft-tissue lobulation. The time
interval between AHSCT and CT was shorter in patients with thymic
hyperplasia (median 1, range 1-2) vs those without (median 3; range
1-18); no differences in clinical-demographic characteristics were
observed. All the patients were free from new focal inflammatory

activity over median 36 months of follow-up (5-84).

TABLE 1 Clinical-demographic characteristics of the patients
included.

median (range)
Age, years 40 (26 -50)
Disease duration at AHSCT, years 16 (5-23)
Number of previous disease modifying treatments 3 (2-6)
EDSS at AHSCT 5.0 (1.5-6.5)
Time AHSCT - chest CT, months 2 (1-18)

n (%)
Sex, female 13 (87%)
MS form, relapsing-remitting 7 (47%)

Conclusion: Thymic hyperplasia was observed in 20% of MS patients
recently treated with AHSCT. Our results suggest that AHSCT may
promote thymic reactivation in MS patients, further supporting de-
novo thymopoiesis as a cornerstone of immunoreconstitution after
AHSCT.

Disclosure: Nothing to disclose.

EPO-169 | Treatment with anti-CD20 monoclonal antibodies
after alemtuzumab in patients with relapsing-remitting multiple
sclerosis

A. Llanes Ferrer'; D. Pérez Gil'; M. Espino Martinez%;

E. Rodriguez Martin?; A. Rodero Romero?; J. Fernandez
Velascoz; B. Martinez Garcial; P. Garay AIbl'zurii; R. Sainz Amoi;
F. Rodriguez Jorge®; S. Sainz de la Maza®; E. Monreal Laguillo®;
J. Masjuan®; M. Villar?; L. Costa Frossard®; J. Chico Garcia®
1Neurology Department, Hospital Ramén y Cajal, Madrid, Spain;

2Immunology Department, Hospital Ramén y Cajal, Madrid, Spain

Background and Aims: The aim of this study is to describe our ex-
perience using anti-CD20 monoclonal antibodies after alemtuzumab
treatment failure in patients with relapsing-remitting multiple scle-
rosis (RRMS).

Methods: Retrospective study including patients with high activity
RRMS that received anti-CD20 monoclonal antibodies after alem-
tuzumab. Clinical and paraclinical data were reviewed, including
lipid-specific oligoclonal IgM bands (LS-OCMB), plasmablasts over
total peripheral blood mononucleated cells (PB/PBMC) before alem-
tuzumab first administration, B-lymphocytes over total lymphocytes
(BL) before anti-CD20 initiation, and light chain neurofilaments in
serum (sNfL), at baseline, 6 month and 1 year follow-up with anti-
CD20 treatment. BL threshold was stablished at 15%, PB/PBMC at
0.1%, and sNfL at 10pg/ml.

Results: Twelve patients were included [75% women, 35.78 (26.7-
41.3) years-old]. Patients received a median of 2 (2-3) cycles of
alemtuzumab. An anti-CD20 was initiated because of severe disease
exacerbation (relapses and/or new lesions on MRI). Nine patients
received ocrelizumab, 2 ofatumumab, and 1 rituximab. At baseline,
3/11 (27.3%) had a median of 7 (1-14) gadolinium-enhancing lesions.
All patients who underwent lumbar puncture (10/12) had LS-OCMB,
6/7 had PB/PBMC >0.1%, and 6/12 had baseline BL>15% (data of
high B-cell activity). sSNfL were elevated in 4/10 and normalized after
6 months of anti-CD20 therapies. Eight completed 1 year follow-
up. Of them, 3 patients had new non-enhancing lesions, one with
a relapse. None experienced confirmed disability progression. Five
(62.5%) achieved NEDAS3. Three patients developed hypogamma-
globulinemia with no serious infections.

Conclusion: In our series, anti-CD20 monoclonal antibodies were a
safe and effective alternative for RRMS patients with uncontrolled
disease after alemtuzumab.

Disclosure: The authors report no relevant conflict of interest re-
garding the current study. JLCG has received honorary for speaking
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engagements or consulting services from Biogen, Bayer, Bial, Bristol-
Myers, Johnson&Johnson and Sanofi-Genzyme. RSA has received
honorary for speaking engagements from Johnson&Johnson. EM re-
ceived research grants, travel support or honoraria for speaking en-
gagements from Biogen, Merck, Novartis, Roche, Almirall, Janssen,
Bristol-Myers Squibb, and Sanofi-Genzyme. FRJ has received hon-
orary for speaking engagements or consulting services from Bial,
Biogen, Johnson&Johnson and Sanofi-Genzyme. SSM received pay-
ment for lecturing or travel expenses from Merck-Serono, Biogen,
Sanofi-Genzyme, Roche, Janssen, and Novartis. LMV received re-
search grants, travel support or honoraria for speaking engagements
from Biogen, Merck, Novartis, Roche, Sanofi- Genzyme, Celgene
and Bristol-Myers Squib. LCF received speaker fees, travel support,
and/or served on advisory boards by Biogen, Sanofi, Merck, Bayer,
Novartis, Roche, Teva, Celgene, Ipsen, Biopas, Almirall. The remain-

ing authors have no conflicts of interest to declare.

EPO-170 | Neutropenia following ocrelizumab exposure in
patients with multiple sclerosis: A single-center retrospective

study

A. Favero’; L. Rossil; A. Sartori!; A. Dinoto?; S. Baldini'; A. Bratina®;
A. Bosco'; P. Manganottit

IClinical Unit of Neurology, School of Neurology, Department of
Medicine, Surgery and Health Sciences, University Hospital and

Health Services of Trieste, ASUGI, University of Trieste, Trieste, Italy;
2Neurology Unit, Department of Neuroscience, Biomedicine and
Movement Sciences, University of Verona, Verona, Italy

Background and Aims: Aim of this study is to describe the oc-
currence of neutropenia, defined as a reduction of the absolute
neutrophil count below 1.5x10%/uL, during treatment with ocreli-
zumab in patients with multiple sclerosis (pwMS), as a single-center
experience.

Methods: We retrospectively analyzed blood test including white
blood cells count in particular neutrophils, lymphocytes and their
subpopulation in consecutive pwMS at 1st, 3rd and 6th month
after ocrelizumab infusions. Clinical and paraclinical variables were
collected.

Results: Seventy-four pwMS were enrolled. 88% was affected by
a relapsing-remitting form; 20% was treatment-naive and 40.5%
switched from a first line therapy. Among our cohort, eight patients
(10.8%) developed neutropenia. In three cases neutropenia was se-
vere, down to 0.08><103/pL. In six patients, neutropenia was reg-
istered one month after the infusion, whereas in two cases after 5
and 6 months, respectively. None of them developed any infection
during neutropenia. In two cases G-CSF were administered after he-
matological evaluation. No MS relapses were reported during the

treatment period.

Conclusion: Neutropenia after ocrelizumab treatment occurred in
more than 10% of cases and it was usually observed within the first
month after administration. In our cohort, all patients were asymp-
tomatic and did not report viral or bacterial infections. Despite the
quite frequent occurrence of neutropenia, our data confirm the
safety of the medication under study, confirming previous data from
literature.

Disclosure: L. Rossi has received funding for travel from Novartis.
A. Dinoto has received funding for clinical trials from Roche and
UCB, funding for travel from Horizon and research grants from
Autoimmune Encephalitis Alliance and Encephalitis Internationals.
S. Baldini has received funding research activity from Novartis. A.
Bosco has received funding for travel and/or speaker honoraria from
Sanofi, Roche, MBS, Teva and Biogen. Other authors have nothing
to disclose.

EPO-171 | Early on-treatment NfL levels are associated with MRI
changes up to 4years in dimethyl-fumarate treated RRMS patients

T. Sejbaeki; N. Pedrosa de BarrosZ; A. Ribbens2; J.B. Lewin3;

J. P.Mendoza®; R. Antulov*; Z. llles®

lNeuroIogy, Esbjerg Hospital, University Hospital of Southern Denmark,
Esbjerg, Denmark; 2icometrix, Leuven, Belgium; >Biogen, Cambridge,
MA, USA; 4De,oartment of Regional Health Research, University of
Southern Denmark, Esbjerg, Denmark; *Neurology, Odense University

Hospital, Odense, Denmark

Background and Aims: Dimethyl fumarate (DMF) is widely used
in the treatment of relapsing MS and has shown a significant re-
duction in neurofilament light chain (NfL) levels in CSF and blood.
Understanding the relationship between NfL and MRI biomarkers
may help improve management of DMF-treated patients.

Methods: The study included 42 treatment naive newly diag-
nosed RRMS patients from the TREMEND phase IV trial (EudraCT
2014-000254-11). Plasma NfL and GFAP levels were measured
using Simoa at baseline, month 6, 12 and 24. MRI data from baseline
and up to year 4 since DMF initiation were included in the analysis.
Annualized percent brain volume change (aPBVC) and lesion volume
changes were determined with icobrain. Association between bio-
markers was assessed with a generalized-linear-model with age as
a covariate.

Results: Associations between plasma biomarkers and atrophy and
lesion changes are respectively shown in Figures 1 and 2. From
these, a few results seem to indicate a predictive value of plasma
biomarkers in terms of brain atrophy and lesion changes. More spe-
cifically, NfL at 12 months was associated with brain atrophy meas-
ured with MRI available between year 1 and 4. Additionally, NfL at
6 months was associated with new and enlarging lesion volume at 2

and 3years.
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FIGURE 1 Associations between aPBVC measured in different
intervals and plasma biomarkers collected at baseline, 6, 12 and 24
months. Only values with p<0.05 shown.
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FIGURE 2 Associations between lesion volumes and plasma
biomarkers collected at baseline, 6, 12 and 24 months. Only values
with p<0.05 shown.

Conclusion: In DMF-treated patients, higher plasma-NfL levels
measured between 6 and 12 months are associated with subsequent
lesion activity and brain atrophy, suggesting that NfL could be used
additionally to MRl in the management of MS.

Disclosure: TS received travel grants from Biogen, Merck, Novartis and
Roche, and research grants from Biogen, and served on advisory boards
for Biogen, Merck and Novartis. NB and AR are employees of and hold
stock/stock options in icometrix. JPM and JBL are employees of and
hold stock/stock options in Biogen. ZI has received speakers’ honoraria
and/or research grants from Biogen, Roche, Sanofi, Novartis, Merck,
Alexion, Bristol Myers Squibb, Lundbeckfonden, and Jascha Fonden,
has been member of advisory boards at Alexion, Biogen, Sanofi, Merck,

Roche, Novartis, has been member of the adjudication relapse com-
mittee in phase 3 trials, and has been principal investigator in studies

sponsored by Biogen, Merck, Roche and Sanofi.

EPO-172 | Lesion parenchymal fraction as empirical support for
the topographical model in MS

T. BiIIietl; N. de Barros’; C. Maesl; T. Phani; W. Van Heckel;

A. Ribbens®; T. Wangz; K. Kylez; L. Ly2; J. Garber®; M. Barnett*;

S. Krieger®

Yicometrix, Leuven, Belgium; ?Brain and Mind Centre, University of
Sydney, Sydney, NSW, Australia; Sydney Neuroimaging Analysis Centre.
Sydney, NSW Australia; 3Brain and Mind Centre, University of Sydney,
Sydney, NSW, Australia; Department of Neurology, Westmead Hospital,
Sydney, NSW, Australia; “4Brain and Mind Centre, University of Sydney,
Sydney, NSW, Australia; Department of Neurology, Royal Prince Alfred
Hospital, Sydney, NSW, Australia; Sydney Neuroimaging Analysis
Centre. Sydney, NSW Australia; *Department of Neurology, Icahn
School of Medicine at Mount Sinai, New York, NY, USA

Background and Aims: The topographical model of MS postulates
that a combination of parenchymal tissue atrophy and lesion topog-
raphy contribute to a patient's disability trajectory. We previously
showed that the lesion parenchymal fraction (LPF=lesion load/
parenchymal volume ratio) is a useful MRI correlate of MS clinical
symptoms (Fig.1). Here we validate the differential impact between
cerebral, infratentorial and cervical LPF for explaining disability.

LPF = regional lesion volume
regional parenchymal volume

CEREBRAL HEMISPHERES

SPINAL CORD / OPTIC NERVE BRAINSTEM / CEREBELLUM

FIGURE 1 In the topographical model, the functional reserve is

a water basin. Lesions (peaks) can cause clinical symptoms when
crossing its surface. Lesion Parenchymal Fraction combines peaks
(lesion volume) and water (parenchymal volume) in a single variable.
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Methods: 78 MS patients with RRMS and SPMS were included
(Table 1). Icobrain was used to measure T2-FLAIR lesions and paren-
chymal volumes on brain MRI, and adapted to measure T2 lesion vol-
umes and mean upper cervical cord area. Per patient in the sample,
the measurements were transformed into percentiles with respect
to the remaining sample. A linear model for decoding EDSS with
compartmental LPFs as factors was compared to models including
lesion and/or parenchymal tissue measurements considered sepa-
rately. Pearson correlation and root-mean-squared error (RMSE) be-
tween estimated and true EDSS were computed.

Results: Models with lesion or parenchymal measurements alone
ranked last. In contrast, the LPF-model had the lowest error
(RMSE=1.638) and high correlation (r=0.275). Setting the cerebral
LPF coefficient to 1 in the LPF model, the ratio of the LPF coef-
ficients was 2.5 for infratentorial and 3.8 for cervical. An individual

case is depicted using LPF in Fig.2.

TABLE 1 Patient demographics

N 78

\Gender - F 64

\Age at onset (years, mean £ SD [min — max]) 32.2410.0 [15.0 - 59.0]

Clinical follow-up time (years, mean £ SD [min = max]) 8.2426[3.6-17.1]

Number of brain MRI (mean 5D [min = max]) 5.1#3.1[1.0-13.0]

brain MRI follow-up time (years, mean £ SD [min = max]) 3.9+2.6[0.0-8.8)

Number of spinal cord MRI (mean + SD [min = max]) 5.1¢3.1[1.0-13.0]

ISpinal cord MRI follow-up time (years, mean £ SD [min = max]) 3.942.6 (0.0 - 8.8]
ISymptoms at Onset - Supratentorial - True N 11
Symptoms at Onset - Optic Pathways - True N 25
ISymptoms at Onset - Brainstem-Cerebellum - True N 14
[Symptoms at Onset - Spinal Cord - True N 32
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FIGURE 2 From bottom to top: Visualisation of lesion volume
(bottom panel), parenchymal volume, the linear combination of
local LPFs, resembling the longitudinal EDSS (top panel)

Conclusion: The results are in line with the topographical model
describing proportional reserves for the spinal cord, infratentorium
and cerebrum. LPF-based modelling helps explain disability by com-
bining lesions and their topographical location with parenchymal
reserve.

Disclosure: SCK: Dr. Krieger reports consulting or advisory
work with Biogen, EMD Serono, Genentech, Novartis, Octave,
Genzyme/Sanofi, and TG Therapeutics; non-promotional speak-
ing with Biogen, EMD Serono, Novartis, and Genentech; and Grant
and research support from Novartis, Biogen, BMS, and Sanofi. TB:
Dr. Billiet is an employee of icometrix CM: Dr. Maes is an employee
of icometrix TVP: Dr. Phan is an employee of icometrix NPdB: Dr.
de Barros is an employee of icometrix WVH: Dr. Van Hecke is an
employee of icometrix AR: Dr. Ribbens is an employee of icome-
trix TW: None KK: None LL: None JG: Dr. Garber reports research
support from Biogen, and advisory work with Merck and Novartis.
MHB: Dr. Barnett reports research grants from Genzyme-Sanofi,
Novartis, Biogen, Merck and BMS; and is a Research Consultant
for RxMx and Research Director for the Sydney Neuroimaging
Analysis Centre.

EPO-173 | Identifying neuropsychological multiple sclerosis
phenotypes using latent profile analysis

A. Spieziai; M. Petracca®; F. Falco®; F. Lamagna3; M. Eliano®;

A. Espositol; C.Di Monacoi; F. Novarellal; V. Nicolellal; M. Moccia4;
R. Lanzillo}; V. Brescia Morra®; A. Carotenuto®

IMultiple Sclerosis Clinical Care and Research Centre, Department

of Neuroscience, Reproductive Science and Odontostomatology,
Federico Il University of Naples, Naples, Italy; 2De;oartment of Human
Neurosciences, Sapienza University, Rome, Italy; 3Department of
Psychology, Universita degli Studi della Campania L. Vanvitelli;
“4Laboratorio di Citometria Clinica e Sperimentale CEINGE-
Biotecnologie Avanzate Franco Salvatore

Background and Aims: Multiple sclerosis (MS) patients may pre-
sent with a high variability in cognitive and psychological (i.e. de-
pression and fatigue) impairment. However, clinic-demographic
features underpinning such variability are still lacking. Hence,
phenotypic classification base on clinic-demographic features
could alert clinicians for a close monitoring on these disability as-
pects of the disorder.

Methods: In this mono-centric cross-sectional study, we collected
clinico-demographic and neuropsychological data for each MS pa-
tients. Neuropsychological assessment included BICAMS battery,
Beck Depression Inventory and Modified Fatigue Impact Scale. We
employed a latent profile analysis (LPA) to unveil latent neuropsy-
chological phenotype in MS patients clustering individuals in unob-
served groups.

Results: We enrolled 600 MS patients. Using LPA, we unveiled five
neuropsychological phenotype: 1) unaffected patients, with normal
cognitive and psychological scores; 2) mild Cognition Impairment,
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showing mild reduction in cognitive scores; 3) mild-to-severe psycho-
logical impairment, showing increased psychological scores with nor-
mal cognitive scores; 4) mild neuropsychological impairment, showing
mildly reduced cognitive scores, and increased psychological scores;
5) severe neuropsychological impairment, showing severely reduced
cognitive scores, and increased psychological scores vs unaffected pa-
tients. Overall, cognitive and psychological impairment increases with
physical disability. Older age is a determinant for psychological impair-
ment independent from cognitive impairment. Relapsing-remitting and
paediatric-onset patients are more likely in the unaffected and mild
cognition impairment class, whilst progressive patients were mostly al-
located in neuropsychological impaired class.

Conclusion: We identified five neuropsychological phenotypes in
patients with MS that showed distinct clinical features. Clinicians
should closely monitor neuropsychological disability level in patients
with that specific characteristic.

Disclosure: All authors have nothing to disclose.

EPO-174 | Effect of siponimod on lymphocyte subsets in active

secondary progressive multiple sclerosis and clinical implications

A. Spiezia®; G. Scalia?; M. Petracca®; D. Caliendo®; M. Moccia*;

A. Fiore?; V. Cerbone?; R. Lanzillo'; V. Brescia Morra;

A. Carotenuto?

lMuItipIe Sclerosis Clinical Care and Research Centre, Department of
Neuroscience, Reproductive Science and Odontostomatology, Federico
I University of Naples, Naples, Italy; 2Laboratorio di Citometria Clinica
e Sperimentale CEINGE-Biotecnologie Avanzate Franco Salvatore;
3Department of Human Neurosciences, Sapienza University, Rome,
Italy; “Department of Molecular Medicine and Medical Biotechnology,
Federico Il University of Naples, Italy

Background and Aims: Circulating immune cells play a pathogenic
role in multiple sclerosis (MS). However, the role of specific lympho-
cyte subpopulations is not unveiled yet. We aimed to investigate
lymphocyte changes during siponimod treatment in active secondary
progressive MS (aSPMS) and their associations with clinical outcomes.
Methods: We enrolled 46 aSPMS patients with 2-year follow-up
after the start of siponimod treatment and 14 healthy controls
(HCs). Clinical and laboratory data were collected at baseline, 3rd,
6th, 12nd, and 24th month for MS patients, and at baseline for HCs.
Results: At baseline SPMS patients presented with increased
naive regulatory T lymphocytes vs HCs. Over time, SPMS pa-
tients showed decreased T CD4+ (coeff.range=-24/-17), B (coeff.
range=-3.77/-2.54) and CD4/CD8 ratio (coeff.range=-4.44/-0.67)
from month 3 thereafter vs baseline, and reduced CD3+CD20+
lymphocytes from month 12 thereafter (coeff.range=-0.32/-0.24).
Patients not experiencing disability progression while on siponi-
mod treatment showed B reduction from month 3 (coeff.
range=-4.23/-2.32) and CD3+CD20+ lymphocyte reduction from
month 12 (coeff.range=-0.32/-0.24) vs patients experiencing
progression.
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FIGURE 1 Flow cytometer dot plots. Plot of CD3+CD20+ cells in
one male healthy control with no detectable cells (a), an aSPMS
patient not progressing while on siponimod treatment at baseline
with 0.9% CD3+CD20+ cells (b) and after 6 months from treatment

Conclusion: Patients treated with siponimod showed a T and B lym-
phocyte reduction, especially CD4+, CD3+CD20+, naive regulatory
T and memory regulatory B cells. Disability progression while on
siponimod treatment was associated with a less pronounced effect
on B and CD3+CD20+ lymphocytes.

Disclosure: MM has received research grants from the ECTRIMS-
MAGNIMS, the UK MS Society, and Merck; honoraria from Biogen,
BMS Celgene, Ipsen, Janssen, Merck, Novartis, Roche, and Sanofi-
Genzyme. AC has received research grants from Almirall, research
grants from ECTRIMS-MAGNIMS and honoraria from Almirall,
Biogen, Roche, Sanofi-Genzyme, Merck, Ipsen and Novartis. MP
has received research grants from Italian MS Foundation and Baroni
Foundation, honoraria from HEALTH&LIFE S.r.l. and Biogen and
sponsorship for travel/meeting expenses from Novartis, Roche and
Merck. DC has received research grant from Merck. RL has received
honoraria from Biogen, Merck, Novartis, Roche, and Teva. VBM has
received research grants from the Italian MS Society, and Roche,
and honoraria from Bayer, Biogen, Merck, Mylan, Novartis, Roche,
Sanofi-Genzyme, and Teva. ALS, GS, VC, AF have nothing to disclose.
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EPO-175 | An atypical case of macular oedema in ozanimod

A. Bianco; T. Guerra; D. Intini; R. Vitobello; F. Oggiano; A. Manni
Department of Translational Biomedicines and Neurosciences,
University of Bari Aldo Moro, Bari, Italy

Background and Aims: Macular edema (ME) is a well-established
side effect of fingolimod (FTY), the first oral sphingosine 1 receptor
S1PR modulator approved for MS. Ozanimod is a second-generation
S1PR modulator, and it is thought to avoid some of the side effects
associated with this class of drugs for its good bioavailability, high
specificity and dose titration.

Methods: Our patient is a 48-year-old woman, diagnosed with RMS
in 2009. She was treated with interferon beta 1a until 2013 when
she switched to FTY for inefficacy. In 2016 FTY was discontinued
for persistent and severe lymphopenia and interferon beta 1a was
restarted. In August 2023, the patient began ozanimod after a new
and symptomatic cervical lesion. However, in October, she reported
a visual discomfort, therefore she underwent a complete ophthal-
mologic evaluation, including OCT, and was diagnosed as ME leading
to ozanimod discontinuation.

