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EPO-001

Epilepsy in Alzheimer’s disease
associated with Down syndrome.
Experience in real-life clinical practice.

M. Altuna Azkargorta!, S. Clos?, M. Carmona Iragui?,

L. Barroeta?, L. Videla?, B. Benejam?, J. Arranz?,

A. Estangal, S. Fernandez?, ]. Pegueroles?, L. Ribas?,

J. Fortea?, S. Gimenez3

!CITA Alzheimer-Foundation. Donosti-San Sebastian, Spain,
2Alzheimer-Down Unit. Memory Unit. Hospital Santa Creu i
Sant Pau, Barcelona, Spain, *Multidisciplinary Sleep Unit.
Hospital Santa Creu i Sant Pau, Barcelona, Spain

Background and aims: Down syndrome(DS) is a
genetically determined form of Alzheimer’s Disease(AD).
AD is a risk factor for epilepsy, mainly genetic forms of
AD, including DS (DSAD). Our objective is to present real-
life data on clinical and electrophysiological characterization
of DSAD-associated epilepsy.

Methods: A multicentric cross-sectional study in adults
with DS (January 2015-January 2023). All participants were
assessed by neurologists and neuropsychologists and
classified into asymptomatic-aDS-, prodromal-pAD- and
dementia AD-dAD- in a consensus meeting based on
objective criteria. Personal history of epilepsy for all and for
a subgroup routine EEG and/or 21 channel video-
polysomnography(v-PSG) were performed.

Results: We recruited 966 adults with DS, 45.9% women,
mean age 44.3y(+/-11.6). Of these 36.3% were symptomatic
for DSAD. Frequency of untriggered seizures increased in
AD continuum (7.6% aDS, 19.4% pAD, 54.7% dAD). The
most frequent were bilateral tonic-clonic(BTCS) and the
coexistence with myoclonic seizures was especially
frequent in dAD (57.1%). The prevalence of both interictal
epileptiform (short paroxysms of generalized polyspike-
waves) and non-epileptiform abnormalities (slowing of
background activity) increased significantly in the AD
continuum and in relation to epilepsy. Most frequently used
ASM was levetiracetam (61.5%), removed in 1/5 of the
cases due to behavioral adverse effects and 48% of them
tolerated brivaracetam. Seizures freedom for >1year was
achieved in 65.9% of DSAD patients, with better response
for BTCS.

Slow wave sleep recording (Phase N3) in DSAD patient with critical
and interictal epileptiform activity.

Conclusion: The development of symptomatic AD is
strongly associated with epileptic seizures in adults with
Down syndrome. The good tolerance to ASMs and their
good ability to control BTCs supports their use after the first
untriggered seizure.

Disclosure: The authors have no relevant financial or non-
financial interests to disclose.

EPO-002

Dysautonomia in the differential diagnosis
of Dementia with Lewy Bodies and
Alzheimer’s Disease

C. Bernardes!, P. Faustino!, M. Lima!, D. Duro!,

J. Durées!, 1. Baldeiras?, M. Tabuas-Pereira!, I. Santana!
!Neurology Department, Coimbra University Hospital
Centre, Coimbra, Portugal, *Center for Neuroscience and
Cell Biology, Coimbra, Portugal

Background and aims: Dementia with Lewy bodies (DLB) is
the second most common degenerative dementia in the elderly.
Despite their differences in clinical presentation, DLB
misdiagnosis as Alzheimer’s disease (AD) remains frequent.
Autonomic dysfunction is a known supportive clinical feature
of DLB but is often overlooked in dementia evaluation. The aim
of this work is to evaluate the role of dysautonomia in the
differential diagnosis between DLB and AD.

Methods: We selected a convenience sample of 40 patients
divided into 2 equal groups, matched for sociodemographic
data and neuropsychological scores. Dysautonomia was
assessed with Scales for Outcomes in Parkinson’s Disease-
Autonomic Questionnaire (P-SCOPA-AUT). Core clinical
features were assessed with motor score of Unified
Parkinson’s Disease Rating Scale (mUPDRS), Rapid Eye
Movement Sleep Behaviour Disorder Screening
Questionnaire (RBD-SQ), Clinician Assessment of
Fluctuation (CAF) and hallucination score of
Neuropsychiatry Inventory (hNPI).
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Results: We enrolled 40 patients, 21 women, with a mean
age of 77.9+5.0 years. P-SCOPA-AUT scores correlated
with mUPDRS (r=0.632; p<0.001), RBD-SQ (r=0.613;
p<0.001), CAF (r=0.49; p=0.001) and hNPI (r=0.397;
p=0.012). DLB patients presented higher P-SCOPA-AUT
scores compared to AD patients (p<0.001). P-SCOPA-AUT
showed a high diagnostic accuracy in differentiating DLB
from AD (AUC = 0.845; p<0.001).

Conclusion: Dysautonomia seems to be associated with all
four core clinical features of DLB and may help differentiate
between DLB and AD. P-SCOPA-AUT may be a reliable
tool to define patients for a detailed investigation of DLB
Ssymptoms.

Disclosure: Nothing to disclose.