Results: The incidence of FTY-associated ME in the population
without pre-existing risk factors is approximately of 0.2%. ME was
reported in 2882 (0.2%) participants during the ozanimod phase 3
trials, RADIACE and SUNBEAM, and in 0.4% participants during the
long-term safety trial DAYBREAK. All cases of confirmed ME had
pre-existing risk factors or confounding conditions. However, our
patient did not present other risk factors and her pre-ozanimod oph-
thalmologic evaluation was normal.

Conclusion: This case highlights the risk of developing ME during
ozanimod exposure. Further research is needed to better under-
stand whether a long term exposition to different S1IPR, with dif-
ferent drug sequencing, may be associated with higher risk of ME.
Disclosure: Dr laffaldano received personal fees from Merk,
Novartis, Biogen, Roche, Alexion and Genzyme. Dr. Manni received
compensation for travel grants, participation in advisory board and/
or speakink activity from Biojen, Merck Serono, Sanofi, Novartis,
Bristol MS, Janssen and Roche. Dr Paolicelli received personal fees
from Sanofi, Merk, Biojen and Janssenn. Dr Bianco, Dr Guerra, Dr

Intini, Dr Vitobello and Dr Oggiano have nothing to disclose.

EPO-176 | Validation study of a mobile app-based six-minute

walking test compared to smartwatch measurements introduction

S. Demir’; E. Guven?; S. Colakoglu?; C. Benli!; Z. Polat?®; M. Tutuncu®
University of Health Science, Sehit Prof.Dr.llhan Varank Sancaktepe
Training and Research Hospital Department of Neurology; 2Albert
Heath Ltd, Clinical Development & Research; SIstanbul University -

Cerrahpasa, Department of Neurology

Background and Aims: The study focuses on validating a mobile
app-based Six-Minute Walking Test (6MWT) by comparing its results

with those obtained from a smartwatch in healthy adults. The aim is
to measure the accuracy and reliability of the app-based 6MWT for
potential clinical application in monitoring patients with chronic con-
ditions like Multiple Sclerosis (MS)

Methods: Twenty-one healthy adults with no comorbidities partici-
pated. E 6MWT performed using a mobile app (Albert Health / MS+) and
a smartwatch (Apple Watch 7 or higher) two times. The smartwatch's
accuracy was validated separately on a 150-meter course. Descriptive
statistics and paired t-tests are used to compare the standard deviation

and correlation between the app and smartwatch results.
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Expected Time

Total Distance
6mins

526m
Start End
18:24:24 18:30:35
13.01.2024

13.01.2024

BEEGE

A

Result of a patient
Conclusion: The findings support that the app can be a reliable and
accessible tool for assessing walking capacity, especially in clinical

settings for managing chronic diseases like MS. Further research
involving patients with MS is recommended to confirm the app's ef-

Test guideline

Results: The app-reported walking distance decreased by 13.62
meters on average (SD=39.99 meters), whereas the smartwatch
showed a smaller average decrease of 3.81 meters (SD=13.22 me-
ters) between the tests. Strong positive correlations were observed
between the app and smartwatch in the 6MWT (Test 1: r=0.844;
Test 2: r=0.865). Despite a slight decrease in mean walking dis-
tances over time, no statistically significant changes were noted (app

fectiveness in a clinical context.
Disclosure: Nothing to disclose.

p-value=0.134, smartwatch p-value=0.202).
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EPO-177 | Calf muscles echo intensity in multiple sclerosis

patients with lower limb spasticity treated with botulinum toxin

E. Bianchini®; A. Massimiani'; M. Nasello'; M. Buscarinu?;

M. Salvetti; M. Giovannelli?

!Department of Neuroscience, Mental Health and Sensory Organs
(NESMOS), Sapienza University of Rome, Rome, Italy; 2Neurology Unit,
Sant'Andrea University Hospital, Rome, Italy

Background and Aims: Lower limb spasticity (LLS) is common in peo-
ple with multiple sclerosis (PwMS). Previous studies suggested that
muscle echo intensity could affect the efficacy of botulinum neuro-
toxin A (BoNTA) treatment and altered calf muscles echo-intensity
was reported in children with cerebral palsy and post-stroke patients
with LLS. However, this was not investigated in PwMS.

Methods: Muscle tone and echo intensity of gastrocnemius lat-
eralis (GL), gastrocnemius medialis (GM) and soleus muscles were
assessed in 19 PwWMS through the modified Ashworth scale (MAS)
and the modified Heckmatt scale (mHS), respectively. Patients were
dichotomized into those who underwent BoNTA treatment for >3
sessions (longer group, median duration of treatment 78 months,
N=11) or< 3 sessions (shorter group, median duration of treatment
7 months, N=8). The difference between each pair of muscles in
terms of MAS and mHS in the overall population and in both sub-
groups was evaluated.

Results: A significantly higher mHS score in GM compared to soleus
was found in the overall population and both subgroups. A signifi-
cantly higher mHS score in GL than in soleus was found in the overall
population and in the shorter group but not in the longer group. No
difference was found between GM and GL in terms of mHS and be-
tween all pair of muscle in terms of MAS.

Conclusion: In PwMS with LLS, GL and GM showed a higher echo
intensity than soleus irrespective of BONTA treatment duration. This
preliminary observation could stimulate research on muscle altera-
tions in PwWMS and its potential effect on BoNTA efficacy.
Disclosure: Nothing to disclose.

EPO-178 | Framingham risk score and patient determined

disease steps in relapsing remitting multiple sclerosis

E. D'Amico; P. Di Filippo; C. Avolio; A. Zanghi
University of Foggia, Italy

Background and Aims: The associations between Multiple Sclerosis
(MS) and cardiovascular diseases drawn from epidemiological stud-
ies have attracted much attention in the recent years.

Methods: The present study employed a monocentric, observa-
tional, retrospective cohort design. The primary study outcome was
to describe in a cross-sectional fashion the FRS rate in our cohort
of relapsing remitting MS patients regularly followed up and then,
if any, to find association with patients. Patient Determined Disease
Steps (PDDS). Cardiovascular risk was classified as follow: low if the

FRS is less than 10%, moderate if it is 10% to 19%, and high if it is
20% or higher.

Results: s 229 were enrolled. The sample consists of 163 women
(71.2%). FRS categories were distributed as follow: 97 (42.3%) pa-
tients had low FRS, 84 (36.7%) patients had moderate FRS and
48 (21%) patients had high FRS. In the univariable ordinal regres-
sion analysis, one point increase in the PDDS scale was associated
with 24% risk of high FRS (vs low) (proportional OR=2.426, 95% Cl
1.660-3.545; p<.0001). The results were confirmed also by EDSS
score, with one point increase in the EDSS score was associated
with 19% risk of high FRS (vs low) (proportional OR=1.953, 95% ClI
1.429-2.669-1.04; p<.0001).

Conclusion: the FRS demonstrated an association with the patients
‘perception of the disease as indicated by the PDDS. Careful atten-
tion should be given to addressing and treating cardiovascular risk
factors, in addition to implementing lifestyle changes, when manag-
ing MS in the long term

Disclosure: Nothing to disclose.

EPO-179 | Silent progressive brain atrophy in clinically stable
neuromyelitis optica a comparative proof-of-concept study

G. Medeiros Andrade Figueira; F. Faria Andrade Figueira;

P. Vallegas Soares; R. Custodio Silveira; V. Tavares Carvalho Crelier;
A. Seide Cardoso Vidal; M. Nunes Ferreirinha Leite de Castro

Hospital Sdo Francisco

Background and Aims: Recently we demonstrated progressive cor-
pus callosum atrophy occurring even in clinically stable multiple
sclerosis (MS) patients, but literature data on brain atrophy in neuro-
myelitis optica spectrum disorder (NMOSD) patients are still scarce.
Methods: We compared longitudinal MRI data of 14 NMOSD
(Wingerchuk, 2015), 148 relapsing remitting MS (McDonald 2001),
and 23 control patients, followed regularly with clinical and imaging
studies available on baseline and 5years. All patients had at least 3
conventional MRI available studies with proper protocol leading to
a reliable evaluation of activity and progression in at least 5years.
Clinical evaluation included annualized relapses rate and EDSS evo-
lution at least annually, for at least 5years. MRI data included gado-
linium positive lesions or new/enlarging T2W lesion as well as the
annualized evolution of corpus callosum index (CCl), measured as
previously described.

Results: Patients with NMOSD were older and had EDSS scores
higher than MS patients. Their mean CCIl annual reduction was
0.477, ranging from 0.372 to 0.569, close to cut off and values situ-
ated between the stable and the progressive MS group.
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“Stable” vs. “silent progressive multiple
sclerosis”: a real-world retrospective
clinical imaging Brazilian study

Esclerose maltipla “estavel” vs. “silenciosamente progressiva™:
um estudo brasileiro retrospectivo de correlatos clinicos e imagem

de FIGUEIRA', Paulo Vallegas SOARES',
IRA’, Fernando Fario Andrade FIGUEIRA
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Figueira G., et al. Arq Neuropsiquiatr 2022;80(4):405-409
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Corpus callosum index (CCl): a two-dimensional measurement
using an orthogonal semi-automated linear model, applied to a
conventional mid-sagittal TAW MRI sequence. Figueira F., et al. Arq
Neuropsiquiatr 2007;65(4-A):931-935
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On NMOSD stable group mean CCl annualized reduction was
0.477 (range=0.372 to 0.569), close to cut off and values were
situated between the stable and the progressive MS group

Conclusion: In this small sample of 14 apparently “stable” NMOSD
patients over 7years follow up period, CCl was able to detect a re-
duction quite similar to that we see on relapsing remitting MS ones.
More robust data are required, with a more significant sample,
stratifying for clinical phenotypes and serologic status, but it seems
reasonable to state that brain volumetry technique might be a useful
tool for monitoring the real state of treatment response.

Disclosure: Nothing to disclose.

EPO-180 | “Stable” vs. “silent progressive multiple sclerosis”: A
real world retrospective clinical imaging Brazilian study

G. Medeiros Andrade Figueira; F. Faria Andrade Figueira;

P. Vallegas Soares; R. Custodio Silveira; V. Tavares Carvalho Crelier;
M. Nunes Ferreirinha Leite de Castro
Hospital Sdo Francisco

Background and Aims: Clinical and imaging are required to char-
acterize activity and progression in MS. Parameters for activity are
well defined but not progression ones. Ideal target for long term
treatment includes neither clinical nor imaging signs of disease as
well as no brain atrophy.

RRMS | Progressive multiple sclerosis
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New MS phenotypes propose clinical and imaging requirements to
characterize activity and progression in MS patients.

Methods: Comparative clinical-imaging study focusing on MRI
brain volumetry. 174 consecutive relapsing remitting MS patients
(McDonald 2001) were studied focusing on activity and progres-
sion. Annual clinical evaluation (relapse rate and EDSS) and MRI data
as well as annualized evolution of corpus callosum index (CCl) were

compared.
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Results: From 174 patients 148 were considered clinically “stable”
based on EDSS. However, 33 (22.2%) out of this group showed an-

nualized reduction of more than 0.5% on CClI, cut-off to define sig-

nificant brain atrophy.

CCl=aa’+bb" + ¢’
ab

Corpus callosum index (CCI): a two-dimensional measurement
using an orthogonal semi-automated linear model, applied to a
conventional mid-sagittal TAW MRI sequence.

N =115 (77.7%) N =33 (22.2%)

32.4 (17 - 44) 37.3 (27 - 61)

44/71 * 18/15*

6.3 (3.7-8.8) ** 8.6 (7.1-11.7) **

3.1(1-4) 3.9 (2.5-5.5)

0.18 0.22

5.2 (4-9)

8.7 (6-17)

0.317 (0.28-0.433) ** 0.361 (0.308-0.583) **

Among 148 apparently “stable” MS patients over at least 7 years
follow up period, 1/5 showed significant progressive brain atrophy.

Conclusion: Among apparently “stable” relapsing-remitting MS pa-
tients, 1/5 showed significant brain atrophy over at least 7 years fol-
low up period. We consider reasonable to suggest that MRI volume
sequences should be included in follow-up protocols, providing in-
formation on the real treatment response status.

Disclosure: Nothing to disclose.

MS and related disorders 2

EPO-181 | Echopraxia, an underrecognized clinical sign in

multiple sclerosis: A biological and neuroimaging framework

G. Alvarez Bravo'!; A. Quiroga Varela?; A. Gifreu®; C. Coll?;
A. Boix Lagolq A. Miguelaz; J. Huertas?
1University Hospital Dr. Josep Trueta of Girona; 2Unit of

Neuroimmunology and Multiple Sclerosis of Girona

Background and Aims: The study investigates echopraxia, an unrec-
ognized clinical sign, in the context of multiple sclerosis (MS) and
explores its potential association with cognitive decline. Echopraxia,
a developmental element in social learning, typically disappears
with central nervous system maturity. While observed in dementias,
Gilles de la Tourette syndrome, and schizophrenia, its occurrence in
MS has not been previously documented. The study hypothesizes
that echopraxia may serve as a predictor of cognitive impairment in
MS patients.

Methods: The research involved 21 patients with relapsing-remitting
multiple sclerosis (RRMS) at the University Hospital Dr. Josep Trueta
of Girona. Two cohorts, matched for age, gender, and clinical fea-
tures, were established: one with 13 RRMS patients exhibiting
echopraxia (RRMSwE) and another with 11 control RRMS patients.
Tractography was used to identify morphological alterations in the
cingulate gyrus, a region implicated in echopraxia pathogenesis.
Circulating miRNAs in plasma from MS patients with and without
echopraxia were also analyzed.

Results: Patients with echopraxia, particularly those with affective
disorders had lower cingulate fiber numbers. Circulating miRNA
analysis revealed that miR-143-3p and miR-181c-5p were twice less
abundant in RRMSwWE compared to RRMS patients. These miRNAs
have been associated to cognitive impairment in patients with MS.
Conclusion: Atrophy of cingulum measured by tractography might
be a radiological marker of echopraxia in patients with affective
disorders such as depression. Some miRNAs (miR-143-3p and miR-
181c-5p) involved in the cognitive impairment associated to MS
could be related to echopraxia. Thus, echopraxia emerges a potential
biomarker for predicting cognitive decline in patients with RRMS.

Disclosure: Nothing to disclose.
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EPO-182 | Comparing adult-onset and late-onset multiple with AOMS (11/130, 8.5% of RRMS patients). Disease-modifying

sclerosis: A real-world study

K. Ahtinen®; I. Korhonen?; I. Rauma®?; H. Kuusisto'?3

Faculty of Medicine and Health Technology, Tampere University,
Tampere, Finland; >Neural Medicine Responsibility Sector, Department
of Sensory, Neural, and Musculoskeletal Medicine, Neurocenter Finland,
Tampere Brain and Mind, Tampere University Hospital, Wellbeing
Services County of Pirkanmaa, Tampere, Finland; 3Department of
Health and Social Management, Faculty of Social Sciences and Business
Studies, University of Eastern Finland, Kuopio, Finland

Background and Aims: The clinical presentation of multiple sclero-
sis (MS) may vary according to onset age. This Finnish retrospective
registry study compares clinical characteristics of older adults (65+)
with adult-onset MS (AOMS, onset at 18-49years) and late-onset
MS (LOMS, onset after 50years).

Methods: Utilizing the Finnish MS registry, we analysed data of all
older adults with MS in the catchment area of Tampere University
Hospital (TUH, approximately 500,000 inhabitants) as of November
5th, 2023. Exclusions comprised patients with paediatric onset MS
or unknown onset age.

Results: Altogether 248/1395 (17.8%) individuals from the catch-
ment area of TUH were included, with 207/248 (83.5%) classified
as having AOMS and 41/248 (16.5%) as having LOMS. Demographic
details are presented in Table 1, age distribution in Figure 1 and MS
diagnoses in Figure 2. At data acquisition, most patients had a pro-
gressive disease course (160/248, 64.5%), but primary progressive
MS (PPMS) was more common in LOMS (15/41, 36.6%) compared
to AOMS (26/207, 12.6%). No difference in disability outcomes
emerged after 65years. Among individuals with a current or previous
relapsing-remitting disease course, those with LOMS exhibited more
relapses after 65years (6/15, 40.0% of RRMS patients) than those

TABLE 1 Demographic details. AOMS, adult-onset MS; LOMS,
late-onset MS; CIS, clinically isolated syndrome; RRMS, relapsing-
remitting MS; SPMS, secondary progressive MS; PPMS, primary
progressive MS; EDSS, Expanded Disability Status Scale.

Data available AOMS LOMS
AOMS; LOMS (n=207) (n=41)
Age
At disease onset years, mean 207, 41 365(84) 552(54)
(SD)
At diagnosis (excluding CIS) years, mean 207, 41 437(9.9) 56.8 (7.0)
(SD)
Al data acquisition years, median 207, 41 71.7 (65.0- 774 (651-
(min-max) 919) 901)
Disease duration from onset years, mean 207, 41 359(97) 211(80)
(SD)
Sex category 207, 41
Femalo n (%) 147 (71.0) 26 (63.4)
Malo n (%) 60 (29.0) 15 (36 .6)
Smoking 155; 28
No n (%) 91(58.7) 19 (67.9)
Yes n (%) 27(17.4) 4(14.3)
Quit n (%) 37(239) 5(17.9)
Diagnosis / phenotype
Initial 207, 41
cIs n (%) 42(203) 8(195)
RRMS n (%) 100 (48.3) 12 (29.3)
SPMS n (%) 25(121) 2(49)
PPMS n (%) 22(106) 15 (36.6)
Unspecified n (%) 18(8.7) 4(98)
At data acquisition 207, 41
RRMS n (%) 56 (27.1) 8(19.5)
SPMS n (%) 105 (50.7) 12(293)
PPMS n (%) 26 (126) 17 (415)
Unspecified n (%) 20(9.7) 4(98)
EDSS
last available visit after the median (min- 114,29 6.25(0-9.0) 65(1580)
age of 65 years max)

therapies had been used by 49/130 (37.7%) and 8/15 (53.3%) of re-
lapsing remitting AOMS and LOMS patients, respectively.

» Onset type
WAOMS (18-49 years)
WLOMS (50+ years)

Count

65.70 10.75 715.80 80.85 85.90 90.95

Age at data acquisition

FIGURE 1 Age distribution in the study sample at data acquisition.
AOMS, adult-onset MS; LOMS, late-onset MS.

- Onset type

WAOMS (18-49 years)
WLOMS S0+ years)

Unspecified RRMS SPMS PPMS

Diagnosis at data acquisition

FIGURE 2 Distribution of diagnoses at data acquisition. AOMS,
adult-onset MS; LOMS, late-onset MS; RRMS, relapsing-remitting
MS; SPMS, secondary progressive MS; PPMS, primary progressive
MS.

Conclusion: Older adults with MS frequently exhibit a progressive
disease course, and PPMS is particularly common in people with
LOMS. However, in those with relapsing-remitting LOMS, relapses
may sometimes persist beyond 65 years.

Disclosure: KA, IK and IR have no disclosures relevant to this
study. HK is the chair of the Finnish Multiple Sclerosis Current Care
Guidelines working group. IR and HK contributed equally.
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EPO-183 | Clinical presentation of multiple sclerosis in older
adults

I. Korhonen; K. Ahtinen’; I. Rauma®?; H. Kuusisto>?®

Faculty of Medicine and Health Technology, Tampere University,
Tampere, Finland; >Neural Medicine Responsibility Sector, Department
of Sensory, Neural, and Musculoskeletal Medicine, Neurocenter Finland,
Tampere Brain and Mind, Tampere University Hospital, Wellbeing
Services County of Pirkanmaa, Tampere, Finland; 3Department of
Health and Social Management, Faculty of Social Sciences and Business
Studies, University of Eastern Finland, Kuopio, Finland

Background and Aims: Older adults (65+) with multiple sclerosis
(OAwWMS) may carry substantial disease burden from prior activity
or progression. However, limited data exists on their characteristics.
We aimed to assess the clinical presentation of OAWMS in Finland.
Methods: OAWMS treated in Tampere University Hospital (TUH),
Finland, were identified from the Finnish MS registry as of 5th
December 2023. Clinical variables were analysed using summary
statistics.

Results: At data acquisition, the Finnish MS registry included 13,037
subjects (26.8% aged 64 or older) of which 1395 were treated in TUH.
Of these, 264/1395 (18.9%) were identified as OAWMS. Table 1 and
Figure 1 present clinical characteristics and age distribution. Most
patients exhibited a progressive disease course at data acquisition
(170/264, 64.4%). Disease-modifying therapy (DMT) had been used
by 60/150 (40.8%) patients with relapsing-remitting MS (RRMS), as
well as 3/40 (7.7%) patients with secondary progressive MS who
lacked a previous RRMS diagnosis and 1/46 (2.2%) patients with pri-
mary progressive MS. Only one patient with RRMS was currently
on disease modifying therapy (DMT). After 65, relapses occurred
in 18/150 (12.0%) patients with a current or previous RRMS. The
median Expanded Disability Status Scale (EDSS) at the last available

TABLE 1 Demographic details of the study sample. SD, standard
deviation; CIS, clinically isolated syndrome; RRMS, relapsing-
remitting MS; SPMS, secondary progressive MS; PPMS, primary
progressive MS; EDSS, Expanded Disability Status Scale.

Data available
Age
At disease onset years, mean (SD) 255 389 (11,2)
At diagnosis (excluding CIS) years, mean (SD) 264 454 (10.8)
At data acquisition years, median 264 725 (65.0-
(min-max) 91.2)
Disease duration from onset years, mean (SD) 255 324 (11.8)
Sex category 264
Female n (%) 185 (70.1)
Male n (%)
Smoking 193
No n (%) 16 (60.1)
Yes n (%) 32 (16.6)
Quit n (%) 45 (23.3)
Diagnosis / phenotype
Initial 264
CIS n (%) 51 (19.3)
RRMS n (%) 17 (44.3)
SPMS n (%) 28 (10.6)
PPMS n (%) 40 (15.2)
Unspecified n (%) 28 (10.6)
At data acquisition 264
RRMS n (%) 64 (24.2)
SPMS n (%) 125 (47.3)
PPMS n (%) 45 (17.0)
Unspecified n (%) 30 (11.4)
EDSS
last available median (min-max) 243 6.0 (0-9.0)
last available after the age of 65 median (min-max) 152 6.5 (0-9.0)
years

visit after the age of 65years was 6.5 (range 0-9.0). Comorbidities
were present in 205/264 (77.9%) patients.

Count

65.70 10-15 15-80 80.85 85.90 90-95

Age at data acquisition

FIGURE 1 Age distribution in the study sample.

Conclusion: Most OAwWMS had a progressive disease course,
marked disability and comorbidities. Only one subject was on DMT.
Treatment of OAWMS should adopt a multidisciplinary approach, fo-
cusing on rehabilitation, symptomatic treatment, and management
of comorbidities in contrast to DMT.

Disclosure: IK, KA and IR have no disclosures relevant to this
study. HK is the chair of the Finnish Multiple Sclerosis Current Care
Guidelines working group. IR and HK contributed equally.

EPO-184 | Follow-up of NMOSD course by using sensor-based
gait analysis

K. Akarl; H. Youssefi; A. Vuralz; A. Altlnta\§2

IMovement Analysis Laboratory, Ko¢ University Research Center for
Translational Medicine (KUTTAM), Kog University, Istanbul, Turkey;
2Department of Neurology, School of Medicine, Kog¢ University,
Istanbul, Turkey

Background and Aims: Neuromyelitis Optica Spectrum Disorder
(NMOSD) is a rare autoimmune astrocytopathy affecting the cen-
tral nervous system. Despite advancements in targeting pathogenic
factors like AQP4-IgG, understanding the clinical course during
relapse-free periods and the impact on gait and balance remains un-
derexplored. This pilot study employs sensor-based gait analysis to
assess NMOSD progression over one year.

Methods: Patients diagnosed with NMOSD underwent gait and
balance assessments at initial, six-month and one-year visits using
APDM OPAL sensors performing 2 MWT, T25FW, and various bal-
ance tasks. Paired Student t-tests compared the first visit to six
months and one year, while mixed-effects analysis and Holm-Sidak's
tests assessed changes across three visits.

Results: Thirteen NMOSD patients participated, with four complet-
ing six months and three completing one-year visits. Paired t-test
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showed no change in gait and balance, but a trend emerged in mixed-
effect analysis, suggesting decreased double support (p=0.09), in-
creased midswing elevation (p=0.09), increased single limb support
(p=0.07) and decreased terminal double support phase (p=0.08).
Most parameters were successfully matched except toe-out angle,
coronal ROM, and turn angle during gait analysis. Balance param-
eters when eyes were closed, feet apart on foam, and feet together
did not change throughout a year of analysis in three visits con-
ducted with mixed-effect analysis.

Conclusion: This ongoing study aims to reveal sensor-based gait
analysis to monitor disability in NMOSD. Continuous tracking
of the disease course is essential due to unpredictable prognosis.
Highlighting parameters with matching success is crucial for effec-
tive disease follow-up, urging an increase in participant numbers for
robust outcomes.

Disclosure: Nothing to disclose.

EPO-185 | Seizures in inflammatory demyelinating disorders of

the central nervous system

O. Ertiirk Cetin; i. Giingér Dogan; U. Zanapalioglu; F. Yadi;
D. Cetinkaya Tezer; S. Demir
Department of Neurology, University of Health Sciences, Sancaktepe

Sehit Prof Dr ilhan Varank Training and Research Hospital

Background and Aims: Multiple sclerosis (MS), neuromyelitis optica
spectrum disorder (NMOSD), and myelin oligodendrocyte glycopro-
tein antibody associated disease (MOGAD), may be associated with
acute symptomatic seizures and chronic epilepsy as well. The clinical
features of the seizures and/or accompanying epilepsy seen in each
disease group may vary. We aimed to describe the clinical features of
seizures and epilepsy in our demyelinating patient population.

Methods: We retrospectively analyzed patients who were followed
up in our tertiary referral center between 2019 and 2024. Those
with a definite diagnosis of MS, NMO and MOGAD were identified.
Patients who had at least one seizure before, simultaneously or after

the diagnosis of demyelinating disease were included in the study.

MS patients between 2020-2024
(n=1735)

Patients with at least a seizure
(n=40)
Patients with non-MS related etiology
= (n=10)
MS related seizure
(n=30)

Single seizure Recurrent seizures
(n=4) (n=26)

FIGURE 1

Results: Among 1735 patients with MS, 40 had experienced at least
one epileptic seizure (2.3%). Thirty patients (1.7%) had seizures that
could not be explained by other factor than MS. The interval be-
tween MS-epilepsy diagnosis was longer and seizure recurrence was
more in SPMS compared to RRMS. However, the prognosis of epi-
lepsy was good in both subtypes. Out of 21 patients with NMOSD,
none had a seizure during follow-up. Out of 56 patients with
MOGAD seizures were observed in three (5.4%). All of them had

status epilepticus either at onset or during the course of the disease.

MRI of patient 1 with MOGAD

MRI of patient 3 with MOGAD

Conclusion: While the seizure seen during the relapses may be
related to new cortical lesion formation and acute inflammation,
it is more likely to be due to chronic atrophy, especially in SPMS.
Prevalence of status epilepticus was common in MOGAD patients.

Disclosure: Nothing to disclose.
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EPO-186 | Does natalizumab affect oligoclonal bands in the

cerebrospinal fluid of patients with multiple sclerosis?

A. Liampasl; V. Tseriotis%; G. Vavougios3; P.Zis% G. Hadjigeorgioua;
P. Bargiotas®; C. Pourzitaki?; A. Artemiadis®

!Department of Neurology, Nicosia General Hospital, Nicosia,

Cyprus; 2Laboratory of Clinical Pharmacology, Aristotle University of
Thessaloniki, Thessaloniki, Greece; 3Department of Neurology, Medical

School, University of Cyprus, Nicosia, Cyprus

Background and Aims: The pathological role of cerebrospinal fluid
(CSF) oligoclonal bands (OCBs) in multiple sclerosis (MS) has been
demonstrated. Long-lived plasma cells are the main cells contribut-
ing to production of OCBs. Our aim was to demonstrate the quan-
titative effect of natalizumab (NTZ) on OCBs in the CSF of patients
with MS.

Methods: A systematic search on MEDLINE, SCOPUS and Web of
Science for English-written and peer-reviewed longitudinal stud-
ies on adults was performed. Meta-analysis of the data was also
performed.

Results: Eight eligible studies of adequate quality with a total sample
of 326 relapsing- remitting MS patients were included. A summary
rate of 14.07% [95% Cl, 4.48%-36.36%] was observed for complete
loss of OCBs and 42.02% [95% Cl, 15.23%-74.51%)] for reduction in
OCB number or intensity was observed, both with considerable het-
erogeneity. Pooled estimates dropped (11% [95% Cl, 0.04%-0.29%]
and 34% [95% Cl, 0.11%-0.68%)] respectively) after the identifica-
tion of an influential study. Multivariable meta-regression identified
1gG index as a factor contributing to heterogeneity (adj. p=0.0279),
regarding reduction of OCB number or intensity.

Study Events Total Proportion 95%-CI
Villar 2012 0 23— 0.00 [0.00;0.15)
Warnke 2014 0 ol 0.00 [0.00; 0.46)
Schiiter 2021 3 33 i 0.09 [0.02;0.24)
Subramanian 2021 9 93 0.10 [0.05;0.18]
Largey 2019 2 15 48— 0.13 [0.02; 0.40)
Harrer 2012 12 73 - 0.16 [0.09;0.27]
Mancuso 2014 12 24 L 3 0.50 [0.29;0.71)
Glehn 2012 4 6 L 0.67 [0.22;0.96)
Random effects model 273 == 0.14 [0.04; 0.36)

Prediction interval
Heterogeneity: /° = 73%, p < 0.01

[0.01; 0.82)

Forest plots of the meta-analysis on the proportion of patients with
complete loss of OCBs after NTZ treatment.

Study Events Total Proportion 95%-Cl
Subramanian 2021 9 88 = 0.10 [0.05:0.19]
Harrer 2012 12 73 & 0.16 [0.09;0.27)
Schiiiter 2021 5 28 —=— 0.18 [0.06; 0.37]
Largey 2019 3 14 —=— 0.21 [0.05;0.51]
Villar 2012 10 19 —— 0.53 [0.29; 0.76]
Glehn 2012 4 6 -_— 0.67 [0.22;0.96)
Mancuso 2014 18 22 —— 0.82 [0.60: 0.95]
Warnke 2014 6 6 —= 1.00 [0.54; 1.00]
Random effects model 256 ———————— 0.42 [0.15; 0.75]

Prediction interval
Heterogeneity: 1?=85%, p <0.01

[0.01; 0.98]

Forest plots of the meta-analysis on the proportion of patients with
reduction of OCB number or intensity after NTZ treatment.

Conclusion: In conclusion, our systematic review and meta-analysis
showed that NTZ can lead to reduction of intrathecal OCBs in MS
patients, indicating a possible effect of NTZ on memory plasma cells
which are the main source of OCBs in MS.

Disclosure: Nothing to disclosure.

EPO-187 | Identifying definite patterns of unmet needs in
patients with multiple sclerosis using unsupervised machine

learning

E. Maida®; G. Abbadessa®; E. Cocco?; P. Valentino®; A. Lerede?;

J. Frau®; G. Mielel; F. Bile!; M. Vercellino®; F. Patti®; G. Borriello;
P. Cavalla®; M. Sparacol; L. Lavorgnai; S. Bonavita!

1Department of Advanced Medical and Surgical Sciences, University
of Campania “Luigi Vanvitelli”, Naples, Italy; 2Department of Medical
Science and Public health, Centro Sclerosi Multipla, University of
Cagliari, Cagliari, Italy; *Institute of Neurology, University Magna
Graecia, Catanzaro, Viale Europa, Catanzaro, Italy; 4Depart“meni.“ of
Brain Sciences, Imperial College London, London W120BZ, UK; °MS
Center, Department of Neuroscience, City of Health and Science
University Hospital of Turin, Turin, Italy; °Department "GF Ingrassia",
Section of Neurosciences, University of Catania, Catania, Italy; "MS
Center, Hospital San Pietro Fatebenefratelli, Rome, Italy

Background and Aims: People with Multiple Sclerosis (PwMS) ex-
hibit a spectrum of needs that extend beyond solely disease-related
determinants. Investigating unmet needs from the patient per-
spective may address daily difficulties and optimize care. Our aim
was to identify patterns of unmet needs among PwMS and their
determinants.

Methods: We conducted a cross-sectional multicentre study. Data
were collected through an anonymous, self-administered online
form. To cluster PwWMS according to their main unmet needs, we
performed agglomerative hierarchical clustering algorithm. Principal
component analysis (PCA) was applied to visualize cluster distribu-
tion. Pairwise comparisons were used to evaluate demographics and
clinical distribution among clusters.

Results: Out of 1,764 mailed questionnaires, we received 690 re-
sponses. Access to primary care was the main contributor to
the overall unmet need burden. Four patterns were identified:
Cluster C1, "Information-Seekers with Few Unmet Needs"; Cluster
C2, "High Unmet Needs"; Cluster C3, "Socially and Assistance-
Dependent"; Cluster C4, "Self-Sufficient with Few Unmet Needs".
PCA identified two main components in determining the patterns:
the “public sphere” (access to information and care) and the “private
sphere” (need for assistance and social life). Older age, lower edu-
cation, longer disease duration, and higher disability characterized
clusters with more unmet needs in the “private sphere”. However,
demographic, and clinical factors failed in explaining the four identi-

fied patterns.
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Hierarchical Clustering Dendrogram
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Hierarchical clustering dendrogram. The figure displays the
hierarchical clustering dendrogram generated using the Ward
linkage method.
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Conclusion: Our study identified four unmet need patterns among
PwMS, emphasizing the importance of personalized care. While clini-
cal and demographic factors provide some insight, additional variables
warrant further investigation to fully understand unmet needs in PwMS.
Disclosure: Nothing to disclose.

EPO-188 | Systemic inflammation biomarkers in multiple
sclerosis as potential indicators of underlying inflammatory

process

E. Maida; G. Miele; D. Mele; G. Abbadessa; M. Sparaco; L. Lavorgna;
G. Romano; E. Signoriello; G. Lus; S. Bonavita
Department of Advanced Medical and Surgical Sciences, University of

Campania “Luigi Vanvitelli”, Naples, Italy

Background and Aims: The role of systemic inflammation biomark-
ers has been investigated in several autoimmune diseases. Our
study aimed to assess whether inflammatory indices differ between
healthy individuals and people with Multiple Sclerosis (PwMS), and
explore whether they may correlate with demographic, clinical, and
laboratory variables.

Methods: We conducted a retrospective study involving 100 PwMS
admitted to our MS Center, and 83 age- and sex-matched healthy
controls. Demographic, MS characteristic and laboratory data, in-
cluding lymphocyte subsets, were collected. Neutrophil/lymphocyte
ratio (NLR), platelet/lymphocyte ratio, monocyte/lymphocyte ratio,
Systemic Inflammation Index and Systemic Immune-Inflammation
Index (SIRI) were calculated.

Results: NLR and SIRI values were significantly higher in PwMS than
in healthy control group (p=0.03, p=0.02, respectively). In the lin-
ear regression model, NLR was associated with primary-progressive
forms (PPMS) (p=0.03), higher number of oligoclonal bands (p=0.03)
and higher frequency of relapses before the diagnosis (p=0.03). SIRI
was associated with PPMS (p=0.03) and higher frequency of re-
lapses before the diagnosis (p=0.04). NLR and SIRI were associated
with higher absolute CD20+ B cells count at disease onset (p=0.02,
p<0.01, respectively).

Patient Group Control Group p-value
(2=100) (0=83)
Age, mean (SD), years 38.07 (13.09) 40.96 (15.06) 0.17
Female, No (%) 66 (66)

34 (55.42) 0.15

Duration of MS disease, mean (SD), | 1.4 (9.95)
years

MS clinical descriptors, No (%)
RRMS

84(84)
SPMS 8(8)
PPMS 3(8)
EDSS, mean (SD) 2.01(1.47)

Demographic and clinical characteristics of the two groups.

Conclusion: The results may highlight the role of NLR and SIRI as
potential indicators of an underlying inflammatory process. The cor-
relation with B cells at onset can further support the evidence in
favour of their critical role in MS pathogenesis. Further studies are
needed to validate such findings and assess the potential impact of
disease-modifying therapies on systemic inflammation biomarkers.
Disclosure: Nothing to disclose.
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EPO-189 | Natalizumab efficacy on radiological and clinical

parameters in pediatric-and adult-onset multiple sclerosis

M. Puthenparampil®; M. Gaggiola®; M. Ponzano?; G. Scialpi;

G. Zanotell!; A. Miscioscial; A. Berardi'; M. Nosadini®; S. Sartori®;
P. Perini’; F. Rinaldi®; F. Bovis? P. Gallo*

1Department of Neurosciences, University of Padua; 2Department of
Health Sciences, Section of Biostatistics, University of Genova, Genova,
Italy; 3Paediatric Neurology and Neurophysiology Unit, Department of
Women's and Children's Health, University Hospital of Padova, Italy

Background and Aims: Pediatric-onset Multiple Sclerosis patients
(POMS) is characterized by a more rapid accumulation of CNS in-
flammation than Adult-Onset MS (AOMS). Therefore, the early use
of HET has been highly recommended in POMS.

Methods: All patients who started natalizumab (NTZ) were enrolled
in this retrospective single-centre study and were clinically evalu-
ated at baseline and then every six months with EDSS score. The
cohort was then divided based on age at onset in Pediatric-Onset
(POMS) and Adult-Onset AOMS) MS and were propensity-matched.
SDMT was assessed at baseline in all patients and in a sub-cohort of
POMS (29) and AOMS (30) at least 2 years after baseline assessment.
Results: From 38 POMS and 122 AOMS, propensity-matching de-
fined a cohort of 36 POMS and 72 AOMS. The effect on inflamma-
tory MRI and clinical was evaluated by survival analysis did not differ
between AOMS and POMS (p=0.924). PIRA was documented in 9
AOMS (12.5%, p=0.0278) during the follow-up (LogRank p-value
0.014). Corrected SDMT values did not differ between POMS and
AOMS at baseline (49.43 +14.74 and 49.71 + 10.75, p=0.639). While
z-score improved in both AOMS and POMS (p <0.001), annualized
z-score change was significantly higher in POMS than in AOMS
(0.41+0.40 vs 0.25+0.34, p=0.023).
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SDMT score at baseline and during the follow up

Conclusion: Evaluation of inflammatory and clinical outcomes did
not reveal any significant difference between POMS and AOMS, in-
dicating an excellent response to NTZ in both groups. The favorable
outcomes observed in clinical, radiological, and neuropsychological
parameters support the use of NTZ as a viable treatment option in
POMS.

Disclosure: M.P. reports grants from Almirall, Teva, Sanofi Genzyme,
Merck Serono, Biogen Italy and Novartis; consultancy for Novartis,
Biogen Italy and Sanofi Genzyme; board membership Sanofi
Genzyme, Novartis and Biogen Italy. M.G. M.Po, G.S., G.Z., A.M.,
N.M., and S.S. have nothing to disclose. P.P. reports grants from
Almirall, Teva, Sanofi Genzyme, Merck Serono, Biogen Italy, Novartis
and Roche; consultant for Novartis, Biogen Italy, Sanofi Genzyme
and Roche. F.R. report grants from Almirall, Teva, Sanofi Genzyme,
Merck Serono, Biogen lItaly, Novartis; consultancy for Novartis,
Biogen Italy and Sanofi Genzyme. P. G. reports grant from Almirall,
Teva, Sanofi Genzyme, Merck Serono, Biogen Italy, Novartis, Roche
and Bristol Myers Squibb; consultancy for Novartis, Biogen Italy,
Sanofi Genzyme, Roche and Bristol Myers Squibb; board member-
ship Sanofi Genzyme, Novartis, Biogen Italy, Roche, Merck Serono
and Bristol Myers Squibb.

EPO-190 | Retinal microglia changes in relapsing-remitting
multiple sclerosis under natalizumab therapy

M. Puthengaramgili; E. Basilii; M. PonzanoZ; V. Mauceril;

F. De Napoli'; A. Miscioscia®; E. Pilotto®; L. Rossi*; P. Perini';

F. Rinaldi®; F. Bovis? P. Gallo*

1Department of Neurosciences, University of Padua, Padua, Italy;
2Department of Health Sciences, Section of Biostatistics, University
of Genova, Genova; 3Department of Neurosciences-Ophthalmology,
University of Padua, Padua, Italy; 4Department of Medicine, Surgery
and Health Sciences, University of Trieste, Italy

Background and Aims: Microglia (MG) is suggested to play an im-
munopathological role of in Multiple Sclerosis (MS). In vivo analysis
of retinal MG proliferation/activation, evaluating Retinal Hyper-
reflective Foci (HRF) by Optic Coherence Tomography (OCT), in MS
patients under disease modifying therapies may help to clarify MS
immunopathology as well as drug's mechanism of intrathecal action.
Methods: The effect of NTZ in retinal MG on 36 Relapsing-Remitting
MS (RRMS) patients was investigated in a retrospective, single-
centre study. OCT was performed immediately before the first infu-
sion and then between infusion 3 and 4, infusion 6 and 7, infusion
11 and 13. Peripapillary and macular scans were acquired, evaluat-
ing peripapillary retinal nerve fiber layer (pRNFL) thickness, macular
volumes (vertical scans), and HRF count (horizontal scan) in Ganglion
Cell Layer (GCL), Inner Plexiform Layer (IPL) and Inner Nuclear Layer
(INL). Clinical examination was performed every six months.

Results: HRF count significantly increased under NTZ therapy
(p<0.001) in both GCL (18.85+ 6.93 at baseline, 28.24 +9.55 after
12 months) and IPL (25.73+7.03 at baseline, 33.21+8.50 after
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12 months) but remained stable in INL (33.65+7.76 at baseline,
36.06+6.86 after 12 months, p=0.868), while no relevant modifica-

tion of pRNFL and macular volumes were observed during the study.
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HRF count in MS patients treated with Natalizumab

Conclusion: In RRMS NTZ affects retinal MG activation (HRF count)
in GCL and IPL, but not in INL, suggesting that NTZ does not impact

on all the aspects of MS immunopathology.

Disclosure: M.Pu., report travel grants, consultancy, and board mem-
bership from Almirall, Teva, Sanofi Genzyme, Merck Serono, Biogen
Italy, Novartis, Bristol Myers Squibb, Janssen, and Alexion. E.B., M.Po.,
A.M,, E.P, F.B. have nothing to disclose. V.A.M reports travel grants
from Sanofi Genzyme, Biogen, and Viatris. P.P. reports grants from
Almirall, Teva, Sanofi Genzyme, Merck Serono, Biogen Italy, Novartis,
Roche, Alexion, Janssen, Brystol Mayer Squibb; consultancy for
Novartis, Biogen Italy, Sanofi Genzyme, Roche, Janssen, Brystol Mayer
Squibb. RF report grants from Almirall, Teva, Sanofi Genzyme, Merck
Serono, Biogen Italy, Novartis, consultancy for Novartis, Biogen Italy,
Sanofi Genzyme. P.G. reports grant, consultancy, and board member-
ship for Almirall, Teva, Sanofi Genzyme, Merck Serono, Biogen Italy,

Novartis, Roche, Bristol Myers Squibb, Janssen, and Alexion.

EPO-191 | PAIl mutation 4G/5G-coagulopathy risk factor for
multiple sclerosis?

M. Cholakova
Nikolay Mihnev

Background and Aims: Homozygous carrying of the PAI mutation,
4G/4G is clinical significant for thrombotic events. In multiple scle-
rosis (MS), malfunction of the plasminogen activation system and
blood brain barrier disruption are pathological processes that might
lead to an abnormal fibrin(ogen) extravasation into the parenchyma.
Methods: Healthy controls, patients with ischemic stroke, patients
with MS, MRI, laboratory tests for thrombophilia, neurological ex-
amination, statistical analysis

Results: A prospective clinical trial of 54 patient with multiple scle-
rosis, 69 healthy controls and 101 patients with ischemic stroke. A
total of number of 101 patients with ischemic stroke under 50years
were screened, 67 were examined for PAI mutation. The healthy
control group consists of 44 women and 25 men. Homozygous car-
rier of the PAI mutation 4G/4G variant was found to increase the
chance of stroke 3.00 times [OR=3.00; Cl: (0.70-12.93)]. Patients
with multiple sclerosis were 54, with the majority of female - 39,
and male - 15. We compared the groups of patients with stroke and
multiple sclerosis to evaluate prevalence of PAI-1 mutation in both
cohorts. According to our study, PAI-1 mutation could be a risk fac-
tor for the development of multiple sclerosis (p-value<0.00001)
and ischemic stroke at a young age (p <0.05), and the difference be-

tween the two groups and healthy controls is statistically significant.

TABLE 1
Age
Gender n % Standad
average deviati Min
eviation
Female 32 31,7 41.66 7.196 19
Male 69 68,3 42,55 6,388 18
Total 101 100 4227 6,632 18
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TABLE 2, 3
I Age t dfr |
Group N Standard -
Mean . Min Max
deviation
Healthy
69 40,45 823 18,00 | 50,00
controls
Patients | I 5.09 168
101 4227 6.63 18,00 | 50,00
with stroke
Total | 170 | 3991 | 7.84 | 18.00 | 50.00
Age
B it
St e FPR | R P
deviation
Control 69 40.45 823 18.00
MS 54 32.796296 10.51572 18,00
TABLE 4 Graphic 1
Marginal Row
Mutant 4G/4G Normal 4G/5G or SG/5G |+ o
Totals
MS 24 30 54
Control 3 66 69

controls vs MS patients

Conclusion: PAI mutation could play a role as a risk factor for devel-
opment of demyelinating disease like MS. In the future examination
of patients with MS for PAI mutation could play role for the choice
of treatment and prevention of invalidation.

Disclosure: No.