EPO-003

Abstract withdrawn

EPO-004

Using a PET atlas to probe
neurotransmitter-disease associations in
Mild Cognitive Impairment and
Alzheimer’s disease

S. Budhdeo, Y. Abdulle, I. Kaczmarczyk, N. Sharma
Department of Clinical and Movement Neurosciences,
University College London, London, UK

Background and aims: Disease-neurotransmitter
associations may identify druggable pathways in Mild
cognitive impairment (MCI) and Alzheimer’s disease (AD).
Current symptomatic treatments target receptor systems.
Disease PET can measure neurotransmitter activity but is
difficult to scale to multiple systems. Hansen et al (2022)
have created an atlas of 19 neurotransmitter systems in
healthy subjects. We examined associations between disease
cortical atrophy with PET. The MCI-AD biological gradient
enables testing of methodological validity.

Methods: We used MRI data from ADNI (457 AD, 713
MCI, 881 controls). Cortical thickness values were derived
with FreeSurfer v7.1.1. These were processed in R to
generate Cohen’s d values, and then with the ENIGMA
toolbox. PET maps were averaged from 1200 healthy
subjects. Associations were analysed with dominance
analysis (contribution to regression model fit). Output was
a heatmap of relative dominance (Figure). Spin test
generated p-values adjusting for spatial autocorrelation.
Results: For MCI, GABAa (p=0.011) and MOR receptors
(p = 0.021) showed significant association, with SHT1A
(p=0.066), approaching significance. In AD, MOR receptor
was significant (p=0.045). AD total dominance (0.12) was
greater than MCI (0.095). There was progression in receptor
dominance values from MCI to AD.
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assessed and compared to other input variables normalised by the total fit.
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Example output of spin test to determine statistical significance of
cortical atrophy — GABAa neurotransmitter receptor/transporter
system distribution on PET map. Associations are made to maps
created through map rotation.
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Conclusion: We did not demonstrate differences in the
cholinergic system or the NMDA receptor system. There are
multiple possible explanations. The GABAa receptor is
perturbed in AD imaging studies. The opioid system has
known associations with amyloid beta. Further target
research is warranted. The increase in total dominance
values from MCI to AD suggests a biological gradient.
Disclosure: No competing interests.

EPO-005

Meta-analysis of cerebrospinal fluid immune
markers in frontotemporal dementia
patients compared to healthy controls

S. Budhdeo!, Y. Abdulle!, N. Sharma!, T. Cosco?
!Department for Clinical and Motor Neurosciences,
University College London, London, UK, *Simon Fraser
University, Burnaby, Canada

Background and aims: There is pleiotropy between
frontotemporal dementia (FTD) and immune related
conditions, within the Chromosome 6 HLA region, related
to microglial function. PET studies with a marker of
activated microglia demonstrate increased binding in
frontotemporal regions across FTD pathologic and genetic
subtypes. We aimed to identify perturbations in
cerebrospinal fluid cytokines and chemokines in FTD
versus healthy controls.

Methods: See also Prospero Protocol (ID: 212528).
Databases searched were MEDLINE, Web of Science, and
EMBASE. For immune markers where two or more papers
were identified, a random effects model was used to
calculated standardized mean difference (Hedge’s g)
between FTD and controls. Heterogeneity was assessed by
funnel plot, Cochran Q-test and 1"2 statistic. Data analysis
was in R using Estmeansd and Metafor packages.

Records identified through database] Records identified through other
Searching: 553 strategies: 0

C J

Records after removal of duplicates:
315
Records undergoing abstract Retors excllded 198
screen: 315

Fulltext articles assessed for
eligibility: 119

Full text articles included in
qualitative synthesis: 51
Full text articles included in
quantitative synthesis: 51

PRISMA flowchart of study selection. Abstract and full text screen and
data extraction were carried out by two researchers (SB and YA)
independently.

[ dentiication ]

Screening ]

) (

Reasons for exclusion after full
text screen:
Inflammatory markers in CSF not
measured - 28
Control group comorbidity - 21
Editorial or meeting abstract - 5
No FTD group -8
Duplicate - 1
Other -8
(some papers were excluded for
more than one reason)

Eligibility

) (

Included

Results: The following immune markers were raised in
FTD versus controls: Neurofilament light chain (NfL),
standard mean difference (SMD) of 1.46 (1.26-1.66);
CHI3L1, SMD of 0.98 (0.75-1.22); CHIT1, SMD of 0.50
(0.26-0.73). There was significant heterogeneity in NfL
values (I"2 93%). The following immune markers were
decreased in FTD versus controls: progranulin, SMD of
-0.59 (-1.06— -0.12). Results from the following immune
markers were obtained from two of more papers, without
statistically significant differences found: CCL2, IL-6,
MCP1, MIP1-alpha, TGF-beta, TNF-alpha.
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Example funnel plot of studies measuring CHI3L1 (YKL-40), enabling
visual inspection of heterogeneity. 1"2 for CHI3L1 was 54%

Conclusion: The perturbations detected in FTD replicate
findings from the literature in plasma immune markers, and
studies of brain transcriptomics. Findings suggest
macrophage and microglial activation. Therapies targeting
progranulin are in development. These findings may serve
to identify additional targets.

Disclosure: No conflicts of interest to disclose.
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EPO-006

Repetitive Transcranial Magnetic
Stimulation of Dorsolateral Prefrontal
Cortex in MCI

E Canale', S. Eposito!, E. Trojsi?, G. Cirillo,

M. De Stefano!, M. Siciliano?, D. Ippolito*, D. Ricciardi’,
D. Buonanno!, D. Atripaldi?, R. Pepe?, G. D’Alvano!,

G. Santangelo®, A. Tavarone*, M. Cirillo?, E Esposito?,

S. Sorbi’, G. Tedeschi?

!First Division of Neurology, Universita degli Studi della
Campania “Luigi Vanvitelli”, Naples, Italy, *Department of
Advanced Medical and Surgical Sciences; MRI Research
Center SUN-FISM, Universita degli Studi della Campania
“Luigi VA vitelli”, Naples, Italy, Division of Human
Anatomy - Laboratory of Neuronal Networks, University of
Campania “Luigi Vanvitelli”, Naples, Italy, ‘Neurological
Unit, CTO Hospital, AORN “Ospedali Dei Colli”, Naples,
Italy, *Department of Neurophysiology, AORN “A.
Cardarelli”, Naples, Italy, *Department of Psychology,
University of Campania “Luigi Vanvitelli”, Caserta, Italy,
"Universita degli Studi di Firenze, NEUROFARBA, Florence,
Italy

Background and aims: Repetitive transcranial magnetic
stimulation (rTMS), a non-invasive neuromodulation
technique rTMS has been shown to modify cognitive
performances and brain functional connectivity (FC) in
neurological and psychiatric diseases. In this preliminary
study, we evaluated the possible effects of rTMS of the
bilateral dorsolateral prefrontal cortex (DLPFC) in patients
with mild cognitive impairment (MCI).

Methods: 27 MCI patients were randomly assigned to two
groups: one received high-frequency (10 Hz) rTMS for four
weeks (MCI-TMS, n=11), and the other received sham
stimulation (MCI-C, n=16). Cognitive and psycho-
behavioral scores, brain FC analyzed by resting state
functional MRI (RS-fMRI) networks, and regional atrophy
measures, were evaluated at baseline (TO0), after five weeks
(T1), and six months after rTMS stimulation (T2).
Neuropsychological and MRI measures were compared
with 15 healthy controls (HC).

Results: MCI-TMS scored higher than MCI-C on semantic
fluency and visuo-spatial subtests, in T1. Longitudinal
analysis of brain FC in MCI-TMS showed increased FC
within the salience network (SLN), in the left superior
temporal gyrus and in the left parahippocampal gyrus at T1
and within the left fronto-parietal network (L-FPN), in the
supramarginal gyrus, prefrontal cortex, and middle frontal
gyrus, at T2. No FC differences were observed in MCI-C.
Conversely, regional atrophy measures did not show
significant longitudinal changes between the two groups
across six months.

Conclusion: Our findings suggest that targeting DLPFC by
rTMS application may lead to a long-term increase in FC in
MCI patients in RS network associated with executive
functions. This process might counteract the progressive
cortical dysfunction affecting this domain.

Disclosure: I have no disclosure.
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EPO-007

EEG correlates in the three variants of
Primary Progressive Aphasia

G. Cecchetti!, E Agosta?, S. Basaia’, C. Cividini,

M. Cursi4, E. Canu’, M. Leocadi’, R. Santangelo’, E Caso?,
G. Fanelli4, F. Minicucci?, G. Magnani®, M. Filippi®
!Neurology Unit, Neurophysiology Service, and
Neuroimaging Research Unit, Division of Neuroscience,
IRCCS San Raffaele Scientific Institute, and Vita-Salute San
Raffaele University, Milan, Italy, 2Neuroimaging 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, IRCCS San Raffaele Scientific
Institute, Milan, Italy, *Neurophysiology Service, IRCCS San
Raffaele Scientific Institute, Milan, Italy, *Neurology Unit,
IRCCS San Raffaele Scientific Institute, Milan, Italy,
°Neurology Unit, Neurophysiology Service,
Neurorehabilitation Unit, and Neuroimaging Research Unit,
Division of Neuroscience, IRCCS San Raffaele Scientific
Institute, and Vita-Salute San Raffaele University, Milan, Italy

Background and aims: The analysis of EEG cortical
sources is promising for the investigation of
neurodegenerative disorders. The aim of this study is to
explore its value in the characterization of the three clinical
presentations of primary progressive aphasia (PPA).
Methods: A resting-state 19-channel EEG was obtained in
48 patients diagnosed with PPA (21 nonfluent/agrammatic
variant PPA [nfv-PPA], 18 logopenic variant PPA [1v-PPA],
9 semantic variant PPA [sv-PPA]) and in 21 matched healthy
controls. Using eLORETA, EEG current source density
(CSD) values were estimated at voxel-level and compared
among groups of patients and controls.

Results: Patients showed a low-to-moderate cognitive
impairment. Lv-PPA cases showed a higher delta density
over the left frontal and temporal regions when compared to
sv-PPA subjects, and in left precuneus and posterior
cingulate when compared to nfv-PPA patients. They also
displayed a higher delta density in left frontal, parietal and
temporal regions than healthy subjects, and lower alphal
density in left occipital regions compared with other patient
groups. Lv-PPA patients also showed reduced alpha2, betal
and beta2 density over the left occipital regions when
compared to healthy subjects. No significant differences
were found in terms of CSD among sv-PPA, nfv-PPA and
healthy subjects.

Conclusion: Consistently with our previous studies,
findings in PPA patients suggest that Alzheimer’s disease
(AD), but not fronto-temporal degeneration (FTD), might
induce a characteristic disruption of the cortical electrical
activity, detectable by EEG. EEG might thus help in the
differential diagnosis between AD-related and FTD-related
PPA variants.