EPO-192 | Efficacy and safety profile of ocrelizumab in primary
progressive multiple sclerosis patients from Montenegro

M. Roganovic; S. Perunicic; J. Erakovic; L. Radulovic; D. Milikic;
B. Vujovic; Z. Idrizovic; S. Vujovic; M. Debeljevic; S. Gluscevic;
M. Dajevic; S. Bojovic; A. Gucci; S. Martinovic

Clinic for Neurology, Clinical Center of Montenegro, Ljubljanska bb,
81000 Podgorica, Montenegro

Background and Aims: As only registered drug for patients with pri-
mary progressive multiple sclerosis (PPMS), ocrelizumab is in use in
Montenegro since March 2019. Efficacy and safety of ocrelizumab
in PPMS patients was confirmed in ORATORIO trial, as well as in
several real-world studies. Our aim is to evaluate efficacy and safety
of Ocrelizumab in PPMS patients in Montenegro.

Methods: We retrospectively examined data of PPMS patients
treated with ocrelizumab in Montenegro from March 2019 to
September 2023.

Results: During the abovementioned period, we treated 73 PPMS
patients, mean aged 51.6+10.6years. In 61.6% of patients baseline
Expanded Disability Status Scale (EDSS) was 5.5 or higher. During

the follow-up period, no EDSS worsening was observed in 70.3% of
treated-patients, while treatment was stopped in 16 patients: due
to EDSS progression in 6 patients; due to death in 3 patients; due to
adverse event (AE) in 1 patient; due to other reasons in 2 patients.
Treatment discontinuation was choice of 4 patients. Regarding MRI
activity during the follow-up period, presence of T1Gd+ lesions was
detected in 1 patient, while 4 patients developed new/enlarging T2
lesions. Elevation of hepatic transaminases was observed in 10.6% of
patients; lymphopenia grade 2 in 1.5%; one patient developed cervi-
cal malignancy. Urinary tract infection was detected in 3% of patients.
Conclusion: Our data, similar to other real-world studies, confirmed
good efficacy as well as favorable safety profile of ocrelizumab in
PPMS patients.

Disclosure: All authors have received speaker honoraria and/or

travel grants.

EPO-193 | Executive dysfunction in multiple sclerosis patients

S. Sellami; N. Farhat; N. Bouattour; K. Moalla; H. Haj Kacem;

S. Daoud; S. Sakka; M. Damak; C. Mhiri

Neurology Department and Research Laboratory LR12SP19, Habib
Bourguiba University Hospital, Sfax, Tunisia

Background and Aims: Executive dysfunction occurs in 15%-28% of
Multiple Sclerosis (MS) patients. The aim of this study is to identify
characteristics of Executive Function Disorders (EFD) in a clinical co-
hort of Tunisian patients with MS.

Methods: A group of patients diagnosed with definite MS according
to the 2017 McDonald criteria and followed up in the department
of Neurology of Habib Bourguiba Hospital-Tunisia and a group of
control subjects were assessed with a battery of classical executive
tests which included semantic and phonemic verbal fluency test
(SVFT/PVFT), Go/no-Go, digit-span-backwards and Delis Kaplan
Executive Function System (D-Kefs).

Results: 70 MS patients with an average age of 34,6years and 50
control subjects were included. As compared to controls, 74% of MS
patients had executive disorders perceived by the D-Kefs (p=0.03).
The planning ability and the mental flexibility were disrupted as evi-
denced by impaired verbal fluency in all MS patients. The phonemic
verbal fluency was clearly more affected (p=0.049). There were no
significant alterations regarding scores of Go/no-Go test (p=0.3) and
digit-span-backwards test (p=0.4) in MS group compared to con-
trols. Patients with SPMS (secondary progressive multiple sclerosis)
showed significant EFD than those with RRMS (relapsing-remitting
multiple sclerosis). Our study also showed a significant correla-
tion between EFD and the EDSS (Expanded Disability Status Scale)
(p=0.002). No impact of DMT (disease modifying therapy) on EFD.
Conclusion: These results suggest that there are executive difficul-
ties that are commonly found among patients with MS. The iden-
tification of these profiles in clinical practice could allow for more
individualized rehabilitation.

Disclosure: Nothing to disclose.
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EPO-194 | Assessment of visual function in multiple sclerosis

patients over time

C. Oreja-Guevara®; E. Alba-Suarez’; I. Gomez-Estévez’;

L. Garcia-Vasco; E. Santos-Bueso?; J. Rouco-Maseda®;

J. Quezada-Sanchez?

1Neurology, Hospital Clinico San Carlos, Idissc, Madrid, Spain;
20phtalmology, Hospital Clinico San Carlos, Madric, Spain; *Ciencias de

la Computacion, Universidad de Coruia, Spain

Background and Aims: Optic neuritis (ON) is often the first symptom
at the onset of MS and can impair visual function. Objective: To lon-
gitudinally analyse the visual function in MS patients.

Methods: Stable MS patients over six months were included, with
two assessments: baseline (V1) and one year later (V2). Visual acuity
(VA), VA2.50% and VA1.25% were measured with ETDRS and low
contrast test. Colour vision with Ishihara and Farnsworth-Munsell
D28 (FM-D28) test. Contrast sensitivity with Pelli-Robson test.
Comparisons were drawn between eyes affected by previous optic
neuritis (ON) and those not.

Results: with Pelli-Robson test. Comparisons were drawn be-
tween eyes affected by previous optic neuritis (ON) and those not.
Results Thirty-two patients, predominantly female (22), average age
43, were studied. Twenty eyes with previous ON. VA, VA2.50%,
VA1.25% and contrast sensitivity showed significant differences be-
tween both groups (ON vs. no ON) in V1 and V2 (p <0.05). After one
year a significant worsening in visual function (p <0.05) in the non-
ON group were observed. The ON group showed significant reduc-
tions in VA1.25% (p=0.005) and contrast sensitivity (p=0.000). In
the Ishihara test at V1 and V2, 95.5% of patients without optic neu-
ritis had normal results. Meanwhile, 10% of the patients in the optic
neuritis group displayed abnormalities. The non-ON group showed
43.2% altered FM-D28 values in V1 and 47.7% in V2. The ON group
showed 80% of altered values in V1 and 85% in V2.

Conclusion: Visual acuity and contrast sensitivity decline as the dis-
ease progresses. The FM-D28 test offers a more precise evaluation
of color vision.

Disclosure: Nothing to disclose in relation with the abstract.

EPO-195 | Hyperreflective foci in the inner retina in multiple
sclerosis: Preliminary results of an external validation study

N. Kra'ncl; T. Zrzavyl; F. Leutmezerl; B. Kornekl; P. Rommeri;

T. Bergeri; B. Pemp2; G. Bsteh?

IDepartment of Neurology, Medical University of Vienna, Vienna,
Austria; ’Department of Ophthalmology, Medical University of Vienna,
Vienna, Austria

Background and Aims: Microglia, the resident immune cells of the
central nervous system, are increasingly recognized to play an im-
portantrole in the pathophysiology of multiple sclerosis (MS). Retinal
microglia may be visualized as hyperreflective foci (HRF) by optical

coherence tomography (OCT), but their origin and clinical relevance
remain controversial.

Methods: In this cross-sectional retrospective study, we included
patients with MS (pwMS) who had undergone an OCT scan. HRF
counting was performed separately in the ganglion cell-inner plexi-
form layer (GCIPL) and the inner nuclear layer (INL). Eyes with a
clinical history of ON or asymptomatic ON (interocular asymmetry
with cut-off values of =5um for pRNFL and 24um for GCIPL) were
excluded from the analysis.

Results: In total, we included 38 eyes of 36 pwMS (47.2% fe-
male, median age 31.5years (24.9-43.8), median disease duration
1.8years (0.1-10.2), median EDSS 1.0 (0-2.5)). Mean GCIPL and INL
thicknesses were 67.3 pm (7.2) and 34.7 pm (2.2), respectively. The
mean GCIPL HRF count was 10.8 (3.9), and the mean INL HRF count
was 9.5 (5.5). The INL HRF count was associated with the INL thick-
ness (p=0.43; 95% CI 0.05, 0.30; p=0.009), whereas the GCIPL HRF
count was not associated with the GCIPL thickness (3=0.12; 95% CI
-0.42, 0.86; p=0.490).

HRF Protocol. Macular scan and HRF visualization in a patient
with MS. HRF were defined as isolated, small sized (<30 pm),
punctiform elements with moderate reflectivity but without any
back shadowing.
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The INL HRF count was associated with the INL thickness, whereas
the GCIPL HRF count was not associated with the GCIPL thickness.

Conclusion: This study demonstrated that HRF can be assessed by
OCT and confirmed that the INL HRF count is associated with the
INL thickness, providing indirect evidence that HRF may indeed rep-
resent activated microglia. Further studies are needed to confirm
their clinical relevance.

Disclosure: Nothing to disclose.
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EPO-196 | Advancing clinical practice: Impact of online
education on implementation of novel therapies for myasthenia
gravis

A. Stan®; M. Calle!; F. David®; F. Sacca?
lMedscape LLC, New York, New York, USA; 2University of Naples
Federico I, Napoli, Italy

Background and Aims: We developed an online CME activity ti-
tled: “Navigating the Changing Landscape in Myasthenia Gravis: An
Expert Case-Based Discussion”. We hypothesized that participation
in this education would lead to improved knowledge of implement-
ing targeted MG treatments.

Methods: Neurologists participated in a 30-min expert discussion
educational activity (www.medscape.org/viewarticle/993422).
Educational effect was assessed using a repeated-pair design with
pre-/post-assessment. Three multiple choice questions assessed
knowledge and 1 question (Likert-type scale) assessed confidence.
A paired samples t-test was conducted for significance testing on
overall average number of correct responses and for confidence rat-
ing, and a McNemar's test was conducted at the learning objective
level (5% significance level, p<.05). Cohen's d with correction for
paired samples estimated the effect size of the education on number
of correct responses (<.20 modest, .20-.49 small, .59-.79 moderate,
2.80 large). Data were collected from 7/14/2023 to 10/25/2023.
Results: A total of 789 neurologists participated of which 104 com-
pleted all the pre- and post-activity questions during the study
period. Overall 64% neurologists improved their knowledge and
competence related to implementing novel targeted therapies in the
management of MG (average knowledge/competence pre: 33% vs
post: 68%) p <.001, Cohen's d=1.02) (see Table). 56% had increased
confidence in appropriately integrating novel targeted therapies for
MG.

TABLE Impact of education on neurologists’ knowledge and
competence

Learning Objective Aggregated data Linked Learning Results®

Knowledge : Average % of P- % Improved"® % Reinforced*
| correct value | learners learners
| responses Pre- Pre- vs. Post- Pre- vs. Post-
| vs. Post- education education
| education

Regarding novel targeted therapies for | 23% vs 56% <.001 | 35% 21%

the management of MG |

G |

Related to individualizing | 38% vs 74% <.001 | 56% 33%

therapy for patients with MG

Confidence Mean Pre- vs. % Increased % Maintained
Post-education learners learners
i (1-not Pre-vs. Post- Pre- vs. Post-
confident; 5— education education
very confident)
In appropriately integrating novel | 2.00vs 2.87 <.001 | 56% 44%

targeted therapies for MG such as FcRn |

inhibitors in clinical practice

*Each individual learner tracked pre and post-education
*Incorrect answer pre-education, Correct answer post-education
“Correct answer pre-education, Correct answer post-education

Conclusion: This online CME activity significantly improved neu-
rologists’ knowledge and competence related to implementing novel
targeted therapies in the management of MG; however, substantial
gaps remain which should be addressed in future medical education.
Disclosure: Nothing to disclose.

EPO-197 | Impact of myasthenia gravis on patients' daily life:
Findings from the ME&MGopen decentralised study

C. Barnett-Tapia®; S. Lehnerer?; C. Gorin®; D. Ravindra®; N. Sellami?;
M. Keller*; E. Aras’; E. Touré Cug®; J. Howard Jr®

1Department of Medicine, Division of Neurology. University of Toronto
and University Health Network; 2Charité - Universitdtsmedizin Berlin,
corporate member of Freie Universitdt Berlin and Humboldt-Universitdt
zu Berlin,Department of Neurology with Experimental Neurology,
Berlin, Germany; °Ad Scientiam, Paris, France; *Alexion GmbH;
SAlexion Pharmaceuticals Inc.; °The University of North Carolina, Dept
of Neurology, CB 7025

Background and Aims: Generalised myasthenia gravis (gMG) is an
autoimmune disease causing fluctuating and debilitating muscle
weakness, profoundly affecting patients' quality of life. Capturing
its daily impacts objectively remains a challenge. The ME&MGopen
study aims to address this gap. This study describes gMG impact
using electronic patient-reported outcomes (ePROs) and potential
influencing factors.

Methods: 199 gMG patients were enrolled in ME&MGopen,
a multicountry (USA, Canada), decentralised research study.
Sociodemographic, clinical and treatment data were collected dur-
ing baseline remote visit. Participants used the ME&MGopenTM
digital tool for up to 8 months and completed questionnaires on a
monthly basis (MG-QOL-15r, MG-ADL, ISI, Chronic Pain, PHQ-8).
Results: Of the 199 participants, 65% were female, with a mean
age 57 +16years. 60 self-reported their MGFA Disease Class, with
the following distribution: 55% Class Ill, 28% Class Il, 17% Class IV.
Across all participants, PHQ-8, ISI, Chronic Pain, MG-ADL, MG-
QOL-15r baseline scores indicated a meaningful gMG impact on their
lives [6.5+5.1,9.0+6.0,2.5+2.4,5.2+3.7, 12.0+ 8.0 respectively].
PHQ-8, MG-ADL, MG-QolL-15r scores were significantly higher
when disease control was considered inadequate [9.8 +4.0 (p <0.05),
10.6 +3.2 (p<0.0001), 21.0+6.0 (p<0.01)] versus controlled pa-
tients. PHQ-8 and MG-QoL-15r scores were significantly increased
in patients unable to work [10.0+ 5.0 (p <0.05), 20.0 + 5.7(p < 0.001)]
versus working or unemployed patients.

Conclusion: These findings show the impact of gMG on quality of life,
consistent with literature of gMG. The reliability of ME&MGopenTM
to collect ePROs will be confirmed during upcoming longitudinal
analyses.

Disclosure: Carolina Barnett Tapia: Research funding (paid to her
institution) (Ad Scientiam, Alexion AstraZeneca (AZ) Rare Disease,
Cartesian Therapeutics, US Department of Defence, Muscular
Dystrophy Canada, MGNet, Grifols and Octapharma); Honoraria



ABSTRACT

121 of 457

(consulting and/or Advisory board) fees (AcademicCME, Alexion
AZ Rare Disease, argenx, Sanofi, UCB Pharma and Janssen). Sophie
Lehnerer: Lecturing activity (Alexion (AZ Rare Disease), argenx,
Hormosan, UCB); Consultancy work (Alexion (AZ Rare Disease),
Argenx, Biogen, Roche, UCB); Research support (Alexion (AZ Rare
Disease), Argenx, Hormosan, UCB (at Charité - Universititsmedizin
Berlin)) Clarissa Gorin, Dellini Ravindra, Noura Sellami, Emma Touré
Cug: employees of Ad Scientiam. Martin Keller, Emrah Aras: em-
ployees of Alexion Pharmaceuticals Inc. James Howard: Research
funding (paid to his institution) (Alexion AZ Rare Disease, argenx,
Cartesian Therapeutics, Centers for Disease Control and Prevention,
MGFA, Muscular Dystrophy Association, NIH, PCORI, UCB Pharma);
honoraria/consulting fees (AcademicCME, Alexion AZ Rare Disease,
argenx, Biologix Pharma, CheckRare CME, F. Hoffmann-LaRoche
Ltd, Horizon Therapeutics plc, Medscape CME, Merck EMD Serono,
NMD Pharma, Novartis Pharma, PeerView CME, Physicians'
Education Resource (PER) CME, PlatformQ CME, Regeneron
Pharmaceuticals, Sanofi US, UCB Pharma, Zai Labs); non-financial
support (Alexion AZ Rare Disease, argenx, Cartesian Therapeutics,
Toleranzia AB, UCB Pharma and Zai Labs).

EPO-198 | The ME&MGopen study: Analysis of 8-month
adherence trends to a smartphone application in generalized
Myasthenia Gravis

C. Barnett—Tapial; S. Lehnerer2; M. Boyers; N. Sellami3;

D. Ravindra®; M. Keller*; E. Aras®; E. Touré Cuq®; J. Howard Jr®
!Department of Medicine, Division of Neurology, University of Toronto
and University Health Network; 2Charité - Universitdtsmedizin Berlin,
corporate member of Freie Universitdt Berlin and Humboldt-Universitdt
zu Berlin, Department of Neurology with Experimental Neurology,
Berlin, Germany; SAd Scientiam, Paris, France; 4Alexion GmbH;
SAlexion Pharmaceuticals Inc.; °The University of North Carolina, Dept
of Neurology, CB 7025

Background and Aims: Generalised Myasthenia Gravis (gMG) is a
debilitating, chronic, autoimmune disease characterized by fluctuat-
ing fatigable muscle weakness. The ME&MGTM smartphone appli-
cation is a research tool enabling the unsupervised data collection of
gMG symptoms as well as quality of life and mental health measures.
Improving users’ long term adherence will optimize data quality for
research. We evaluated patient adherence to ME&MGTM digital
tests and e-questionnaires in this fully decentralized ME&MGopen
study.

Methods: Patients diagnosed with anti-AChR autoantibody posi-
tive gMG were enrolled in the USA and Canada. Five active digi-
tal tests and five e-questionnaires were completed at baseline and
on a monthly basis for one year. App adherence was assessed until
Day-240.

Results: After their remote baseline inclusion visit, 176 partici-
pants complied to the ME&MGTM tasks (adherence rate=91%).
Adherence rate dropped at Day 30 for both digital tests (78%) and

e-questionnaires (79%) and remained above 60% until Day-240.
Once a digital test or e-questionnaires was initiated, it was generally
brought to completion. The most demanding task (sit-to-stand test)
was interrupted in less than 4% of evaluations.

Conclusion: These results show promising immediate and lasting
adherence to ME&MGTM, persisting beyond 6 months, a critical
turning point in digital studies. Additional subgroup analyses will in-
form on specific adherence profiles and offer avenues to maintain
patients’ long-term engagement.

Disclosure: Carolina Barnett Tapia: Research funding (paid to her
institution) (Ad Scientiam, Alexion AstraZeneca (AZ) Rare Disease,
Cartesian Therapeutics, US Department of Defence, Muscular
Dystrophy Canada, MGNet, Grifols and Octapharma); Honoraria
(consulting and/or Advisory board) fees (AcademicCME, Alexion
AZ Rare Disease, argenx, Sanofi, UCB Pharma and Janssen). Sophie
Lehnerer: Lecturing activity (Alexion (AZ Rare Disease), argenx,
Hormosan, UCB); Consultancy work (Alexion (AZ Rare Disease),
Argenx, Biogen, Roche, UCB); Research support (Alexion (AZ Rare
Disease), Argenx, Hormosan, UCB (at Charité - Universitatsmedizin
Berlin)) Clarissa Gorin, Dellini Ravindra, Noura Sellami, Emma Touré
Cuq: employees of Ad Scientiam. Martin Keller, Emrah Aras: em-
ployees of Alexion Pharmaceuticals Inc. James Howard: Research
funding (paid to his institution) (Alexion AZ Rare Disease, argenx,
Cartesian Therapeutics, Centers for Disease Control and Prevention,
MGFA, Muscular Dystrophy Association, NIH, PCORI, UCB Pharma);
honoraria/consulting fees (AcademicCME, Alexion AZ Rare Disease,
argenx, Biologix Pharma, CheckRare CME, F. Hoffmann-LaRoche
Ltd, Horizon Therapeutics plc, Medscape CME, Merck EMD Serono,
NMD Pharma, Novartis Pharma, PeerView CME, Physicians'
Education Resource (PER) CME, PlatformQ CME, Regeneron
Pharmaceuticals, Sanofi US, UCB Pharma, Zai Labs); non-financial
support (Alexion AZ Rare Disease, argenx, Cartesian Therapeutics,
Toleranzia AB, UCB Pharma and Zai Labs).

EPO-199 | Efficacy and safety of nusinersen and risdiplam for
adult spinal muscular atrophy: A systematic review and meta-

analysis

M. Mostafa Asla; A. Abdelsalam®; A. Ahmed Nawar?; A. Saad Isa%;
M. Abdelazim Rizk%; W. A. Kamel®

lFaculty of Medicine-University of Zagazig, Egypt; 2Al-Azhar University,
Faculty of Medicine, Damietta, Egypt; *Neurology department, Faculty
of Medicine, Beni-Suef University, Egypt

Background and Aims: Nusinersen and risdiplam were approved by
the US food and drug administration (FDA) for adult SMA patients.
However, clinical evidence for their efficacy in adults are still incon-
clusive. We conducted this meta-analysis to establish the clinical ef-
ficacy and safety of them on the adult patients.

Methods: A literature search was conducted using the Web of

Science Library, Scopus, PubMed, Wiley, and Cochrane up to August
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2023. Data were pooled for analysis using OpenMeta Analyst soft-
ware for Windows.

Results: 29 studies met the eligibility criteria, including 25 studies
related to nusinersen and only 4 studies related to risdiplam. After
6 months of follow-up, nusinersen showed a statistically significant
improvement of the HFMSE and the 6MWT. However, its effect on
the RULM was not statistically significant. Regarding risdiplam, the
findings of RULM showed a significant improvement during a year of
follow-up. Frequent adverse events included headache, back pain,
nausea, infections, and vomiting, which were more likely related
to the disease progression or the lumbar puncture procedure as in
nusinersen treatment rather than the drugs themselves. No signifi-

cant serious adverse effects were reported for either.

(W)} HFMSE @ RULM

Linear graphs of the changes in the mean during the follow-up
periods of nusinersen on HFMSE and RULM.
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Conclusion: Nusinersen can improve motor and respiratory func-
tions in adult patients with SMA, and its effects become more pro-
nounced with extended follow-up periods. Risdiplam has shown
promising results, but more clinical trials on adults with more sample
size are needed. Both of nusinersen and risdiplam are generally tol-
erated and have an acceptable safety profile.

Disclosure: Nothing to disclose.

EPO-200 | Efficacy and safety of anti FCRN treatment in
refractory MG: The UK experience of the Efgartigimod EAMS

J. Moniz Dionisio®; N. Thambirajahzq P. Ambrose®; G. Burke*:
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!Department of Neurology, Kings College Hospital London, UK;
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Neurological Sciences, Queen Elizabeth University Hospital, Glasgow,
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UK; 7Department of Neuroscience, Sheffield Institute for Translational
Neurosciences (SITRAN), University of Sheffield and Sheffield Teaching
Hospitals Foundation NHS Trust, Sheffield, UK; ®Department of
Neurology, University Hospitals Birmingham, Birmingham, UK;
’Department of Neurology, Morriston Hospital, Swansea, Wales, UK,
ONuffield Department of Clinical Neurosciences, University of Oxford,
Oxford, UK, “Department of Neurology, Royal Victoria Infirmary,
Newcastle upon Tyne Hospitals NHS Foundation Trust, Newcastle, UK,
2Djvision of Neurology, Imperial College London, UK, **Department of
Neurology, The Walton Centre, UK

Background and Aims: We report our experience of patients with
generalised MG (gMG) treated with Efgartigimod an FCRN antago-
nist, under the early access to medicine scheme (EAMS) in the UK.
Methods: Data from all UK patients treated with Efgartigimod
under the EAMS June 22-July 23 were collected retrospectively.
Efgartigimod was administered as per the ADAPT protocol (treat-
ment cycle of 4 infusions at weekly intervals with further cycles
given according to clinical need).