Disclosure: The authors have nothing to disclose.
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EPO-008

A Systematic Review of Pharmacological
Treatments for Neuropsychiatric
Symptoms in Creutzfeldt Jakob Disease
(CJD)

. Centola', J. Tam!, H. Kurudzhu', R. Hogg!, T. Awe',

J. Jose!, M. Millar!, R. Quibell3, C. Chin*, C. Smith!,

C. Pennington?, V. Bradley?, S. Pal’

!University of Edinburgh, National CJD Research and
Surveillance Unit, Edinburgh, UK, ?Oxford University
Hospital NHS Foundation Trust, Palliative Medicine,
Oxford, Unitingdom, 3Newcastle Hospitals NHS Trust,
Palliative Med Kedicine, Newcastle, UK, *Cambridge
University Hospitals, Pallaitve Medicine, Cambridge, UK,
SUniversity of Edinburgh, Centre for Dementia Prevention,
Edinburgh, UK

Background and aims: Creutzfeldt-Jakob Disease (CJD)
is a rare but important cause of rapidly progressive dementia
with challenging symptomatology and significant public
health implications. Whilst neuropsychiatric symptoms
form a large burden of care, evidence-based approaches to
pharmacological treatments are lacking. We aimed to
investigate the evidence base for pharmacological
management of neuropsychiatric symptoms in CJD using a
rigorous, systematic, and unbiased approach to identify
treatment approaches that can be recommended in clinical
practice. We also aimed to evaluate administration routes
and reported side effects.

Methods: We completed a systematic review of the
literature using MeSH terms derived from the
Neuropsychiatric Inventory (NPI) and classes of commonly
prescribed medications, interrogating Embase, Medline,
Pubmed, and Web of Science. There were no language or
date restrictions (searches completed 1st September 2022).
Inclusion-criteria applied using COVIDENCE software.
Results: 47 studies including over 300 participants were
included, detailing medications for the 12 NPI domains.
Atypical antipsychotics were reported to have benefit in
management of agitation, and cholinesterase inhibitors for
hallucinations. Antidepressants were reported to lack
efficacy for mood disturbance. Benzodiazepines have utility
for multiple symptoms. Quality of evidence is hampered by
small study size, variability in dosing and administration
routes, and separating side effects from disease progression.
Evidence available ranges from class 3 to 4.

Conclusion: Studies dedicated to evaluation of symptomatic
control of neuropsychiatric symptoms in CJD are limited
and have methodological flaws. However, atypical
antipsychotics seem to be of benefit for agitation and
cholinesterase inhibitors for hallucinations. There is need
for larger prospective longitudinal studies for these
challenging symptoms.

Disclosure: Nothing to disclose.

EPO-009

Longitudinal Quantification of
Hippocampal Amyloid-Beta Burden from
the AppNL-G-F Mouse Model of
Alzheimer’s Disease

Y. Chen!, R. Turner!, T. Fuchsberger!, T. Kelly',

O. Paulsen'!

!Department of Physiology, Development and Neuroscience,
University of Cambridge, UK

Background and aims: Amyloid-beta (AP) pathology is
suggested to precede the onset of clinical Alzheimer’s
disease symptoms by up to two decades. The humanised
AppNL-G-F knock-in model of amyloidopathy has
accelerated pathogenesis and is used here to quantify the
temporal and spatial characteristics of AP accumulation as
it first appears in the hippocampus.

Methods: AppNL-G-F and wild-type mice are transfused
and sliced for immunohistochemistry analysis, incubated
with neuronal marker (NeuN), anti-Af antibody (6E10),
and DAPI. Fiji was used to quantify AP plaques in regions
of interest, representative of sub-hippocampal regions
(CA1, CA3, DG), in left/right hemispheres, and ventral/
dorsal segments.

Results: We found age to be a significant factor on
determining area density, with hippocampal deposition
observed by 3 months. Bin analysis showed a near-
exponential reduction in plaque number with increasing
plaque size, increasing with age. Regionally, there was an
increase in plaque density in CA3, with non-linear
regression analysis indicating area density for CA3 is most
strongly correlated with age. Within the CA1 region, the
densest plaque formation was in the pyramidal cell layer.
The aged 9-month time point suggested a differential
pathology across the axial plane and hemispheric
lateralisation.

Conclusion: This data provides further evidence for the
protracted timeline to which AppNL-G-F mice recapitulate
AD neuropathologies including insoluble amyloidosis
beginning before 3 months in the hippocampus. It also
indicates potentially novel differential sub-regional AP
accumulation patterns, axial variations, and hemispheric
asymmetries, offering mechanistic insights for plaque
localisation and differential susceptibility to AP. This could
aid advancement of AB-targeting therapies.

Disclosure: Nothing to disclose.
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EPO-010

Orexin-A determination in different
biological fluids in neurodegenerative
dementias

R. Cremascolil, F. Verde?, S. Cattaldo’, E. Prinal,

1. Milone?, A. Ratti?, L. Priano!, L. Pradotto!, A. Mitkova!,
F. Solca?, B. Poletti2, D. Soranna3, A. Zambon 3, V. Silani?,
A. Mauro!

!Neurology and Neurorehabilitation Unit, Istituto Auxologico
Italiano, IRCCS, San Giuseppe Hospital of Piancavallo,
Verbania, Italy, ?Department of Neurology and Laboratory of
Neuroscience, IRCCS Istituto Auxologico Italiano, Milan,
Italy, 3Biostatistics Unit, IRCCS Istituto Auxologico Italiano,
Milan, Italy

Background and aims: The main aim of this study is to
evaluate correlations of Orexin-A (OXA) in different
biological fluids, such as blood and CSF, in patients affected
by several neurodegenerative dementias (ND). The
secondary aim is to evaluate OXA concentration compared
to other neurodegeneration associated peptides.

Methods: ND considered were the following: Alzheimer
disease and its logopenic variant patients (AD/ADIv), non-
logopenic primary progressive aphasia and behavioural
variant of Fronto-Temporal Dementia (PPA/bvFTD). A
group of patients with no evidence of ND served as controls.
Both patients and controls underwent OXA determination
in CSF and blood (ELISA). Other neurodegeneration
associated peptides measured were: serum neurofilament
light chain (NFL, SIMOA), CSF total-tau (t-tau, ELISA),
CSF phospho-tau (p-tau, ELISA), CSF Amyloid beta 1-40
(Abeta 1-40) and Amyloid beta 1-42 (Abeta 1-42, ELISA).
Results: Sample size was the following: 10 AD/ADIv
patients (pts), 19 PPA/bvFTD pts, 21 controls. Gender and
age did not statistically differ between groups (p=0.6067;
p=0.147). We found a positive correlation between OXA
levels in CSF and blood in the whole group of subjects
(CC= 0,32, p=0,026) with a stronger correlation in controls
(CC= 0,74) than in ND (CC= 0,29). Mean OXA
concentration in CSF was significantly reduced in ND than
controls (p=0,04). We also found an inverse correlation
between OXA and NFL in ND group (CC=-0,37, p=0,04).
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Correlation Orexin A in blood and CSF in patients and
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Conclusion: Despite the small sample size, our results
suggest that OXA level in different biological fluids may
represent a biomarker of degeneration in ND, especially
when correlated to NFL.

Disclosure: The authors have no conflicts of interest to
declare. All co-authors have seen and agree with the
contents of the manuscript and there is no financial interest
to report. We certify that the submission is original work.

EPO-011

Abstract withdrawn
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EPO-012

Dementia care in Italy in the era of anti-
amyloid agents for AD: an Expert Opinion
and practical guideline

M. Filippi!, G. Cecchetti?, A. Cagnin’, C. Marra%,

F. Nobili’, L. Parnetti¢, E._Agosta®

!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, °’Neuroimaging Research Unit, Division of
Neuroscience, and Neurology Unit, IRCCS San Raffaele
Scientific Institute, and Vita-Salute San Raffaele University,
Milan, Italy, ’Neurology Unit, Department of Neuroscience,
University of Padova, Padua, Italy; and Padova
Neuroscience Center (PNC), University of Padova, Padua,
Italy, *Memory Clinic, IRCCS Policlinico Gemelli, Rome,
Italy; and Universita Cattolica del Sacro Cuore, Rome-
Department of Neuroscience, Rome, Italy, *Neurology Unit,
IRCCS Ospedale Policlinico San Martino, Genoa, Italy; and
Dept. of Neuroscience (DINOGMI), University of Genova,
Genoa, Italy, °Centre for Memory Disturbances, Section of
Neurology, Lab of Clinical Neurochemistry, Department of
Medicine and Surgery, University of Perugia, Perugia, Italy

Background and aims: Current evidence from clinical
trials testing anti-beta amyloid (Af) monoclonal antibodies
(mAbs) in patients with early Alzheimer’s disease (AD)
suggests a likely authorization in Europe in the next years,
requiring a huge change of dementia care in all countries.
Methods: A group of prominent AD clinical experts in Italy
met to discuss patients’ selection for immunotherapies and
management strategies. The current diagnostic-therapeutical
standards in Italy were taken as the starting-point.

Results: Immunotherapies’ prescription must follow a
biological diagnosis of AD, defined through the assessment
of both amyloidopathy and tauopathy biomarkers. Their high
risk/benefit ratio, moreover, needs a highly specialized
diagnostic assessment, which should be dispensed by a
neurologist. The Expert Panel suggests a reorganization of
dementia and cognitive decline centers (CDCD) for the
diagnosis of AD in Italy into 3 levels of increasing complexity,
with specific tasks and requirements/resources: 1) community
centers, with at least 1 neurologist / geriatrician / psychiatrist,
with global screening purposes; 2) first-level centers, deputed
to biological diagnosis; and 3) second-level centers, requiring
the presence of on-site facilities for the biological diagnosis
and of at least one neurologist with expertise also in rarer
neurodegenerative syndromes. Finally, specific characteristics
of a center deputed to prescribe anti-Af3 mAbs were discussed,
highlighting the need for clinical and neuroradiological
management protocols.

Conclusion: The number of potentially treatable patients in
Italy will be tens of thousands. To successfully face such a
breakthrough, a quick reorganization of Italian CDCDs will
be required, together with the allocation of the necessary
resources.

Disclosure: Funding: Unrestricted grants from Biogen.