Results: 49 patients with AchR antibody positive gMG were treated
in 12 centres. Most (76%) were female and most had a disease dura-
tion of over 10years. The average MG-ADL score at baseline was
11.2 (SD 3.2). Most (73%) patients had undergone thymectomy.
71.4% were taking prednisolone at baseline. All patients had utilized
non-steroidal immunosuppressant treatments, the average number
tried was 4.3 (range 1-7) and 51% had received Rituximab. 57% of
patients required regular IVIg/PLEX and 38% had required rescue
IVIg/PLEX in the year before starting Efgartigimod. 77% of patients
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had a mean reduction in the MG-ADL of 22 points in the first cycle
and this remained stable throughout the study. The mean reduction
in the MG-ADL score in the 1st, 2nd, 3rd and 4th cycles were -4.5,
-6.3, -6.9 and -7.8 respectively. Side effects were generally mild
though one patient stopped treatment due to severe hypokalemia.
No rescue treatments were required. At the end of the study 96% of
patients remained on Efgartigimod.

Conclusion: Efgartigimod is a safe and effective treatment for pa-
tients with refractory, treatment resistant gMG.

Disclosure: J. Spillane: speaker fees and travel support from Argenx;
advisory services to UCB.

EPO-201 | Navigating the triggers of fear and anxiety after

diagnosis of Myasthenia Gravis

R. Govindarajan?; R. Rodriguez?; Z. Choudhry?; C. Brethenoux®;

J. Pesa®; S. Ramchandren®; K. Gandhi®; K. Heerlein”; N. Souayah®
'HSHS Medical Group Multispecialty Care - St. Elizabeth's, O'Fallon,

IL, USA; %Janssen Global Services, Commercial Data Science, Titusville,
NJ, USA; 3Janssen Scientific Affairs, LLC, Titusville, NJ, USA; “Human
Dot Plus, TX, USA; ®Janssen R&D, LLC, Titusville, NJ, USA; ¢Janssen
Global, Commercial Strategy Organization, Titusville, NJ, USA; “Janssen
Global Services, Medical Affairs, Titusville, NJ, USA; 8Rutqers NJMS -
Department of Neurology, Newark, NJ, USA

Background and Aims: As individuals living with Myasthenia Gravis
(MG) have high rates of anxiety, we aimed to understand the experi-
ence of anxiety and its triggers among individuals discussing a recent
diagnosis of MG online.

Methods: A research study was conducted using a proprietary Al-
powered methodology to examine English-language public domain
online conversations about MG from August 2022-August 2023.
Results: Of 9901 online conversations about MG, 33% (n=3268)
were immediately after diagnosis. Self-described anxiety was ex-
pressed in 36% of posts (n=1177) at diagnosis, which was 25% lower
than at pre-diagnosis (48%). Fear was discussed by 43% (n=1405),
an increase of ~13% from pre-diagnosis (38%). Unknowns surround-
ing their future were discussed. Uncertainty (18%) was the most
common anxiety trigger (n=1177) and could be sub-categorized into
anxiety about diagnosis severity, not knowing the prognosis, and if
symptoms will worsen. Symptom discomfort (13%) and fatigue (5%)
were also important anxiety triggers. Fear (n=1405) was primarily
triggered by catastrophizing thoughts (21%), including fear of loss
of function, limitations in lifestyle, and death. The fear about physi-
cal impact (14%) was driven by physical symptoms, discomfort, and
fatigue. Other fears included financial impact (3%) and impact on
relationships (5%).

Conclusion: Anxiety and fear are frequently experienced by individu-
als recently diagnosed with MG, primarily due to physical symptoms,
uncertainty about the future, lifestyle impacts, and catastrophizing
thoughts. These observations provide important insight that health-
care practitioners can consider when treating newly-diagnosed

MG, particularly the need for early symptom alleviation and mental
health support.

Disclosure: Dr. Raghav Govindarajan is employed by HSHS
Medical Group Multispecialty Care - St. Elizabeth's, O'Fallon,
IL, USA. Rachelle Rodriguez, Jacqui Pesa, Zia Choudhry, Sindhu
Ramchandren, Kavita Gandhi, and Kristin Heerlein are employees
of Janssen Pharmaceuticals US, Inc., Titusville, NJ, USA. Caroline
Brethenoux is employed by Human Dot Plus, TX, USA. Dr. Nizar
Souayah is employed by Rutgers NJMS - Department of Neurology,
Newark, NJ, USA.

EPO-202 | The impact of depression on quality of life for

individuals with Myasthenia Gravis

N. Goyal'; R. Rodriguez?; Z. Choudhry?; C. Brethenoux®; J. Pesa®;

S. Ramchandren’; K. Gandhié; K. Heerlein’; A. Anderson®

IStanford Neuroscience Health Center, Palo Alto, CA, USA; 2Janssen
Global Services, Commercial Data Science, Titusville, NJ, USA; %Janssen
Scientific Affairs, LLC, Titusville, NJ, USA; *Human Dot Plus, TX, USA;
%Janssen R&D, LLC, Titusville, NJ, USA; $Janssen Global, Commercial
Strategy Organization, Titusville, NJ, USA; “Janssen Global Services,
Medical Affairs, Titusville, NJ, USA; 8Houston Methodist Hospital,
Houston, TX, USA

Background and Aims: Individuals with myasthenia gravis (MG) have
a higher prevalence of depression than the general population (1-4).
Therefore, we aimed to evaluate the occurrence of online discus-
sions related to MG, depression, and depression triggers.

Methods: A research study was conducted using a proprietary Al-
powered methodology to examine English-language public domain
online conversations about MG from August 2022-August 2023.
Results: Nearly 10,000 online conversations about MG were iden-
tified. One-third of posts (33%; n=3268) discussed experiences
immediately following diagnosis. Self-described depression was
indicated in 21% (n=686) of posts regarding recent diagnosis, rep-
resenting a 50% increase from the period prior to diagnosis (14%).
Out of all conversations (n=3268), the progressive worsening of MG
symptoms was the most common depression trigger (9%), and the
impact of MG on quality of life (QoL) was the second most frequent
depression trigger (6%). One individual shared a sentiment, "I long
for my life as it used to be". A lower portion (4% of 3268) stated
their depression was related to lack of control over various aspects
of their life as a result of MG. Depression related to ineffective treat-
ment experiences was also discussed (2%).

Conclusion: An increase in reported depression was observed at
diagnosis compared to the pre-diagnosis stage of MG in this social
listening study. Depression was attributed to progressive worsening
of symptoms and Qol, loss of control, and ineffective treatments.
Healthcare practitioners can use this information to guide treatment
decisions to improve symptom control and provide emotional sup-

port resources.
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Disclosure: Dr. Neelam Goyal is employed by Stanford Neuroscience
Health Center, Palo Alto, CA, USA, and reports advisory and consult-
ing engagements from Alexion, Argenx, UCB/Ra Pharma, Janssen,
Amgen, Lycia, as well as grant support from Argenx. Rachelle
Rodriguez, Jacqui Pesa, Zia Choudhry, Sindhu Ramchandren,
Kavita Gandhi, and Kristin Heerlein are employees of Janssen
Pharmaceuticals US, Inc., Titusville, NJ, USA. Caroline Brethenoux
is employed by Human Dot Plus, TX, USA. Dr. Ashley E.L. Anderson
is employed by Houston Methodist Hospital, Houston, TX, USA.
References: 1. WHO 2023. https://www.who.int/publications/i/
item/depression-global-health-estimates. 2. SAMHSA 2022. https://
www.samhsa.gov/data/report/2021-nsduh-annual-national-report.
3. Nadali J, et al. Brain Behav. 2023;13(1):e2840. 4. Dewilde S, et al.
BMJ Open. 2023;31;13(1):e066445.

EPO-203 | Interactive application for the study of

neuromuscular jitter

A. Malanda®; C. Valle!; D. Stashuk?; O. Garnés®: J. Rodrl’guezl;

J. Navallas*

IElectrical, electronics and Communication Engineering Dept., Public
University of Navarra. Spain; 2System Design Engineering Dept.,
University of Waterloo. Canada; 3Neurophysiology Service, Jiménez-

Diaz Foundation University Hospital

Background and Aims: This work presents a software application
that incorporates the necessary features to perform jitter stud-
ies off-line in a precise and efficient manner, so that comparative
studies using manual jitter extraction procedures or new automatic
methods can be conducted.

Methods: JitterAnalizer is a Matlab-based application for manual jit-
ter analysis (Fig. 1). Time alignment and jitter estimation (MCD, MSD,
etc.) of motor unit potential trains (MUPTs) can be performed either
by the peak method or by the flank method. Other functionalities
include: selection of sampling frequency, elimination of non-valid
potentials, visualization of MUPTs in shimmer and raster modes, and

results exportation.

FIGURE 1 Interface of JitterAnalizer

Results: As a test example, EMG signals were recorded from 7 pa-
tients with pathologies of the neuromuscular junction or neuropa-
thies. These signals were acquired using concentric facial needles
and a Keypoint system. Jitter (MCD) measurements were then ob-
tained from the Keypoint and from JitterAnalizer, using the peak
method. Table 1 shows the statistical values of the jitter measure-
ments obtained by each method from the 71 MUPTSs that were taken

as valid for the comparative study.

TABLE 1 Statistical results of the jitter measurements

Mean Standard

EMG System 15 deviation
3 (15)
Keypoint 32,92 23,65
JitterAnalyzer 36,91 35,05

Conclusion: JitterAnalizer has proved easy-to-use and fast. The sta-
tistical values of the jitter measurements obtained with the Keypoint
and with JitterAnalizer are comparable. Their differences can be ex-
plained considering that the MUPTs presented to the two systems
were not composed by exactly the same potentials.

Disclosure: This work has been funded by the Department of
Health of the Government of Navarra (project GN2022/29)
and by the Spanish Ministry of Science and Innovation (project
PID2022-1366200B-100).

EPO-204 | Comparison of manual methods in the measurement

of neurophysiological jitter

A. Malanda®; C. Valle!; D. Stashuk?; O. Garnés®; J. Navallas’;

J. Rodriguez!

IElectrical, Electronics and Communication Engineering Department,
Public University of Navarra, Spain; 2System Design Engineering
Department, University of Waterloo, Waterloo, Canada;
3Neurophysiology Service, Jiménez-Diaz Foundation University

Hospital, Madrid, Spain

Background and Aims: The goal of this work is to compare the jitter
measurements obtained by the peak method and the flank method
in both small and large muscle recordings, in order to evaluate the
equivalence of the two methods.

Methods: 238 EMG recordings taken from 22 patients were used
for the study, following two different protocols: 1) single fiber EMG
protocol, small muscles (frontalis), facial-concentric electrodes; and
2) a similar protocol, large muscles (biceps, tibialis anterior, etc.), con-
ventional concentric electrodes.

Results: Table 1 and Fig. 1 show statistical results of the jitter meas-
urements obtained with both protocols, using the two methods. The
Wilcoxon test was applied (0.05 significance level) and p-values of
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0.0002 and 0.0001 were obtained for protocol 1 and protocol 2,
respectively, suggesting significant differences between the meas-
urements obtained with the two methods. Linear regression mod-
els were also obtained, yielding high coefficients of determination
(0.994 for protocol 1. and 0.991 for protocol 2), slope values close
to 1 (0.989 and 0.992), and small intercept values (1.35 and 2.35 ps,

respectively) (Fig. 2).
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FIGURE 1 Boxplots of the jitter measurements obtained with the
peak and the flank methods and the differences between them, for

EMG recordings obtained from protocols 1 and 2.
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FIGURE 2 Regression models of the jitter measurements obtained

with both methods in the two protocols.

TABLE 1 Statistical parameters of jitter measurements obtained
by the peak and the flank methods and their differences, for EMG
recordings obtained from protocols 1 and 2.

PROTOCOL1
. [25th, 75th]_| [Sth, 95th]|
Median ; Range
percentiles
Peaks 25.78 | [15.1,43.9] [[10.5,87.6]| [4.3,161.9]
Flanks 26.76 | [164,42.6] [[10.9,88.1]] [6.8,161.7)
Differences | -0.92 | [-1.9,005] | [-5.1,2.1]1| [-73.32]
PROTOCOL2
. [25th, 75th)_| [Sth, 95th]|
Median : Range
(us) percentiles | percentiles (us)
(us) (us)
Peaks 35,08 | [24.8,47.7] |[16.3,71.7]| [11.4, 386.4]
Flanks 35.73 | [28.2,49.6] [[19.5,73.7]] [7.4.389.9]
Differences | -1.47 [-4.5,09] | [9.0.49] | [6.3,-22.6]
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Conclusion: Although the jitter measurements obtained with the
two methods were statistically different for both protocols, this
difference seems to be small and not too relevant from a clinical
viewpoint. However, in some isolated cases, the difference in their
measurements may be high, which could affect the diagnosis.
Disclosure: This work has been funded by the Department of
Health of the Government of Navarra (project GN2022/29)
and by the Spanish Ministry of Science and Innovation (project
PID2022-1366200B-100).

EPO-205 | Myocarditis/myositis/myasthenia gravis overlap
syndrome: Description of three patients

M. Domine; M. Olivé Plana; B. Alberti Vall; N. Blanco Sanroman;
M. Coronel Coronel; R. Sainz Torres; M. Borrell Pichot;

T. Mederer Fernandez

Neurology Department, Hospital de la Santa Creu | Sant Pau,

Barcelona, Spain

Background and Aims: Immune checkpoint inhibitors (ICls) have rev-
olutionized the treatment of tumors with a poor prognosis. Despite
their high effectiveness, these therapies are associated with a broad
spectrum of adverse effects, including the overlap syndrome of my-
ocarditis/myositis/myasthenia gravis (IM30OS Syndrome).

Methods: We report on three patients undergoing treatment with
ICls (pembrolizumab and nivolumab). The first patient presented with
binocular diplopia and ptosis. The second patient complained of mus-
cle weakness, diplopia, chest pain, and recurrent syncope. The third
patient was asymptomatic but was referred due to elevated CK levels.
Results: In all three patients, serum CK levels (>1000 IU/L) and
troponins (>200ng/L) were elevated. Whole-body muscle MRI
was normal. EMG showed spontaneous activity at rest and myo-
pathic patterns suggestive of inflammatory myopathy. The repeti-
tive nerve stimulation test was normal. AntiRACh and anti-MUSK
(anti-receptor tyrosine kinase) antibodies were positive only in one
of the patients. Muscle biopsy revealed inflammatory myopathy.
Two patients received corticosteroid therapy, intravenous immu-
noglobulins, and pyridostigmine. The second patient also required a
pacemaker implantation due to complete atrioventricular block and
ultimately succumbed to respiratory failure. The third patient only
required corticosteroid treatment.

Patient 2. Biopsy of the brachial biceps muscle.

Conclusion: An increased incidence of IM30S Syndrome has been
observed in patients treated with ICls, associated with high mortal-
ity. The presence of any of the symptoms should alert to the pos-
sibility of coexistence of others. Early diagnosis is essential for the
management and prevention of potentially fatal complications.
Disclosure: Nothing to disclose.
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EPO-206 | Efgartigimod consistently improved health-related
quality of life in AChR-Ab+ participants with gMG in IV and SC trials

F. Saccal; J. L. De Bleecker?; K. Utsugisawa®; D. Korobko?;

S. Steeland®; B. Van Hoorick®; R. Kerstens®; J. Podhorna®;

A. Meisel®; R. Mantegazza’

INRSO Department, Genesis Center, Federico Il University of

Naples, Naples, Italy; 2Department of Neurology, Ghent University
Hospital, Ghent, Belgium; 3Depari.“ment of Neurology, Hanamaki
General Hospital, Hanamaki, Japan; *State Budgetary Healthcare
Institution of Novosibirsk Region “State Novosibirsk Regional Clinical
Hospital,” Novosibirsk, Russian Federation, >argenx, Ghent, Belgium;
Department of Neurology and Neuroscience Clinical Research Center,
Charité - Universitdtsmedizin Berlin, Berlin, Germany; 7Department
of Neuroimmunology and Neuromuscular Diseases, Fondazione IRCCS

Istituto Neurologico Carlo Besta, Milan, Italy

TABLE 1

Table 1 Demographics and baseline disease characteristics
(AChR-Ab+ participants)

ADAPT" ADAPT-SC+"*

Efgartigimod IV Placebo Efgartigimod SC
(n=65) (n=64) (n=141)
Age, years, mean (SD) 44.7 (15.0) 49.2 (15.5) 51.0(15.9)
Sex, female, n (%) 46 (70.8) 40 (62.5) 90 (63.8)
Total MG-ADL score, mean (SD) 9.0(2.5) 8.6(2.1) 7.6(3.4)
Total MG-QolL15r score, mean (SD) 16.1(0.7) 16.8 (0.6) 13.1(6.8)
EQ-5D-5L VAS score, mean (SE) 58.0(1.9) 57.2(1.9) 61.0(1.6)
Concomitant MG therapy, n (%)
Any steroid 46 (70.8) 51(79.7) 103 (73.0)
Any NSIST 40 (61.5) 37(57.8) 67 (47.5)
Any AChEI 57(87.7) 57(89.1) 122 (86.5)
Steroid + NSIST® 34(52.3) 31(48.4) 53(37.6)
AChEl only 13 (20.0) 6(9.4) 23(16.3)
AChEI, acetylcholinesterase inhibitor; AChR-Ab+, Icholine receptor antibody:

EQ-5D-5L VAS, EuroQol 5-Dimension, 5-Level visual analogue scale; IV, intravenous; MG, myasthenia gravis;
MG-ADL, Myasthenia Gravis Activities of Daily Living; MG-QoL15r, Myasthenia Gravis Quality of Life 15-ltem
Questionnaire, Revised; NSIST, idal i therapy; SC, SD, standard deviation;
SE, standard error.

Background and Aims: Myasthenia gravis (MG) causes substantial
burdens on patient health-related quality of life (HRQoL). Recent
MG guidelines indicate that therapeutic goals should aim for the
best possible disease control, with the best possible preserva-
tion/restoration of QoL. Here we report HRQoL outcomes from
efgartigimod-treated, AChR-Ab+ generalised MG (gMG) partici-
pants in the completed, placebo-controlled, Phase 3 ADAPT (IV) and
ongoing, open-label extension ADAPT-SC+ (SC) trials.

Methods: Efgartigimod was administered via IV infusion (10mg/
kg) or SC injection (coformulated with recombinant human hyalu-
ronidase PH20; 1000mg), in cycles of 4 once-weekly administra-
tions. Subsequent cycles were initiated >=5weeks (ADAPT) or
>=4weeks (ADAPT-SC+) from last dose based on clinical evalua-
tion. HRQoL was assessed by validated MG-specific (MG-QoL15r)
and general (EQ-5D-5L VAS) scales.

Results: Demographics/baseline characteristics for AChR-Ab+ par-
ticipants are in Table 1. In ADAPT, efgartigimod-treated AChR-Ab+
participants (n=63) showed statistically significant improvements
in HRQoL versus placebo (h=60). Mean (SE) MG-QoL15r score de-
creased from baseline to week 4, cycle 1: efgartigimod, -7.3 (0.79);
placebo, -2.3 (0.51). Mean (SE) EQ-5D-5L VAS score increased from
baseline to week 4, cycle 1: efgartigimod, 15.8 (2.20); placebo, 4.1
(1.64)(Fig.1). Improvements in QoL were consistent in ADAPT-SC+,
with peak mean (SE) changes from baseline in MG-QoL15r and EQ-
5D-5L VAS scores of -5.1 (0.44) and 13.8 (1.54), respectively, at
week 4, cycle 1 (Fig. 1). In ADAPT-SC+, MG-QoL15r and EQ-5D-5L
VAS cycle baseline scores improved with subsequent cycles, indicat-

ing durable QoL improvements.

*C i therapy received at a stable dosage during screening and th hout the study. *Cor i therapy
received during the first year of the study. *Open-label extension of ADAPT-SC trial. %As dual or triple therapy, in
combination with AChEI.

Figure 1 HRQoL improvements in AChR-Ab+ participants
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AChR-Ab+, receptor antibody ; EFG, efgartigimod; EQ-5D-5L VAS, EuroQoL 5-Dimension, 5-Level visual

analogue scale; HRQoL, health-related quality of life; IV, intravenous; MG-QoL15r, Myasthenia Gravis Quality of Life 15-Item
Questionnaire, Revised; PBO, placebo; SC, subcutaneous; SE, standard error.

FIGURE 1

Conclusion: Efgartigimod IV/SC demonstrated consistent and mean-
ingful improvements in QoL across clinical trials in AChR-Ab+ gMG,
achieving an important treatment goal for these participants.
Disclosure: FS: Agenzia Italiana del Farmaco, Alexion, Almirall, ar-
genx, Dianthus, Friedrich's Ataxia Research Alliance, Genpharm,
Immunovant, Leadiant Biosciences, Lexeo Therapeutics, Madison
Pharma, Medpharma, Novartis, Prilenia, Reata, Sandoz, Sanofi, Zai
Lab. JLDB: Alexion, Alnylam, argenx, CSL, Janssen, Sanofi Genzyme,
UCB. KU: Alexion, argenx, Chugai, Horizon, Janssen, Japan Blood
Products Organisation, Mitsubishi Tanabe, UCB, Viela Bio. DK: ar-
genx, BIOCAD, Bristol Myers Squibb, Horizon, Janssen, Merck,
Novartis Russia, Roche, Sanofi, UCB. SS, BVH, RK and JP: Employees
of argenx. AM: Alexion, argenx, German Myasthenia Gravis Society,
Grifols, Hormosan, Janssen, Merck, Octapharma, UCB, Vitaccess.
RM: Alexion, argenx, Biogen, BioMarin, Catalyst, Merck, Roche,
Teva, UCB.
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EPO-207 | Eculizumab as rescue therapy in two gMG patients

with worsening symptoms while on Efgartigimod

N. Cuomo; A. Sarnataro; A. Marsili; G. Puorro;
M. Campanile; C. Pane; F. Sacca
Department of Neurosciences, Reproductive and Odontostomatological

Sciences - Federico Il University - Naples

Background and Aims: Eculizumab and Efgartigimod are available
for refractory anti-AChR+ gMG. We describe two cases who suf-
fered a relapse while on Efgartigimod, rescued with Eculizumab.
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Methods: Case 1: A 46 yo woman treated with thymectomy, pyri-
dostigmine, prednisone, azathioprine, IVIg. In December 2022 she
started Efgartigimod IV (10 mg/kg weekly for four weeks, every two
months). Her MG-ADL and gMG were 5 and 16. Case 2: A 47 yo
woman treated with thymectomy, pyridostigmine, prednisone and
azathioprine. In November 2022 she started Efgartigimod. Her MG-
ADL and gMG were 8 and 17.