EPO-013

Differentiation between frontotemporal
dementia and primary psychiatric
disorder using visual rating scales of
atrophy

G. Fumagalli!, E. Minacapilli?, L. Sacchi?, T. Carandini?,
M. Mercurio?, E. Rotondo?, V. Borracci?®, G. Giardinieri?,
P. Brambilla*, G. Conte?, F. Triulzi*, D. Galimberti®,

E. Scarpini’, A. Arighi?

!Center for Mind/Brain Sciences-CIMeC, University of
Trento, Rovereto, Italy, *University of Milan, Milan, Italy,
3Fondazione IRCCS Ca’ Granda Ospedale Maggiore
Policlinico, Milan, Italy, *Department of Pathophysiology
and Transplantation, University of Milan, Milan, Italy,
SDepartment of Biomedical, Surgical and Dental sciences,
University of Milan, Milan, Italy

Background and aims: Frontotemporal dementia (FTD)
and primary psychiatric disorders (PPD) may overlap in
terms of clinical presentations with behavioral change and
altered executive functioning, however the role of brain
atrophy in differentiating the two conditions has not been
thoroughly investigated. The aim of the study is to identify
the discriminative pattern of brain atrophy between FTD
and PPD.

Methods: Among the patients followed in Neurology and
Psychiatry departments of Ospedale Maggiore Policlinico
of Milan, we retrospectively selected subjects with frontal
lobe symptoms with an age at onset between 40 and 75 and
with mild severity at the time of MRI. All the subjects
underwent extensive neuropsycological testing,
neurological and psychiatric examination. Two rater, blind
for all the clinical infomations, applied a protocol of 6
visual rating scales of atrophy and 2 of white matter
hyperintensities.

Results: A total of 52 subjects were recruited for the study:
15 FTD, 22 PPD and 15 controls. Compared to PPD, FTD
cases showed higher degree of atrophy in left orbitofrontal,
anterior cingulate and fronto insula, bilateral anterior and
medial temporal and parietal areas. ROC curve analysis
showed that left orbitofrontal scale was the most useful in
the differentiation between FTD and PPD (AUC 0.88)
while left anterior temporal better discriminated between
FTD and controls (AUC 0.873). No differences between
PPD and controls was found.

Conclusion: Visual rating scales can be useful to
discriminate FTD and PPD and the left orbitofrontal showed
the highest accuracy.

Disclosure: Nothing to disclose.

© 2023 European Journal of Neurology, 30 (Suppl. 1), 330-430

95U8017 SUOWILWIOD SAIES1D) 3l dde 8y} Ag pauienoB a1e S3[91Le YO ‘8SN JO'S3|NJ 40} A1 8UlUO AS|IA LO (SUONIPUOD-PUE-SWLIS)L0D AB 1M ARIq 1 )BU|UO//:SANY) SUO IPUOD PUe SIS | 84} 89S *[£202/60/90] UO AfiqiauluO AS|IM ‘0S6ST SUS/TTTT OT/I0p/W0d A3 | Alelq Ul |uoy//:Sciy Wodj pepeojumod ‘TS ‘€202 ‘TESTSOVT



EPO-014

Differences and Similarities in Empathy
Deficit and Its Neural Basis between
Logopenic and Amnesic Alzheimer’s
Disease

G. Galdo!, G. Giacomucci', C. Polito?, V. Berti?,

S. Padiglioni*, S. Mazzeo!, E. Bergamin®, V. Moschini®,
C. Morinelli®, C. Nuti’, M. De Cristofaro’, A. Ingannato!,
S. Bagnoli!, B. Nacmias', S. Sorbi!, V. Bessi!

!Department of Neuroscience, Psychology, Drug Research
and Child Health, University of Florence, Florence, Italy,
2IRCCS Fondazione Don Carlo Gnocchi, Florence, Italy,
3Department of Biomedical, Experimental and Clinical
Sciences “Mario Serio”, University of Florence, Florence,
Italy, “‘Research and Innovation Centre for Dementia-
CRIDEM, AOU Careggi, Florence, Italy, *University of
Florence, Florence, Italy, °SOD Neurologia I, Dipartmento
Neuromuscolo-Scheletrico e degli Organi di Senso, AOU
Careggi, Florence, Italy, ’"Nuclear Medicine Unit, Azienda
Ospedaliero-Universitaria Careggi, Florence, Italy

Background and aims: Empathy represents the ability to
both feel and comprehend what others feel. The aims of the
study were to assess empathy deficit and its neuronal
correlates in logopenic primary progressive aphasia
(Iv-PPA) and amnesic Alzheimer’s disease (a-AD).
Methods: Empathy was assessed in eighteen 1v-PPA and
thirty-eight a-AD patients by Informer-rated Interpersonal
Reactivity Index (perspective taking, PT, and fantasy, FT,
for cognitive domain; empathic concern, EC, and personal
distress, PD, for affective domain) before (T0) and after
(T1) cognitive symptoms’ onset. Neural correlates of
empathy were explored using cerebral FDG-PET.

Results: From TO to T1, PT decreased, and PD increased in
both Iv-PPA (PT z = —-3.43, p = 0.001; PD z = -3.62, p <
0.001) and a-AD (PT z=-4.57,p<0.001; PD z=-5.20, p
< 0.001). Delta PT (TO-T1) negatively correlated with
metabolic disfunction of the right superior temporal gyrus,
fusiform gyrus, and middle frontal gyrus (MFG) in a-AD
and of the left inferior parietal lobule (IPL), insula, MFG,
and bilateral superior frontal gyrus (SFG) in 1v-PPA (p <
0.005). Delta PD (TO-T1) positively correlated with
metabolic disfunction of the right inferior frontal gyrus in
a-AD (p < 0.001) and of the left IPL, insula, and bilateral
SFG in 1v-PPA (p < 0.005).
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Negative correlation between changes in APT (PT-TO - PT-T1) and
brain metabolism in Iv-PPA and a-AD patients at 18F-FDG-PET SPM
analysis. Color grading: cyan, Iv-PPA; violet, amnesic AD.

Positive correlation between changes in APD (PD-TO - PD-T1) and
brain metabolism in Iv-PPA and a-AD patients at 18F-FDG-PET SPM
analysis. Color grading: cyan, lv-PPA; violet, amnesic AD.

Conclusion: Lv-PPA and a-AD share the same empathic
changes, with damage of cognitive empathy and heightening
of personal distress over time. The corresponding metabolic
disfunctions’ differences might be due to a different
vulnerability of specific brain regions in the two AD clinical
presentations.

Disclosure: The authors have nothing to disclose.
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EPO-015

Novel pathogenic variants in
frontotemporal dementia: whole exome
sequencing monocentric cohort study.

A. Grassini', A. Marcinno!, S. Boschi!, F. Ferrandes',
E. Piellal, F. Roveta!, P. Provero!, D. Marnetto!,

E. Rubino!, I. Rainero!

!Department of Neurosciences “Rita Levi Montalcini”,
University of Torino, Torino, Italy

Background and aims: Frontotemporal dementia (FTD)
etiology has an important genetic component, the three
most frequently involved genes (MAPT, GRN and C9orf72)
are implicated in about 5-10% of cases. In recent years,
other causative genes were discovered opening new
ethyologic and therapeutic perspectives. The present study
aims to identify gene variations by WES (whole exome
sequencing) in a cohort of FTD patients.

Methods: 78 patients (38 female, 40 male) were involved.
They received a diagnosis included in FTD spectrum. The
most frequent genetic variants known at the time of the
diagnosis (MAPT, GRN and C9orf72) resulted negative.
Investigation was then expanded using WES focused on
unknown variants in already evaluated genes and on sixteen
genes responsible for rare forms of familial FTD.

Results: Seven novel variants classified as pathogenic
(ACMG guidelines) were detected: six frameshift mutations
(two in GRN, two in CHMP2B, one in UBQLN2 and one in
FUS) and one splice site variant of TBK1. Other three
variants were classified as likely pathogenic: one in FUS
and two in UBQLN?2. There were also thirty one variants of
uncertain significance (VUS), affecting MAPT, C9orf72,
SQSTM1, VCP, OPTN, TARDBP, CHCHDI10, CCNF,
TIA1, DCTNI.

Conclusion: Investigating genes responsible for rare forms
could have a significant diagnostic impact in FTD. In this
study, 15% of cases are carriers of mutations classified as
pathogenic or likely pathogenic. VUS emerged in one third
of cases. Finally, WES will allow to search for variants in
new candidate genes or for genetic risk factors for FTD.
Disclosure: No disclosures to declare.

Total variants | Variants of Vvus Pathogenic +
interest likely
pathogenic
MAPT 163 3 3 - |
GRN 33 7 4 3 |
C9orf72 33 4 4 - |
sQsTM1 25 3 3 - \
TBK1 43 3 2 1 |
CHMP2B 25 2 = 2 |
vcP 35 1 1 |
OPTN 41 2 2 |
TARDBP 29 1 1 |
CHCHD10 9 1 1 - |
UBQLN2 6 3 - 1+2 |
FUS 22 2 - 1+1 |
TUBA4A 14 - - - |
CCNF 32 2 2 |
TIA1 36 3 3 |
DCTN1 53 5 5 - |
Total 599 42 31 11 |

Synopsis of identified variants.
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Autonomic nervous system diseases;
Peripheral nerve disorders

EPO-016

Clinical and genetic features of congenital
myasthenic syndrome in adult patients
from Serbia

A. Azanjac Arsic!, V. Rakocevic Stojanovic?, I. Basta?,

D. Lavrnic?, S. Peric?

! Faculty of Medical Sciences, Department of Neurology,
University of Kragujevac, Kragujevac, Serbia, *Faculty of
Medicine, University Clinical Center of Serbia - Neurology
Clinic, University of Belgrade, Belgrade, Serbia

Background and aims: Congenital myasthenic syndrome
(CMYS) is a group of inherited disorders of the neuromuscular
junction (NMJ). The study aimed to characterize the clinical
and genetic features of Serbian patients with CMS from the
largest national neuromuscular center.

Methods: We retrospectively evaluated nine patients
diagnosed with CMS at the Neurology Clinic, University
Clinical Center of Serbia in the last ten years. Clinical
symptoms and signs, electrophysiological findings, and
genetic analysis were evaluated.

Results: We found mutations in four genes in our cohort.
RAPSN gene mutation was the most prevalent discovered
in 4 patients. These patients presented with facial and limb
muscle weakness and fatigability and skeletal abnormalities,
usually with head drop. Homozygous c.1327delG mutation
in CHRNE gene was found in two patients of Roma origin
with ptosis, facial and proximal limb muscle weakness and
fatigability. One patient had p.Thr265Ser mutation in
CHRNBI gene presenting as a slow channel disease
responding flunirine. DOK7 gene mutations were identified
in one patient with ptosis, limb muscle weakness, and
fatigue. COLQ gene mutations ¢.1228C>T and c.109del
were identified in one patient. She had more proximal limb
muscle weakness and fatigability with hyperelastic skin and
joints. All patients had a decremental response to repetitive
nerve stimulation (RNS).