Results: Case 1: After the first cycle her MG-ADL and gMG dropped
to 1 and 11 and remained stable, until, during the third cycle (18th
week) she worsened (MG-ADL 9, gMG 20). We discontinued
Efgartigimod and started Eculizumab (900 mg iv weekly for 4 weeks,
followed by 1200 mg from the fifth week and every two weeks).
Her MG-ADL dropped to 5 and at the fifth week her MG-ADL and
gMG were 1 and 14. Case 2: After the first Efgartigimod cycle her
MG-ADL and gMG were 2 and 10. 48weeks later her symptoms
worsened (MG-ADL 11 and gMG 16). We stopped Efgartigimod and
started Eculizumab: after the first infusion her MG-ADL was 2 and
at the beginning of the maintenance phase her MG-ADL and gMG

were 0 and 5.
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Case 2 - MG-ADL and gMG scores

Conclusion: As far as we know, these are two of the first reports
of Eculizumab as rescue therapy in patients not responding to
Efgartigimod.

Disclosure: Nothing to disclose.
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EPO-208 | Dysferlinopathies: Insights from two Portuguese

tertiary centers

R. Lopes®; A. Ferreira%; D. Barros®; E. Vieira*; A. Gongalves®;

M. Oliveira®; R. Santos®; R. Maré?; A. Sousa’; M. Pinto®;
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INeurology Department, Centro Hospitalar Universitdrio de Santo
Anténio, Porto, Portugal; ?Neurology Department, Hospital de

Braga, Braga, Portugal; 3Radiology Department, Hospital de Braga,
Braga, Portugal; *Medical genetics Department, Centro de Genética
Médica Jacinto Magalhdes, Centro Hospitalar Universitdrio de Santo
Antdnio (CHUdSA), Porto, Portugal; *Unidade Multidisciplinar de
Investigacdo Biomédica (UMIB), Instituto de Ciéncias Biomédicas
Abel Salazar (ICBAS), University of Porto, Porto, Portugal; 6European
Reference Center of Neuromuscular Diseases (EURO-NMD), Centro
Hospitalar Universitdrio de Santo Anténio (CHUdSA), Porto, Portugal;
7Neurophisiology Department, Centro Hospitalar Universitdrio de
Santo Anténio, Porto, Portugal; 8Neuropathology Department, Centro

Hospitalar Universitdrio de Santo Anténio, Porto, Portugal

Background and Aims: Dysferlinopathies constitute a subgroup of
rare autosomal recessive muscular dystrophies characterized by
high phenotypic and genetic heterogeneity. We aimed to charac-
terize the adult patient population with dysferlinopathy from two
Portuguese centers.

Methods: Retrospective analysis of patients with a molecular diag-
nosis of dysferlinopathy followed in an outpatient setting. Recording
of demographic, clinical, laboratory, imaging and molecular data
were used.

Results: Twenty-one patients from 19 families were identified
(male-to-female ratio 1.65:1) with an average age of 48.3years and
symptom onset at 23 + 9 years. Fifteen different pathogenic variants
were identified in the DYSF gene (2 homozygous, 9 compound het-
erozygous). Most patients reported symptoms in the 20years pre-
ceding molecular diagnosis. Eleven (52%) underwent muscle biopsy,
with most showing absence of dysferlin staining. Fourteen patients
presented with limb-girdle muscular dystrophy type R2 (LGMDR2)
phenotype, two with Miyoshi myopathy, two with distal anterior
compartment myopathy, two with hyperCKemia, and one with
proximodistal. Fifteen patients progressed to generalized weakness.
At an average of 26years of disease progression, 11 patients (52%)
were unable to walk, and 14% required walking aids. Four patients
reported dyspnea, 8 with abnormal respiratory function tests, and
3 with cardiomyopathy. Initial CK levels were globally elevated (av-
erage 4,953 U/L). Muscle MRI, performed in 4 patients, revealed a
similar pattern of adipose infiltration.

Conclusion: Our findings are consistent with the existing literature,
demonstrating a diverse spectrum of phenotypes, onset patterns,
and progression rates. Given the described clinical and molecular
heterogeneity, the ongoing progress in molecular genetic techniques
have facilitated a more rapid and definitive diagnosis.

Disclosure: Nothing to disclose.
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R. Mantegazza11

1Department of Neurology with Experimental Neurology, and the
Neuroscience Clinical Research Center, Charité - Universitdtsmedizin
Berlin, corporate member of Freie Universitdt Berlin and Humboldt
Universitdt, Berlin, Germany; 2Department of Neurology, The
University of North Carolina, Chapel Hill, North Carolina, USA;
SDepartment of Neurology, University of South Florida Morsani College
of Medicine, Tampa, Florida, USA; 4Department of Neurology, Ghent
University Hospital, Ghent, Belgium; °Department of Neurology,
Hanamaki General Hospital, Hanamaki, Japan; Department of
Neurology, School of Medicine, International University of Health and
Welfare, Tokyo, Japan; ’NRSO Department, Genesis Center, Federico
I University of Naples, Naples, Italy; State Budgetary Healthcare
Institution of Novosibirsk Region "State Novosibirsk Regional Clinical
Hospital," Novosibirsk, Russian Federation, 9argenx, Ghent, Belgium,
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Myasthenia Gravis Center, Neuroscience Clinical Research Center,
Charité Universitdtsmedizin Berlin, Berlin, Germany, “Department of
Neuroimmunology and Neuromuscular Diseases, Fondazione IRCCS

Istituto Neurologico Carlo Besta, Milan, Italy

Background and Aims: Efgartigimod, a human IgG1 antibody Fc
fragment, reduces IgG autoantibody levels by blocking the neonatal
Fc receptor. AChR-Ab- patients comprise 15-20% of the general-
ised myasthenia gravis (gMG) population but have limited treatment
options. Efficacy (AChR-Ab- participants) and safety (overall pop-
ulation) from the completed, Phase 3 ADAPT+ (IV) and ongoing,
open-label extension ADAPT-SC+ (SC) trials are reported.
Methods: Efgartigimod was administered via IV infusion (10mg/kg
[ADAPT+]) or SC injection (coformulated with recombinant human
hyaluronidase PH20; 1000mg [ADAPT-SC+]) in cycles of 4 once-
weekly administrations. Subsequent cycles were initiated based
on clinical evaluation. Efficacy was assessed using MG-ADL scores
from final (ADAPT+) and interim (ADAPT-SC+; cut-off December
2022) analyses.

Results: Demographics/baseline characteristics were similar be-
tween AChR-Ab- and AChR-Ab+ populations (Table 1). Efgartigimod
improved total mean (SE) MG-ADL scores in AChR-Ab- participants
(week 3, cycle 1): ADAPT+, -5.3 (0.74); ADAPT-SC+, -3.5 (0.51),
with most achieving clinically meaningful improvements (ADAPT+:
79.4%; ADAPT-SC+: 67.6%). MG-ADL score improvements were
consistent across multiple cycles (Fig.1). A subset of AChR-Ab- par-
ticipants achieved minimal symptom expression (MSE) at any time
during cycle 1 (ADAPT+: 26.5%; ADAPT-SC+: 13.2%). Proportions
achieving MSE were consistent across multiple cycles in both tri-
als. Efgartigimod was well tolerated, and most adverse events (AEs)
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were mild/moderate in severity. The most frequent AEs were head-
ache (24.8%, 20.1%), nasopharyngitis (13.8%, 15.6%) and COVID-19
(12.4%, 22.3%) in ADAPT+ and ADAPT-SC+, respectively (Table 2).
Reported deaths (ADAPT+: n=5; ADAPT-SC+: n=4) were unrelated
to treatment.

TABLE 1

Table 1 Demographics and baseline disease characteristics
(AChR-Ab- and AChR-Ab+ participants)

ADAPT+ ADAPT-SC+

AChR-Ab+ AChR-Ab+
(n=111) (n=141)

Age, years, mean (SD) 46.7 (12.2) 47.1(15.5) 49.7 (14.2) 51.0(15.9)
Sex, female, n (%) 28(82.4) 75 (67.6) 29 (76.3) 90 (63.8)

N " 78.1 74.0 76.1 77.0
Weight, kg, median (Q1, Q3) (652,93.9) (62.8,94.0) (67.7,85.6) (63.0,92.0)
Total MG-ADL score, mean (SD) 10.7 (3.4) 9.5(3.1) 8.9(3.4) 7.6(3.4)
Concomitant MG therapy,’ n (%)

Any steroid 26(76.5) 85 (76.6) 25 (65.8) 103 (73.0)
Any NSIST* 22 (64.7) 67 (60.4) 22(57.9) 67 (47.5)
Any AChEI® 22 (64.7) 100 (90.1) 28(73.7) 122 (86.5)
Steroid + NSIST* 19 (55.9) 57 (51.4) 16 (42.1) 53(37.6)
AChEI only$ 4(11.8) 16 (14.4) 6(15.8) 23(16.3)
AChEI, acetylcholinesterase inhibitor; AChR-Ab+, receptor antibody: iti
AChR-Ab-, receptor antibody ive; EFG, efgartigimod; MG-ADL, Myasthenia Gravis Activities of Daily Living;

NSIST, nonsteroidal immunosuppressive therapy; PBO, placebo; Q1, first quartile; Q3, third quartile; SD, standard deviation.

*Combined EFG-EFG and PBO-EFG populations. 'During the first year of the study. *Azathioprine, cyclosporine, cyclophosphamide,
and/or chloride, d bromide, and/or

bromide.

TABLE 2

Table 2 Summary of AEs (overall population)

ADAPT+ ADAPT-SC+
(N=145) [228.9 PYFU] (N=179) [193.4 PYFU]

ER' Overall Population, n (%) ER Overall Population, n (%)
Any AE 3.53 124(85.5) 8.95 152 (84.9)
Any grade 23 AE 033 40 (27.6) 0.39 36(20.1)
Any SAE 0.24 36(24.8) 0.26 33(18.4)
Any ISR 0.09 15(10.3) 325! 82(45.8)
Any infection 0.73 80(55.2) 1.04 91(50.8)
Fatal event" 0.02 5(3.4) 0.03 4(22)
Discontinued study treatment 0.06 12(83) 003 4(22)
owing to AEs
Most commonly observed AEs*
Injection site erythema - - 173 52(29.1)
COVID-198 0.10 23(15.9) 0.24 40(22.3)
Headache 0.45 36(24.8) 0.63 36(20.1)
Nasopharyngitis 0.10 20(13.8) 0.19 28 (15.6)
Diarrhea 0.08 14(9.7) 0.18 24 (13.4)
Injection site pain - 1(0.7) 0.21 21(11.7)
Injection site pruritus - - 0.24 19 (10.6)
Injection site bruising = 1(0.7) 0.24 18(10.1)

AE, adverse event; ER, event rate; ISR, injection site reaction; PYFU, patient-year(s) follow-up; SAE, serious adverse event; SARS-CoV-2,
severe acute respiratory syndrome coronavirus 2; SC, subcutaneous.

“ER was calculated as number of events per total PYFU. "None of the fatal events were related to efgartigimod treatment, as determined
by investigators. *Most frequent AEs occurring in >10% of receiving efgartigimod IV or efgartigimod PH20 SC. ¥Includes all
preferred terms of COVID-19, COVID-19 pneumonia, coronavirus infection, exposure to SARS-CoV-2 and SARS-CoV-2 test positive.

FIGURE 1

Figure 1 Mean change in total MG-ADL score from study baseline
(AChR-Ab- participants)

ADAPT+" ADAPT-SC+
Cycle | 1 2 3 4 5 6 Cycle | 1 2 3 4 5 6
o L L L L . o L n L L L
2 =2 i o 2 (=%
€3 x
=8 £9
& L T3
48 a9
e 8 % 8 35
23 28 = 39 L, a0 38 35
52 g
g3 53 S0 3
T -8 60 57 Ll -
H g ~ 65 60 o
2= g2
£ 0 -
= 2
-124 -124

AChR-Ab-, acetylcholine receptor antibody-seronegative; CMI,clinically meaningful improvement; IgG, immunoglobulin G;
MG-ADL, Myasthenia Gravis Activities of Daily Living; SE, standard error.

“No data captured at week 4 in ADAPT+ (when maximal IgG reduction and clinical improvement may have occurred).

12 point improvement in the total MG-ADL score.

Conclusion: Efgartigimod was well tolerated and provided clinically
meaningful improvements in AChR-Ab- gMG participants across |V
and SC trials.

Disclosure: SH: Alexion, argenx, UCB JFH: Academic CME, Ad
Scientiam, Alexion, AstraZeneca Rare Disease, argenx, Biologix,
Cartesian Therapeutics, Centers for Disease Control and
Prevention, CheckRare CME, F. Hoffmann-LaRoche Ltd, Amgen,
Medscape CME, Merck EMB Serono, MGFA, Muscular Dystrophy
Association, NIH, NMD Pharma, Novartis, PCORI, PeerView CME,
Physicians' Education Resource (PER) CME, PlatformQ CME,
Regeneron Pharmaceuticals, Sanofi US, Toleranzia AB, UCB, Zai Lab
TV: AbbVie, Alexion, argenx, AstraZeneca, Cartesians Therapeutics,
CSL Behring, Dianthus, Horizon, Immunovant, ImmunoAbs,
Janssen, Sanofi Genzyme, UCB JLDB: Alexion, Alnylam, argenx,
CSL, Janssen, Sanofi Genzyme, UCB KU: Alexion, argenx, Chugai,
Horizon, Janssen, Japan Blood Products Organisation, Mitsubishi
Tanabe, UCB, Viela Bio HM: Alexion, argenx, AstraZeneca, Chugai,
Japan Blood Products Organisation, Ministry of Health, Labour and
Welfare of Japan, Roche, UCB FS: Agenzia Italiana del Farmaco,
Alexion, Almirall, argenx, Dianthus, Friedrich Ataxia Research
Alliance, Genpharm, Immunovant, Lediant, Lexeo therapeutics,
Madison, Medpharma, Novartis, Prilenia, Reata, Sandoz, Sanofi, Zai
Lab DK: argenx, BIOCAD, Bristol Myers Squibb, Horizon, Janssen,
Merck, Novartis, Roche, Sanofi, UCB CT’j, SS, BVH, JP: Employees
of argenx AM: Alexion, argenx, German Myasthenia Gravis Society,
Grifols, Hormosan, Janssen, Merck, Octapharma, UCB, Vitaccess
RM: Alexion, argenx, Biogen, BioMarin, Catalyst, Merck, Roche,
Teva, UCB.

EPO-210 | Achievement of minimal symptom expression in
participants treated with Efgartigimod in ADAPT+ and ADAPT-
SC+

S. Hoffman’; S. Muppidi?; J. Howard Jr.%; H. Murai®; G. Phillips’;
C. Qi%; D. Gelinas®; E. Brauer®; S. Zhao®; V. Bril%; J. Vissing’;

J. Verschuuren®; R. Mantegazza9; ADAPT and ADAPT-SC Study
Groups10

1Department of Neurology and NeuroCure Clinical Research Center,
Charité - Universitdtsmedizin Berlin, Berlin, Germany; 2Stanford
Healthcare, Palo Alto, California, USA; Department of Neurology,
The University of North Carolina, Chapel Hill, North Carolina, USA;
4Department of Neurology, School of Medicine, International University
of Health and Welfare, Tokyo, Japan, 5argenx, Ghent, Belgium; SEllen
& Martin Prosserman Centre for Neuromuscular Diseases, University
Health Network, Toronto, Ontario, Canada; University of Toronto,
Toronto, Ontario, Canada; 7Copenhagen Neuromuscular Center,
Rigshospitalet, University of Copenhagen, Denmark; 8Department
of Neuroimmunology and Neuromuscular Diseases, Fondazione
IRCCS Istituto Neurologico Carlo Besta, Milan, Italy; S’Department of
Neuroimmunology and Neuromuscular Diseases, Fondazione IRCCS

Istituto Neurologico Carlo Besta, Milan, Italy
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Background and Aims: Efgartigimod, a human IgG1 antibody Fc-
fragment, reduces IgG levels through neonatal Fc receptor blockade.
Efgartigimod has been investigated in the treatment of generalised
myasthenia gravis (gMG) through intravenous (IV) and subcutaneous
(SC, coformulated with recombinant human hyaluronidase PH20)
administration in the ADAPT/ADAPT+ and ADAPT-SC/ADAPT-SC+
studies, respectively. A key efficacy indicator in gMG treatment is
MG-ADL score improvement. Minimal symptom expression (MSE,
MG-ADL total score of O or 1) is explored as a novel proposed treat-
ment target in gMG.

Methods: The proportion of acetylcholine receptor antibody posi-
tive (AChR-Ab+) participants in ADAPT+ (n=111) and ADAPT-SC+
(n=141) to achieve MSE was assessed.

Results: In ADAPT, MSE was achieved in 44.6% of efgartigimod-
treated participants vs 10.9% of placebo-treated participants at any
time point up to 3 cycles. In ADAPT+, the number of participants
achieving MSE at any time in up to 19 cycles was 40.5%. Eighty-
one percent of efgartigimod-treated participants who achieved MSE
in ADAPT also achieved MSE during ADAPT+; 23% who had not
achieved MSE in ADAPT did so in ADAPT+. In ADAPT-SC, 45.5%
and 41.3% of participants receiving efgartigimod PH20 SC or ef-
gartigimod IV achieved MSE at any time in cycle 1, respectively. In
ADAPT-SC+, the number of participants achieving MSE at any time
in up to 9 cycles was 54.6%. Clinical improvements may not have
been fully captured in OLEs (ADAPT+/ADAPT-SC+) due to the lim-
ited number of assessment timepoints.

Conclusion: Achievement of MSE was consistently seen across cy-
cles in AChR-Ab+ participants of both ADAPT+ and ADAPT-SC+,
similar to results demonstrated in ADAPT and ADAPT-SC.
Disclosure: Multiple relationships financial and non-financial nature
for authors SH, SP, JFH, HM, GP, CQ, DG, EB, SZ, VB, JV, JVV, and
RM stated at point of presentation.

Sunday, June 30, 2024
Ageing and dementia 2

EPO-211 | Knockdown of hippocampal calponin-3 alleviates
memory impairment and Ap deposition in APP/PS1 mice

W. Yang; Y. Han; L. Chen; K. Wang
First Department of Neurology, First Affiliated Hospital, Kunming,

Yunnan, China

Background and Aims: Alzheimer's disease (AD) is characterized by
progressive cognitive decline, with senile plaques of beta-amyloid
(AB). Calponin-3, encoded by CNNS, is highly expressed in the brain
and regulates cytoskeletal reorganization and dynamics as well as
actin interactions through efficient binding to F-actin, thereby con-
trolling dendritic spine morphology, density and plasticity.

Methods: Adenovirus with calponin-3 knockdown or control virus
were injected into the hippocampi of APP/PS1 mice to construct

APP/PS1-CNN3-KD or APP/ PS1-CNN3-Ctrl mice. The expression of
calponin-3 in the hippocampi of experimental mice were confirmed
by western blot and Immunofluorescence (IF). Cognitive function of
mice were tested by novel object recognition testing(NOR)for work-
ing memory, and object location recognition testing(OLR)and morris
water maze (MWM) for spatial memory.

Results: The level of hippocampal calponin-3 of 4-, 6- and 9-month
old APP/PS1 mice were significantly higher than those of wide type
(WT) mice at the same age. IF revealed that calponin-3 distributed in
clusters and colocalized with A in the hippocampi of APP/PS1 mice.
7-month old APP/PS1-CNN3-KD mice showed significantly better the
working memory and spatial memory, and reduced Ap deposition and
B secretase enzyme 1 (BACE1) levels than APP/ PS1-CNN3-Ctrl mice.

FIGURE 2
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FIGURE 3

Conclusion: Knockdown of hippocampal calponin-3 can improve
working and spatial memory and alleviate deposition of Ap in APP/
PS1 mice. Abnormally up-regulation of hippocampal calponin-3 may
involve in pathogenesis of AD.

Disclosure: Nothing to disclose.

EPO-212 | Randomized, placebo-controlled, multiple ascending
dose study of NX210c safety/tolerability and PK/PD in the elderly

D. Dumas; J. Le Douce?; S. Marie?; P. Kremer®; F. Sips®;

P. Bambury4; G. Pasculli*; R. Bursi®; Y. Godfrin? S. Lemarchant?;
A. Janus?

ICentre for Human Drug Research, Leiden, The Netherlands;
2Axoltis Pharma, Lyon, France; ®InSilicoTrials Technologies B.V., s’
Hertogenbosch, The Netherlands; *InSilicoTrials Technologies S.p.A,

Trieste, Italy

Background and Aims: Blood-brain barrier (BBB) dysfunction un-
derlies various neurodegenerative diseases (NDD). NX210c is an
oligopeptide that reduces blood-brain barrier (BBB) permeability via
claudin-5, supports neuroprotection and promotes synaptic trans-
mission in preclinical models. multiple A multiple ascending dose
(MAD) study assessed safety and tolerability of intravenously (V)
administered NX210c (at 5 and 10 mg/kg) in healthy elderly volun-
teers (HEV) with secondary and exploratory objectives to assess
blood pharmacokinetics (PK) and pharmacodynamic (PD) param-
eters, respectively, including blood biomarkers relevant to NDD.

Methods: We report results of a randomized, double-blind, placebo-
controlled, MAD study of two doses of NX201c in HEVs run in a
single centre with two cohorts of 15 HEVs randomized (4:1 ratio) to
NX210c dose or placebo 3x/week (w) for 4w with a follow-up visit

2w after last dosing.

Results: Of 29 HEV randomized, 20 registered 73 treatment-
emergent adverse events with all possibly related adverse events
mild and no serious adverse events or evidence of NX210c accu-
mulation. According to modelling data, NX210c treatment demon-
strated a robust PK/PD relationship, characterized by inhibition of
claudin-5, NfL, and SPARCL-1 production, as well as degradation of
homocysteine.

Conclusion: NX210c demonstrated a good safety profile following
multiple doses in HEV and showed a PD relationship for biomarkers
relevant to the BBB, including a reduction of plasma claudin-5. As
BBB disruption is a driving feature of NDD, NX210c effect on target
biomarkers may represent an important disease-modifying treat-
ment for several neurological disorders and warrants further study
in patients with NDD.

Disclosure: DD and PK are employed by CHDR. JLD, SM, SL and
AJ are employed by Axoltis Pharma. YG is a shareholder of Axoltis
Pharma.

EPO-213 | Neuropathological, clinical and genetic comparison of

four peculiar FTLD cases from the Abbiategrasso Brain Bank

A. Gattil; G. Negro?; C. Calatozzolo®; V. Medici*; X. Profka®;

A. Costa®; E. Poloni®

1RCCS “C. Mondino” Foundation, National Neurological Institute,
Department of Behavioral Sciences, University of Pavia, Italy;
2Department of Neurology and School of Medicine and Surgery,
University of Milano Bicocca, Monza; Italy Department of
Neuropathology, Golgi-Cenci Foundation, Abbiategrasso, Italy;
3Department of Neurology and Neuropathology, Golgi-Cenci
Foundation, Abbiategrasso, Milan, Italy; 4Department of Translational

Medicine, University of Eastern Piedmont, Novara, Italy

Background and Aims: The spectrum of fronto-temporal lobar de-
generation (FTLD) encompasses several proteinopathies and clinico-
pathological features: (1) heterogeneous clinical presentations; (2)
heterogeneous neuropathology; (3) involvement of many genes; (4)
atrophy of the frontal and/or temporal cortex. The aim of the study
is to present four emblematic cases in order to emphasize the clinical
and pathological heterogeneity of FTLD.

Methods: We followed four subjects with major-neurocognitive dis-
order (major-NCD), belonging to the Abbiategrasso Brain Bank, and
analyzed the neuropathology of their brains.

Results: Case 1 - Major-NCD: nfv-PPA/CBS: progressive non-fluent
aphasia (nfPPA), apraxia, disinhibition, apathy, hyperorality, severe
right hemiparkinsonism and dystonia; neuroimaging: asymmetri-
cal left frontal atrophy; neuropathology: prevalent type A TDP-43
histopathology, limbic co-localization of synuclein pathology and
low AD pathology. Case 2 - Major-NCD: behavioral variant FTD
(bvFTD): spatial disorientation, wandering, disinhibition, delusions,
apathy, hyperorality, postural instability and bilateral parkinsonism;
neuroimaging: asymmetrical right temporo-parieto-occipital atro-
phy; neuropathology: pure type A TDP-43 histopathology. Case
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3 - Major-NCD: frontal variant AD (fvAD): logopenic language im-
pairment, progressive memory loss, social withdrawal, apathy, ag-
gressivity, wandering, sleep disturbances, delusions, hallucinations,
bilateral rigid-hypokinetic parkinsonism in the advanced stages;
neuroimaging: symmetrical fronto-temporal atrophy; neuropathol-
ogy: predominant AD pathology, limbic co-localization of synuclein
pathology and mild TDP-43 pathology. Case 4 - Major-NCD: se-
mantic variant FTD (svFTD): spatial disorientation, fluent aphasia
with comprehension and naming deficits, delusions, wandering, ag-
gressivity, postural instability and rigid-hypokinetic parkinsonism;
neuroimaging: symmetrical temporal atrophy; neuropathology: pre-
dominant AD pathology.

Conclusion: The clinical-pathological comparison of these four cases
demonstrates the heterogeneity of FTLD and the essential role of
neuropathology in determination of definitive diagnosis of neurode-
generative diseases.

Disclosure: Nothing to disclose.

EPO-214 | CSF biomarkers of Alzheimer's disease,
neuropsychological tests and UPDRS-III in patients with
Parkinson's disease

A. Scalese; G. Giuffre; T. Morganti; F. Musso; A. Cimmino; G. Di
Lazzaro; D. Quaranta; C. Marra; P. Calabresi

Fondazione Policlinico Universitario Agostino Gemelli IRCCS, Rome,
Italy; Institute of Neurology, Catholic University of the Sacred Heart,
Rome, Italy

Background and Aims: CSF biomarkers of amyloidopathy (AB42 and
Ap42/40), tauopathy (p-tau) and neurodegeneration (t-tau) have
been widely used as a measure of Alzheimer's disease (AD) pathol-
ogy in vivo and as a predictor of cognitive impairment in AD. These
biomarkers have been proven to predict cognitive decline in PD as
well. We aimed to assess the associations between CSF biomarkers
of AD pathology and cognitive/motor impairment in a cohort of PD
patients.

Methods: We recruited 45 subjects with diagnosis of PD. A lum-
bar puncture (LP) was performed and CSF biomarkers of AD were
quantified. At the time of LP, a complete neuropsychological bat-
tery and UPDRS-III motor scale were used to assess cognitive and
motor domains respectively. A 12-24 months follow-up UPDRS-III
was available for every patient. Correlations between CSF biomark-
ers, neuropsychological tests and UPDRS-III at the time of LP and
after 12-24 months were carried out.

Results: Our results revealed a significant correlation between
biomarkers of amyloidopathy and poorer performances in MMSE,
RAVLT delayed recall, Spatial Span, Raven matrices, MFTC, semantic
verbal fluency, ROCF delayed. Ap42/40 was found to predict the
change between the UPDRS-III score at the baseline and follow-up.
Conclusion: Amyloidopathy isafrequent PD co-pathology. This study
highlighted the role of CSF biomarkers of amyloidopathy as a tool to
predict worse performances in some common neuropsychological

tests. Furthermore, Ap42/40 showed potential in identifying PD
patients at risk of accelerated motor decline, suggesting a possible
synergistic role of Ap42 with alpha-synuclein in the clinical progres-
sion of Parkinson disease.

Disclosure: Nothing to disclose.

EPO-215 | Genetically proxied PDE5 inhibition and risk of

dementia: A drug target Mendelian randomisation study

S. Brennan; A. Tinworth
The Mater Misericordiae University Hospital

Background and Aims: Phosphodiesterase-5 (PDES5) inhibitors have
gained interest as a potential treatment for dementia. However, cur-
rent evidence is limited to observational and pre-clinical studies.
This drug-target Mendelian Randomisation (MR) study aims to elu-
cidate the on-target effects of pharmacological PDES5 inhibition on
dementia subtypes, cognitive traits, and neuro-imaging phenotypes.
Methods: Two independent (?<0.001) blood pressure lowering
variants from around the PDES5A locus were used in two-sample MR
to assess the effect of genetically proxied PDES5 inhibition on risk
of dementia subtypes, cognitive performance, and neuroimaging
traits (cortical thickness, surface area and volume of white matter
hyperintensities) in large-scale genomic consortia. The instrument's
predictive validity was assessed against erectile dysfunction and
pulmonary arterial hypertension (PAH) as positive controls.

Results: Following correction for multiple comparisons, genetically
proxied PDES5 inhibition was associated with lower odds of erectile
dysfunction (OR 0.85, 95% C1 0.83-0.87) and PAH (OR 0.58, 95% Cl
0.55-0.61), and higher odds of Alzheimer's disease (OR 1.07, 95% Cl
1.04-1.10), Lewy body dementia (OR 1.20, 95% Cl 1.17-1.23) and
vascular dementia (OR 1.04, Cl 1.02-1.07). Furthermore, geneti-
cally proxied PDES5 inhibition was associated with reduced cortical
thickness (SD change -0.003, 95% Cl -0.004, -0.002) and cognitive
performance (SD change -0.010, 95% Cl -0.013, -0.007), but not

cortical surface area or volume of white matter hyperintensities.

Outcome Cases / Controls OR (95% CI) P-value
Positive control

Erectile dysfunction 73291318983 - 0.85(0.83, 0.87) <0.001
Pulmonary hypertension 2210/ 174581 —.— 0.58 (0.55, 0.61) <0.001
Dementia subtype

Aizheimer's disease 39918/ 358140 - 1.07 (1.04,1.10) <0.001
Vascular dementia 3116/360778 - 1.04 (1.02,1.07) 0.002
Lewy body dementia 2591/6618 w 1.20 (1.17,1.23) <0.001
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FIGURE 1 Forest plot depicting Mendelian randomisation estimates
for genetically proxied PDES5 inhibition and associations with
positive controls and dementia subtypes (Bonferroni correction:
p<0.0036 for statistical significance)
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TABLE 1 Mendelian randomisation estimates for genetically
proxied PDES5 inhibition and associations with cognitive traits and
neuro-imaging phenotypes (Bonferroni correction: p<0.0036 for
statistical significance)

Outcome Mean (SD) SD difference (95% CI) P-value

Cognitive performance Score 0+ 1 -0.010 (-0.013, -0.007) <0.001

Average cortical thickness 245+0.11lmm -0.003 (-0.004, -0.002) <0.001

Average cortical surface area 169,647.43 = 320.172 (25.464, 614.881) 0.033
16,501.45mm’

White matter hyperintensities -0.027 -0.027 (-0.050, -0.005) 0.016

Conclusion: In contrast to evidence from observational studies, our
findings indicate that inhibition of PDE5 is associated with higher risk
of dementia, and an unfavourable neurocognitive profile. This risk
should be further investigated prior to clinical trials of pharmaco-
logical PDES5 inhibition in the treatment and prevention of dementia.
Disclosure: The author Alexander Tinworth may receive sup-
port from the Nuffield Department of Population Health at the
University of Oxford or his scholarship benefactor, the British Heart
Foundation to attend conferences but has not received financial or

academic support in the conducting or writing of the study.

EPO-216 | Identification of novel dysregulated proteins in
Alzheimer's disease patients with therapeutic and diagnostic
potential

A. Montero—CaIIei; R. Coronel2; V. de los R|’053; A. PeIéez—Garcia4;
M. Fernandez-Acefiero®; J. Martinez-Useros®; M. Mendes’; I. Liste?;
R. Barderas®

IChronic Disease Programme (UFIEC), Instituto de Salud Carlos Ill,
Majadahonda, Madrid, Spain; 2Unidad de Regeneracion Neural,
Unidad Funcional de Investigacion de Enfermedades Crénicas,
Instituto de Salud Carlos 111 (ISCIII), Majadahonda, Madrid, Spain;
3Centro de Investigaciones Biolégicas, CSIC, Madrid, Spain; *Hospital
Universitario La Paz, Madrid, Spain; *Hospital Universitario Clinico San
Carlos, Madrid, Spain; ®Translational Oncology Division, OncoHealth
Institute, Fundacion Jimenez Diaz University Hospital, Madrid, Spain;
7Department of Infection and Immunity, Luxembourg Institute of

Health, Strassen, Luxembourg

Background and Aims: Alzheimer's disease (AD) is the most com-
mon cause of dementia worldwide. Its pathogenesis has not been
well elucidated yet and effective treatments are needed. We aimed
to analyze protein dysregulation in AD to identify dysregulated pro-
teins that could be key for the study of AD by two proteomics strate-
gies, TMT (Tandem Mass Tags) 10-plex quantitative proteomics and
LFQ (Label Free Quantification).

Methods: For TMT, brain protein extracts from AD patients (Braak
IV-VI) were analyzed by tandem mass spectrometry coupled to
liquid chromatography (LC-MS/MS) using a Q-Exactive. Protein
extracts from VD (vascular dementia) and FTD (frontotemporal de-
mentia) patients, and healthy individuals were used as controls. For
LFQ, a pull-down with in vitro synthesized Abeta (Amyloid-beta)

fibers was performed, and interacting proteins analyzed by LC-MS/
MS. Subsequent analysis of proteomics data was performed with
MaxQuant and the R program.

Results: 169 out of 3281 proteins identified by TMT were found
statistically significant 21.5-fold dysregulated in AD in comparison
to controls, with the dysregulation of 10 of them confirmed using
a different cohort of tissue and plasma samples. Two of these pro-
teins were found associated to Abeta fibers, and two as blood-based
biomarkers of AD. Regarding the pull-down, 332 proteins were iden-
tified as potential interactors of Abeta fibers, with 18 of them vali-
dated in vitro and ex vivo.

Conclusion: Novel proteins associated to AD pathogenesis, with a
potential role in AD development and as biomarkers of the disease
were described here. In addition, these proteins possess a high po-
tential as therapeutic targets.

Disclosure: This work was supported by the PI17CIII/00045 grant
from the AES-ISCIII program to R.B. The A.M-C. FPU predoctoral
contract was supported by the Spanish Ministerio de Educacién,

Cultura y Deporte. The authors declare no competing interests.

EPO-217 | Structure-based discovery of choline
acetyltransferase ligands as potential theranostic agents for
Alzheimer's disease

A. TK Baidyai; B. Das®; T. Darreh-Shori%; R. Kumar?!
1Department of Pharmaceutical Engineering & Technology, Indian
Institute of Technology (Banaras Hindu University), Varanasi, Uttar
Pradesh, India; *Division of Clinical Geriatrics, Centre for Alzheimer
Research, Department of Neurobiology, Care Sciences and Society,

Karolinska Institutet, Stockholm, Sweden

Background and Aims: Choline acetyltransferase (ChAT), is a key
cholinergic enzyme that biosynthesizes neurotransmitter acetyl-
choline, which plays a pivotal role in fundamental brain processes.
Gradual loss of cholinergic neurons is observed in the brain with
Alzheimer's disease which correlates well with the progressive de-
cline of ChAT levels. This makes ChAT a key biomarker to estimate
AD progression. The absence of specific, potent, blood-brain-barrier
permeable small molecule ligands motivated us to discover novel
ChAT ligands.

Methods: In this study, we have screened a VITAS-M small
molecule library containing ~1.4 million compounds by using a
structure-based virtual screen protocol based on VinaMPI. The
top scoring compounds were manually inspected for their interac-
tion with the active site amino acid residues and fifty compounds
were selected.

Results: The fifty structurally diverse hits were identified. All
showed potentially good interaction with the hotspot residues in
the binding pocket of ChAT. They also showed prominent interaction
with the catalytic residue His324 which is necessary for inhibitory
activity of ligands. These hits will be validated in an in-house devel-
oped fluorimetric assay to evaluate their enzyme inhibition kinetics
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and molecular dynamic simulation to understand their dynamic in-
teraction in the process of ChAT inhibition.

Conclusion: The potential ChAT hits identified in this study can be
further developed into ChAT PET tracers for the diagnosis of cholin-
ergic dysfunction and to initiate timely therapeutic interventions to
prevent or delay the progression of AD.

Disclosure: Nothing to disclose.

EPO-218 | Clinical correlations with diffusion-weighted MRI in
probable Creutzfeldt-Jakob Disease

H. Rhee
Department of Neurology, Kyung Hee University Hospital at Gangdong,

Seoul, Republic of Korea

Background and Aims: Diffusion-weighted imaging (DWI) of the
brain is important in diagnosing CJD. Also, elevated CSF total tau
(t-tau) is considered a useful CJD biomarker revealing neuro-axonal
damage although it is not specific for CJD. In this study, we at-
tempted to find out the association between DWI abnormality and
CSF t-tau in CJD patients.

Methods: The patients who had been diagnosed and reported as
human prion disease to the Korea Disease Control and Prevention
Agency (KDCA) by medical institutions in South Korea from January
1, 2019, to December 31, 2019, were included in the clinical review.
A total of 186 patients had been reported as suspected human prion
disease during the one year and 53 patients who satisfied the criteria
for human prion disease were included in the analysis.

Results: Hyperintense lesions on DWI were observed in 52 patients
(98%). The involvement of the neocortex was observed in almost all
patients (98%) and asymmetrical and bilateral hyperintensities on
DWI were common. Among the neocortex, the most commonly in-
volved region was the parietal lobe, followed by the frontal lobe, tem-
poral lobe, and occipital lobe. DWI abnormality in the striatum and/or
thalamus was observed in 65.3% of patients. There was no significant
association between the extent of the lesions on DWI and CSF t-tau.
Conclusion: In this study, most of the patients with probable CJD
showed DWI abnormality mainly on the neocortex (parietal > frontal
> temporal > occipital). The association between the pattern of DWI
abnormality and the level of CSF t-tau was not observed.
Disclosure: Nothing to disclose.

EPO-219 | Linking mitochondrial dysfunction with glial and
neuroaxonal degeneration in Creutzfeldt-Jakob disease

C. Manco; D. Plantone; D. Righi; S. Locci; N. De Stefano
Department of Medicine, Surgery and Neuroscience, University of

Siena, Siena, Italy

Background and Aims: Creutzfeldt-Jakob Disease (CJD) is a rare
human prion disease characterized by the aberrant accumulation of

a misfolded prion protein in neurons, causing spongiform changes,
and neuronal loss. The exact neuropathogenic mechanisms associ-
ated with the rapid neuronal death partly remain unclear, with mi-
tochondrial dysfunction possibly giving a contribution. This study
explores the serum concentrations of biomarkers of neurodegen-
eration, glial activation, and mitochondrial dysfunction in CJD and
their associations.

Methods: We assessed the serum material of 16 CJD patients [me-
dian age 66years (25th-75th percentile 59.8-77.3)] and 72 healthy
controls [HC median age 64years (25th-75th percentile 56-72)].
Serum neurofilament light chain (sNfL) and serum glial fibrillary
acidic protein (sGFAP) levels were assessed with single molecule
assay (SIMOA), and serum Growth Differentiation Factor-15 (sGDF-
15) with ELISA. Spearman correlation and analysis of covariance,
considering age as covariate, were performed.

Results: Significant differences were found in sNfL [median CJD
sNfL: 129 pg/ml (25th-75th percentile 102-252), median HC sNfL:
12.1 pg/ml (25th-75th percentile 7.96-16.2); p<0.001] and sGFAP
[median CJD sGFAP 586 pg/ml (25th-75th percentile 394-1300), HC
101 pg/ml (25th-75th percentile 50.8-169); p <0.001] between CJD
and HC. No difference was shown when sGDF-15 was considered
[median CJD sGDF-15: 780 ng/ml (25th-75th percentile 402-2151);
median HC sGDF-15 704 ng/ml (25th-75th percentile 444-992)]. In
CJD patients, however, we found a significant positive correlation of
sNfL with sGDF-15 levels (p=0.001, r=0.748).

Conclusion: Our study suggests a role of mitochondrial dysfunction
in the complex process of neurodegeneration in CJD.

Disclosure: Nothing to disclose.

EPO-220 | Unilateral magnetic resonance-guided focused
ultrasound thalamotomy for essential tremor and Parkinson's

disease

C. Sempere Navarro®; G. Fernandez Pajarint; J. Garcia de Soto’;
J. Casillas Clot?; P. Roman®; M. Blanco®; E. Ares®; B. Ares®; J. Prieto!;
A. Sesar!

!Department of Neurology, Hospital Clinico Universitario, Santiago de

Compostela, Spain; 2Department of Community nursing, preventive
medicine and healthcare, University of Alicante, Alicante, Spain;
3Department of Neurosurgery, Hospital Clinico Universitario, Santiago
de Compostela, Spain; *Department of Radiology, Hospital Clinico

Universitario, Santiago de Compostela, Spain

Background and Aims: Magnetic Resonance-guided focused ultra-
sound (MRgFUS) thalamotomy is a minimally invasive procedure
with proven efficacy in the management of refractory tremor. The
objective of this study is to analyse differences of effectiveness in
tremor reduction between Essential Tremor (ET) and Parkinson's
disease (PD).

Methods: A total of 22 patients, 11 with refractory essential tremor
(ET) and 11 with PD, who underwent MRgFUS thalamotomy in our
center were included. The Clinical Rating Scale for Tremor of the
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treated hemibody (CRST A+B) and functional disability (CRST C)
were compared before and 6 months after MRgFUS thalamotomy,
as well as adverse effects at 1 and 6 months.

Results: At baseline, mean (+SD) age was 71.1 1+8.53 for ET pa-
tients and 70.1+12.89years for PD patients (p=0.832). Before
treatment, CRST A+B scores were 21.45+5.94 and 19.64+5.89
(p=0.438) and CRST C were 17.18 + 5.4 and 14.09 + 6.46 (p=0.365),
respectively. After 6 months of MRgFUS thalamotomy, a significant
improvement in tremor severity and disability was observed (CRST
A+B: 1.82+2.44 and 3.45+3.53 (p=0.003); CRST C: 1.82+2.18
and 4.09+4.23 (p=0.003)), although there were not significant
differences between both groups (p=0.193 and p=0.065, respec-
tively). Dysarthria and unsteadiness were the most common adverse
effects reported, which were mild and transient.

Conclusion: Unilateral MRgFUS thalamotomy is safe and effective
for refractory tremor in ET and PD. Further studies with larger sam-
ple sizes are needed to address possible differences in efficacy.
Disclosure: Nothing to disclose.

EPO-221 | Obstructive sleep apnoea and cognitive decline:

Quest for new biomarkers

C. da Silva'; J. Neiva Machado?; J. Moita®; C. Loureiro®; T. Almeida®;
M. Limal; J. Duréesl; M. Leitéol; P. Faustinol; C. Bernardeslg
. Baldeiras®; A. SiIva—Spl'noIai; |. Santana®; M. Tabuas-Pereira®
lNeuroIogy Department, Unidade Local de Satide Coimbra, Coimbra,
Portugal; 2Pulmonology Department, Unidade Local de Satde Regido
de Leiria, Leiria, Portugal; 3Pulmonology Department, Unidade Local de

Satde Coimbra, Coimbra, Portugal

Background and Aims: Obstructive sleep apnea (OSA) is the most
common type of sleep-related breathing disorder. The underlying
chronic intermittent hypoxia and sleep fragmentation are pointed
out as the main mechanisms leading to cognitive decline. Apnea-
hypopnea index has been used to evaluate severity of OSA, but
oxygen desaturation index (ODI) is a relevant parameter, reflecting
hypoxia. We aim to explore the link between different OSA markers
and CSF biomarkers related to Alzheimer's disease (AD).

Methods: Transversal and retrospective study. We selected patients
with cognitive complaints followed in a neurology appointment from
a tertiary health center that met criteria for OSA through polysom-
nography (PSG). We gathered demographic and clinical data, includ-
ing PSG parameters and CSF biomarkers of dementia. Statistical
analysis comprised univariate and multivariate analysis adjusted for
potential confounding variables. Statistical significance was set at
p<0.05.

Results: A total of 81 patients were included (mild OSA 29.6%, moder-
ate OSA 35.8%, severe OSA 21.0%). Forty-six (56.8%) were women,
mean age of 69.2years, 7.3 years of education, mean MMSE of 23.6,
mean AHI of 22.0 events/h and mean ODI of 20.6 events/h. The uni-
variate analysis showed a positive correlation between ODI and pTau
(r=0.29; p=0.033). In stepwise multivariate regression analysis, the

best predictors of pTau were Tau (3=0.161, 95% Cl=[0.143, 0.178],
p<0.001), Ap42 (B=-0.023, 95% Cl=[-0.036, -0.011], p=0.001)
and ODI (8=0.446, 95% Cl=[-0.011, 0.903], p=0.055).
Conclusion: We found an association between ODI and CSF pTau
levels, suggesting that severe nocturnal hypoxemia might contribute
to neurodegeneration. These findings further emphasize the possi-
ble role of OSA treatment in preventing further neuronal damage.

Disclosure: Nothing to disclosure.

EPO-222 | Repetitive transcranial magnetic stimulation and mild
cognitive impairment

F. D‘Ammorai; M. De Stefanol; D. Buonannoi; R. Pepei;

D. Atripaldi®; M. Siciliano?; A. lavarone®; D. Ippolito®; G. Tedeschi';
F. Trojsi*; S. Esposito®

IFijrst Division of Neurology, University of Campania "Luigi Vanvitelli",
Naples, Italy; ?Department of psychology, University of Campania
Luigi Vanvitelli, Caserta, Italy; 3Neurologic Unit, CTO Hospital, AORN
"Ospedale dei Colli", Naples, Italy

Background and Aims: Repetitive transcranial magnetic stimulation
(rTMS) can be used to improve cognition in mild cognitive impair-
ment (MCI) and Alzheimer's disease (AD). Possible neurobiological
mechanisms underlying the rTMS therapeutic effects are maladap-
tive plasticity, glial activation and neuroinflammation, including met-
alloproteases (MMP) activation. Our aim was to evaluate the effects
of bilateral rTMS over the dorsolateral prefrontal cortex (DLPFC) on
plasmatic levels or MMP1, -2, -9 and -10, MMPs-related tissue inhibi-
tors TIMP1 and TIMP2, and cognitive performances in MCl patients.
Methods: MCI patients (n=18) were randomly assigned to two
groups: one group received high frequency rTMS daily four weeks
and the other received sham stimulation. Cognitive and psycho-
behavioural scores were measured at baseline (TO), after five weeks
(T1), and six months after rTMS stimulation (T2). To determine the
concentration of MMP1, -2, -9 and -10 and the respective inhibitors,
TIMP1 and TIMP2, we used commercially available ELISA kits.
Results: We observed reduction in plasmatic levels of MMP-1, -9,
and -10 in the MCI-TMS group and an increased in plasmatic levels of
TIMP1 and TIMP2. We also detected an improvement in visuospatial
performances.

Conclusion: Our study showed a possible long-term impact of bilat-
eral rTMS, a non-invasive neuromodulation technique, on plasmatic
levels of selected MMPs and TIMPs in MCl patients. These biological
effects, after a 4-week course of rTMS, associated with improve-
ment of visuospatial perceptive abilities, prompt us to hypothesize a
neuroprotective effect of rTMS.

Disclosure: | have no disclosure.
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EPO-223 | Internetworks functional connectivity in Alzheimer's

disease and Mild Cognitive impairment patients with Anosognosia

D. Ballotta'; M. Tondelli'; C. Carbone’; R. Maramotti'; A. Chiari?;
G. Pagnoni'; G. Zamboni®

!Department of Biomedical, Metabolic and Neural Sciences, University
of Modena and Reggio Emilia, Modena, Italy; 2Neurology Unit, Azienda

Ospedaliero-Universitaria of Modena, Modena, Italy

Background and Aims: Unawareness in the Alzheimer's disease (AD)
continuum has been hypothesized to arise from an impaired com-
munication between brain regions. Reduced functional connectivity
in the default-mode network (DMN) has been demonstrated in AD
patients with anosognosia; altered interaction between DMN and
Frontoparietal Network (FPN) has been reported in Mild Cognitive
Impairment (MCI); stronger connectivity within the salience network
(SN) has been linked to anosognosia in prodromal AD. We hypoth-
esized that anosognosia in AD could be associated with an imbalance
between the activity of the DMN, the SN and the FPN, detectable
using resting state functional magnetic resonance imaging (FMRI).

Methods: Sixty patients with MCI and AD underwent fMRI and
neuropsychological assessment. Patients were categorized as
aware or unaware of their condition, according to the Anosognosia
Questionnaire Dementia. Independent component analysis (ICA)
of the fMRI data was used to identify DMN, SN and FPN. Partial
correlations were performed on the individual ICA time-courses as-
sociated with each network to assess inter-network functional con-
nectivity. Finally, we examined whether the strength of functional
connectivity between DMN and SN was a significant predictor of
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the connectivity strength between DMN and FPN, separately for
aware and unaware patients.

Results: Functional connectivity between DMN and SN was posi-
tively correlated with functional connectivity between DMN and
FPN only in aware patients (Figure 1).

Conclusion: Functional connectivity between DMN, SN and FPN is
altered in MCl and AD patients with anosognosia, suggesting that a
possible imbalance in these large-scale networks might be associ-
ated to anosognosia expression in AD continuum.

Disclosure: Nothing to disclose.

EPO-224 | Mitigating Alzheimer's: Neurosteroids' effect against

mitochondrial dysfunction

D. Divya'; M. Farug?; D. Vohora!

!Department of Pharmacology, School of Pharmaceutical Education
& Research (SPER), Jamia Hamdard, New Delhi, India; Division of
Genomics and Molecular Medicine, CSIR-Institute of Genomics and
Integrative Biology (IGIB), New Delhi, India

Background and Aims: Introduction: Alzheimer's disease (AD) is a
neurological disorder characterized by pathological features such as
synaptic and neuronal loss, the accumulation of amyloid-beta (Ap)
deposits, and the formation of neurofibrillary tangles. The disease is
closely linked to oxidative stress, stemming from increased reactive
oxygen species (ROS), altered mitochondrial biogenesis, and changes
in mitochondrial membrane potential (MMP), ultimately leading to
disrupted mitochondrial function and cellular apoptosis. Ganaxolone
and allopregnanolone have displayed neuroprotective effects;
however, their impact on AB deposits and mitochondrial dysfunc-
tion in AD remains unclear. This study delves into the influence of
Ganaxolone and allopregnanolone on A toxicity-induced mitochon-
drial dysfunction and explores the subsequent cellular processes.
Methods: The SH-SY5Y neuroblastoma cell line was transfected
with an amyloid precursor protein (APP) plasmid construct to es-
tablish an AD cell model. Cells underwent a 24-hour treatment
with Ganaxolone and allopregnanolone, followed by a ThT binding
assay and immunoblotting to assess the effects on in vitro amyloid
formation. Mitochondrial alterations were monitored using mito-
sox, and changes in MMP were analyzed through flow cytometry
using TMRE. Additionally, apoptotic protein were investigated via
Western blotting.

Results: Ganaxolone and allopregnanolone treatment significantly
decreased mitochondrial ROS associated with Af toxicity and re-
stored altered MMP mitigated apoptosis and amyloid-beta toxicity.
We also showed that Ganaxolone decreased the rate of apoptosis
in cells by modulating important evolutionarily conserved proteins
of apoptosis.

Conclusion: These findings suggest that Ganaxolone and allopregna-
nolone provide protection against mitochondria to APP-transfected
SH-SY5Y cells, proposing Ganaxolone and allopregnanolone as a po-
tential therapeutic agent for AD.
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Disclosure: This work was supported by the Indian Council
of Medical Research (ICMR) New Delhi, India, for SRF to DG
(Ref. No. 45/05/2020-PHA/BMS) and ICMR grant proposal no.
1IRP/2023/1050 for financial support.
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EPO-225 | Associations between PM2.5 exposure and

Alzheimer's disease prevalence among elderly in eastern China

L. Yang
Zhejiang Hospital

Background and Aims: Studies showed that PM2.5 might be associ-
ated with various neurogenic diseases such as Alzheimer's disease
(AD). However, this topic had been little studied in Zhejiang province
of China.

Methods: We established a cohort of AD high-risk population with
1,742 elderly aged 60 and above. The average residential exposure
to PM2.5 for each participant that in a 5-years period prior to the
first survey, was estimated using a satellite-based spatial statisti-
cal model. We determined the association between PM2.5 and AD
prevalence by cox proportional hazards regression model.

Results: This study showed that an increase in the PM2.5 level was
an important associated risk factor that contributed to AD. The aver-
age PM2.5 exposure levels among the study population ranged from
32.69ug/m3 to 39.67pg/m3 from 2013 to 2017, which were much
higher than 5ug/m3 that specified in the WHO air quality guidelines.
There was an association between PM2.5 exposure and AD, and the
correlations between PM2.5 and Mini-Mental State Examination,
Montreal cognitive assessment scale scores were statistically signifi-
cant. Anincrease in the PM2.5 level by 10ug/m3 elevated the risk of
AD among residents by 2%-5% (HR model 2-model 4=1.02 to 1.05,
Cl model 2-model 4=1.01-1.10). The subgroups of male, with old
age, with low education levels, used to work as farmers or blue-collar

workers before retirement, overweight and obese were associated
with a higher effect of PM2.5.

Conclusion: Reducing PM2.5 exposure might be a good way to pre-
vent AD.

Disclosure: Nothing to disclose.

Table 1. Association between PM. 5 exposure (per 10 pg/m?® increment) and incidence of AD

Model HR 95% CI P values
Model 1 0.85 0.76-1.05 0.06
Model 2 1.02 1.01-1.09 0.04
Model 3 1.05 1.02-1.11 0.03
Model 4 1.03 1.01-1.10 0.04

Abbreviations: HR, relative hazard; 95%CI, 95% confidence interval; AD, Alzheimer's Disease.

* Model 1 was an unadjusted model; Model 2 included PMos, age, gender; Model 3 added
smoking and ETS exposure based on Model 2: Model 4 added educational degree, family income,
BMI, and occupation before retirement based on Model 3.

Table 2. Analysis on the Relationship between Cognitive Function Score and PM, s Exposure
Model MMSE MoCA P values for MMSE P values for MoCA

Model 1~ 035(0.18-0.51)  0.14(0.08-0.18) 0.03 0.02
Model2  038(0.19-0.54)  0.15(0.10-0.22) 0.04 0.03
Model3 036 (0.26-047)  0.16 (0.11-0.21) 0.02 001
Model4 ~ 037(021-0.45)  0.15(0.08-0.24) 0.03 0.03

* Model 1 was an unadjusted model; Mode: -~ included PM: s, age, gender; Model 3 added
smoking and ETS exposure based on Model 2; Model 4 added educational degree, family income,
BML, and occupation before retirement based on Model 3.

Table 3. Analysis on the association between PM, s Exposure (Per 10ug/m*) and AD prevalence

by subgroups
Variables Group HR (95% CI) P values
Gender Male 1.03 (1.01-1.12) 0.03
Female 0.94(0.81-1.08) 0.10
Age group. years 60-64 0.96(0.72-1.24) 0.13
65-69 1.04 (0.98-1.12) 0.15
70-74 1.11(1.10-1.52) 0.02
75-85 1.12(1.11-1.43) 0.02
Education level Illiteracy 1.13 (1.09-1.20) 0.03
Primary school 1.01(0.99-1.15) 0.04
Junior high school 0.98(0.77-1.24) 0.23
Senior high school and above 0.86(0.26-2.81) 0.31
Marital status Living alone 1.01(0.89-1.14) 0.52
Cohabitation 0.76 (0.58-1.00) 0.78
Occupation Farmers 1.02 (1.00-1.16) 0.04
Blue-collar 1.09(1.01-1.25) 0.02
White-collar 0.65(0.43-1.12) 0.42
BMLI, kg/m? Normal, BMI < 24 0.89(0.76-1.03) 0.36
Overweight, BMI >24 and < 28 1.04 (1.01-1.27) 0.04
Obese, BMI >28 1.03 (1.00-1.12) 0.04

73
Abbreviations: HR, relative hazard; 95% CI. 95% confidence interval: AD. Alzheimer's Disease.

Autonomic nervous system diseases 2

EPO-226 | Heart rate variability fluctuations within 48 hours

following a stroke and their association with symptom severity

E. Olbert?; W. Struhal?
Karl Landsteiner University of Health Sciences, Krems, Austria;
2Department of Neurology, University Hospital Tulln, Tulln, Austria

Background and Aims: The impact of cerebrovascular events such as
stroke, transient ischemic attack (TIA), and intracranial hemorrhage
(ICH) has been the subject of prior publications. However, compre-
hensive data pertaining to the initial stages of acute cerebral events
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is lacking. In this study, we conducted an examination of the fluc-
tuation of heart rate variability, specifically analyzing standard de-
viation of NN intervals (SDNN), at different intervals after an acute
cerebral event.

Methods: Monitoring data from 714 patients treated at the Stroke
Unit of University Hospital Tulln were analyzed. For each patient, a
10-minute ECG signal was examined hourly, and heart rate variability
and baroreceptor sensitivity were calculated. Heart rate variability
fluctuation was quantified as the difference between maximum and
minimum values within the specified time frame for each patient.
Results: Stroke patients exhibited the lowest SDNN fluctuation
(mean: 16.6, 6h post-onset), maintaining consistently lower levels
over the initial 48 hours compared to individuals with ICH and stroke
mimics (ICH: 29.8, stroke mimic: 27.3). Stroke severity influenced
SDNN fluctuation, with milder strokes exhibiting increased fluc-
tuation (mean: 26.7) at 6 hours post-onset compared to moderate
(mean: 19.8) and severe strokes (mean: 14.9). This effect diminished
within 24 h post-onset; however, distinctions between stroke, ICB,
and stroke mimic persisted even after 48 h.

Conclusion: Fluctuations in autonomic parameters may suggest au-
tonomic nervous system instability or rigidity during the acute phase
following an acute cerebral event. These findings may explain dis-
crepancies in previous analyses, dependent on variances in analyzed
datasets and the specific time points considered after symptom
onset.

Disclosure: Nothing to disclose.

EPO-227 | Quality indices: A pre-requisite for using
automatically monitored electrocardiograms in autonomic
dysfunction research

E. Olbert?; Y. Teuschl?; W. Struhal®

IDepartment of Neurology, University Hospital Tulln, Tulln, Austria.
Karl Landsteiner University of Health Sciences, Krems, Austria;
2Department for Clinical Neurosciences and Preventive Medicine,

University for Continuing Education Krems, Krems, Austria

Background and Aims: While providing indirect assessment of the
autonomic nervous system, electrocardiograms (ECG) are often cor-
rupted by noise or irregularities. Gold standard is human expert as-
sessment, which is challenged in large databases. In this study, the
performance of two automated, modulation spectrum-based quality
indicators were assessed for the detection of corrupted ECG signals
in real-life monitoring data.

Methods: Datasets included 1000 ECG-recordings, each 600 sec-
onds, collected at a stroke-unit. ECG quality was evaluated by an
expert, including the duration of artefacts and the number of extra-
systoles. The modulation spectral based quality index (MSQI) and
the Peak Distance Quality Index (PDQI) were calculated, as well as
their sensitivity, specificity, accuracy and the area under the curve
(AUC) for the detection of high quality ECGs compared to expert
rating.

Results: The percentage of ECG signals in the recordings based on
the modulation spectrum approach correlates with expert rating
(r=0.99,p<0.001). According to expert rating, of 861 recordings, 85
(9.8%) showed more than 15% of extrasystoles and 60 (6.9%) more
than 100s of artefacts and were rated as “reduced quality”. The AUC
for PDQI ranges from 0.758 to 0.916 and for MSQI from 0.728 to
0.834. PDQI is superior in identifying extrasystoles, while the MSQI
is better in identifying artefacts.

Conclusion: The large number of artefacts and irregularities makes
automated quality indicators indispensable for the use of real-life
EGC monitoring data in science. We propose a combination of the
MSQIl and PDQI to select signals before analyzing data for the evalu-
ation of the autonomic nervous system.

Disclosure: Nothing to disclose.

EPO-228 | Sex-related differences in multiple system atrophy

Ml; S. Eschlbdck?; N. Campesel; P. Mahlknecht!; M. Peball®;
G. Goebel®; V. Sidoroff®; F. Krismer®; R. Granata®; S. Kiechl®;

W. Poewel; K. Seppi4; G. Wenningl; A. Fanciullit

IDepartment of Neurology, Medical University of Innsbruck, Innsbruck,
Austria; ’Department of Neurology, Hochzirl-Natters Hospital, Zirl,
Austria; ®Institute of Medical Statistics and Informatics, Medical
University of Innsbruck, Innsbruck, Austria; 4Department of Neurology,

Provincial Hospital of Kufstein, Kufstein, Austria

Background and Aims: Here we aimed at investigating sex-related
differences in the clinical presentation of multiple system atrophy
(MSA) by means of a literature review and analysis of a retrospective
Innsbruck cohort.

Methods: We searched the PubMed database for articles entailing
sex-related information in MSA. The baseline to last follow-up clini-
cal demographic differences between female and male individuals of
the Innsbruck MSA cohort were investigated with a univariate fol-
lowed by a multivariable binary regression analysis.

Results: The literature search identified 46 publications. Earlier
studies showed comparable survival rates between female and male
MSA individuals, while recent ones indicated that a more frequent
motor-symptomatic onset and generally less severe autonomic
failure may confer female MSA individuals a survival benefit. Fifty-
six women and 60 men with a comparable median follow-up of 27
months were included in the retrospective analysis. At baseline, fe-
male sex was associated with depression (OR=4.7; p=0.007), male
sex with severe orthostatic hypotension (OR=5.5; p=0.016). At
follow-up, female sex was additionally associated with the intake of
CNS-active drugs (OR=4.1; p=0.029), while male sex also showed
an association with the presence of supine hypertension (OR=3.0;
p=0.020) and antihypertensive treatment (OR=8.7; p=0.001). We
also observed an association between male sex and the initiation of
antihypertensive regimes over the observational period (OR=12.4;
p=0.004).



140 of 457

ABSTRACT

Conclusion: Our results indicate dynamic sex-related differences in
the clinical presentation of MSA, which need to be taken into ac-
count both for therapeutic and research purposes.

Disclosure: Academic study without external funding. Dr Leys and
Dr Campese are/were supported by the US MSA Coalition and the
Dr. Johannes & Hertha Tuba Foundation throughout conducting this
study.

EPO-229 | DA-9701 treatment for gastrointestinal symptoms
and quality of life in postural orthostatic tachycardia syndrome

H. Jungl; D. Seol; J. Kiml; J. Sol; H. Kiml; Y. Lim1; Y. Kool; J. Lee2;

E. Lee!

lDepartment of Neurology, Asan Medical Center, University of Ulsan
College of Medicine, Seoul, Republic of Korea; 2Clinical Research
Center, Asan Institute for Life Sciences, Asan Medical Center, University
of Ulsan College of Medicine, Seoul, Republic of Korea

Background and Aims: Gastrointestinal (Gl) symptoms commonly
affect patients with postural tachycardia syndrome (POTS), detri-
mentally impacting their quality of life (QoL). DA-9701, acting on
5-HT1A, 5-HT4, and D2 receptors, may improve Gl symptoms and
enhance the QoL in patients with POTS.

Methods: This randomized, double-blind, placebo-controlled, pilot
trial was conducted at a single center. Patients with POTS were ran-
domized in a 1:1 ratio following a crossover design. Participants re-
ceived either oral DA-9701 (30 mg) or a placebo thrice daily for eight
weeks. This was followed by a four-week washout period and an
additional eight-week treatment with the alternate therapy. The pri-
mary endpoint was the change from baseline in GI symptoms (total
Nepean Dyspepsia Index-Korean version (NDI-K) symptom score)
and related QoL (total NDI-K QoL score) over the 8 week-treatment
period (cris.nih.go.kr, number KCT0006932).

Results: A total of 24 patients were randomized to initially receive
either DA-9701 (n=12) or placebo (n=12). DA-9701 did not sig-
nificantly improve the primary endpoints in total NDI-K symptom
(Least-squares means, -13.9 vs. 9.5, p=0.326) and QoL scores (4.2
vs. 2.4, p=0.596). However, there was a tendency for improvement
in specific Gl symptoms, such as upper abdominal pain (-0.6 vs. 0.7,
p=0.066) and pressure (-1.4 vs. -0.1, p=0.061). A carryover effect
was observed in total NDI-K QoL (p=0.036), and analysis for the
period 1 showed marginally significant treatment difference (-1.3 vs.
9.2, p=0.067).

Conclusion: Although DA-9701 was not successful to improve Gl
symptom and related QoL in this crossover trial, its potential merits
warrant further investigation.

Disclosure: Funded by Dong-A Pharmaceutical.
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Background and Aims: We describe the case of a 35-year-old patient
with severe painful small fiber neuropathy, early onset of symptoms
and a long history of clinical and instrumental examinations who un-
derwent overtime several aggressive and ineffective treatments for
a putative rheumatological disease.

Methods: Symptoms started at the age of 21 with paraesthesia and
burning pain in pectoral and periscapular area and at the hands.
Shortly thereafter pain gradually spread to involve both feet and pel-
vic area. Twelve years after onset of symptoms, the patient reported
generalized burning pain affecting also face and tongue. The pain
was so severe he could only walk with the help of crutches. He also
complained of gastroesophageal reflux, early satiety, bloating and
severe constipation. Neurological examination was normal except
from mechanical allodynia at both feet. He underwent functional
and morphological assessment of small fibers.

Results: Spine and brain MRI, nerve conduction study, blood exami-
nation for dysmetabolic and dysimmune disorders were not relevant.
Quantitative sensory testing showed abnormal thermal thresholds.
Sympathetic skin response was abnormal and dynamic sweat test
showed a non-length-dependent hypohidrosis. Cardiovascular re-
flexes were normal. Skin biopsy revealed a moderate non-length de-
pendent loss of sensory and autonomic nerves. Exome sequencing
revealed a heterozygous VUS mutation (c.4852A>C; p.Met1618Leu)
in the SCN10A gene. The same clinical and instrumental features
were present in a sister and in the father of our patient who carried
the same mutation.

Conclusion: Awareness of the genetic causes of SFN is crucial for
providing correct diagnosis and treatment for patients and their
family.

Disclosure: Nothing to disclose.
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diagnosis of parkinsonian syndromes - monocentric cohort
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Background and Aims: Cardiac [123l|]metaiodobenzylguanidine
scintigraphy (1231-MIBG) reflects postganglionic cardiac sympa-
thetic denervation (CSD). It is used for the differential diagnosis of
parkinsonian syndromes, particularly between Parkinson's Disease
(PD) and Multiple System Atrophy (MSA). We aimed at knowing
whether there were clinical features that predict a 1231-MIBG with-
out CSD.

Methods: Retrospective study of a cohort of patients followed in
the Neurology department of a tertiary university hospital, who
performed 123I-MIBG. Clinical data were retrieved from individual
clinical registries. Patients with and without postganglionic cardiac
autonomic denervation were compared to find factors associated to
absence of CSD. A significant p-value was considered below 0.05.
Results: From the thirty patients who performed 123I-MIBG be-
tween 2018 and 2023 in our center, twenty-seven did so for differ-
ential diagnosis between parkinsonian syndromes (22.2% presumed
PD, 51.9% presumed MSA, 25.9% others). Only 44.4% of patients
performed a Schellong test. The median time from the onset of
the disease to the 123I-MIBG was 3.0 (2.0-6.0) years. 44.4% ex-
hibited cardiac denervation, while 55.6% did not. Univariate analy-
sis revealed statistically significant differences between groups in
terms of MDS-UPDRS-III, cardiovascular symptoms, isolated uri-
nary symptoms (without cardiovascular symptoms), cardiovascular
plus urinary symptoms, constipation, and presumed MSA diagnosis
(Table 1). According to the logistic regression (Table 2), predictors of
absence of CSD were isolated urinary symptoms (OR 8.1), constipa-
tion (OR 11.7), and a presumed MSA diagnosis (OR 21.2).

TABLE 1 Statistically Significant Differences Between Groups:
Univariate Analysis Results

123|-MIBG with 123MIBG without
cardiac denervation cardiac denervation p-value

n=12 (44.4%) n=15 (55.6%)
MDS-UPDRS-IIl (mean +/- SD) 43.2+/-20.8 24.3+/-13.4 0.029
Cardiovascular symptoms 10 (83.3%) 6 (40.0%) 0.023
Isolated urinary symptoms 1(8.3%) 9 (60.0%) 0.006
Cardiovascular plus urinary

8 (66.7%) 4(26.7%) 0.038

symptoms
Constipation 2(16.7%) 10 (66.7%) 0.009
MSA Diagnosis 2(16.7%) 12 (80.0%) 0.001

TABLE 2 Predictors of Absence of Cardiac Sympathetic
Denervation: Logistic Regression Analysis

Logistic regression (p=0.0002)

MDS-UPDRS-III OR 8.1 (Cl1 95% 0.4 — 162.1), p=0.170

Constipation OR 11.7 (Cl 95% 0.8 — 181.3), p = 0.079

Isolated urinary symptoms OR 21.2 (Cl 95% 1.5 — 299.2), p = 0.024

Conclusion: In our cohort, individuals presenting with isolated uri-
nary symptoms, constipation, and a presumed MSA diagnosis are
more likely to exhibit an absence of CSD.

Disclosure: Nothing to disclose.
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