Conclusion: Our findings contribute to the clinical and
genetic spectrum of congenital myasthenic syndrome in
Serbia. Neurologists should consider this rare disorder in
the differential diagnosis of myasthenia gravis, congenital
myopathies, and even limb-girdle muscular dystrophies.
Disclosure: Nothing to disclose.
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EPO-017

Multidisciplinary care approach in familial
dysautonomia - a single centre
experience

G. Chiaro!, E. Murphy?, R. Lachmann?, P. McNamara!,
N. Zarate-Lopez’, E Crummy?*, S. Walsh’, G. Ingle',

V. Iodice!, V. Iodice®

"Autonomic Unit, National Hospital Neurology and
Neurosurgery, London, UK, *Charles Dent Metabolic Unit,
National Hospital for Neurology and Neurosurgery, London,
UK, 3Gastrointestinal Physiology Unit, University College
London Hospital, London, UK, *Sleep Respiratory Service,
University College London Hospital, London, UK, *UCL
Department of Renal Medicine, Royal Free Hospital,
London, UK, *UCL Queen Square Institute of Neurology,
University College London, London, UK

Background and aims: Familial dysautonomia is a rare,
multi-systemic genetic syndrome caused by the impaired
development of sensory and afferent autonomic nerves. We
aimed to describe the phenotype of the FD cohort in the
UK, its multidisciplinary approach, and treatment.
Methods: Data regarding autonomic function,
ophthalmological, cardiovascular, respiratory,
gastrointestinal, renal, behavioural, psychological, and
orthopaedic involvement were collected retrospectively, as
well as the number of specialists involved, and the
medication regimen. All results are presented as average +
SD.

Results: Our cohort included 11 FD patients (5 females),
aged 34 + 11 years old (range 19-50). 2 patients died at 26
and 48 years of age. AFT was available for 8 patients,
showing evidence of baroreflex failure. Autonomic crises
were daily in 2, frequent in 2, and rare in 5 patients
respectively. 2 patients had a diagnosis of epilepsy, 4 had
evidence of optic atrophy, 6 had pulmonary involvement
(bronchiectasis), 3 were on nocturnal NIV for SDB.
Echocardiograms were available and normal in 5 patients.
6 patients had a PEG, 1 had an NGT, 2 had previous
fundoplication. Average weight was 48.8 + 9.64 kg. 1
patient had CKD and underwent transplantation and
haemodialysis. Spinal surgery for scoliosis was performed
in 4 patients, mostly wheelchair bound. 12 specialists were
involved in the care of FD patients, who used an average of
15 + 9 (range 4-29) medications daily.

Conclusion: Patients with FD require a multidisciplinary
management including several specialists and carers. Yearly
monitoring is recommended to increase life expectancy and
quality of life.

Disclosure: Nothing to disclose.

© 2023 European Journal of Neurology, 30 (Suppl. 1), 330-430

95U8017 SUOWILWIOD SAIES1D) 3l dde 8y} Ag pauienoB a1e S3[91Le YO ‘8SN JO'S3|NJ 40} A1 8UlUO AS|IA LO (SUONIPUOD-PUE-SWLIS)L0D AB 1M ARIq 1 )BU|UO//:SANY) SUO IPUOD PUe SIS | 84} 89S *[£202/60/90] UO AfiqiauluO AS|IM ‘0S6ST SUS/TTTT OT/I0p/W0d A3 | Alelq Ul |uoy//:Sciy Wodj pepeojumod ‘TS ‘€202 ‘TESTSOVT



340  ePosters

EPO-018

An induced pluripotent stem cell-based
model to study neurodegeneration in
RFC1 disease

R. Curro!, A. Clark?, S. Facchini!, E. Abati!, M. Reilly',

H. Houlden!, D. Bennett?, A. Cortese!

!Department of Neuromuscular Diseases, UCL Queen
Square Institute of Neurology, London, UK, ?Blizard
Institute, Barts and the London School of Medicine and
Dentistry, Queen Mary University of London, London, UK,
3Nuffield Department of Clinical Neuroscience, University of
Oxford, Oxford, UK

Background and aims: Cerebellar ataxia, neuropathy and
vestibular areflexia syndrome (CANVAS) is a late-onset
ataxia associated with biallelic AAGGG expansions in
RFCI1. The disease mechanisms of this disorder remain
elusive and previous studies on patients’ cell lines (i.e.,
fibroblasts, lymphoblasts) did not show a reduction of
RFC1 RNA or protein. Induced pluripotent stem cells
(iPSCs) have been proposed as a powerful experimental
model for several diseases, as they allow to generate patient-
specific cell lines from different sources. As sensory system
is constantly involved in RFC1 disease, we generated IPSC-
derived sensory neurons to investigate the pathomechanisms
of this disorder.

Methods: We used Chamber’s modified protocol to
differentiate sensory neurons from IPSC lines derived from
patients’ and controls’ fibroblasts. We assessed
morphological parameters such as neurite outgrowth and
number of branching points. We compared the transcriptome
profile of CANVAS and control lines by RNAseq. Finally,
we quantified markers of DNA and axonal damage in basal
conditions and after pharmacological stress.

Results: We generated mature colonies of sensory neurons
derived from IPSCs lines (3 CANVAS and 3 controls). No
significant difference in neurite outgrowth and branching
points was observed between patients and controls.
Transcriptomic analyses revealed unchanged RFCI
transcription and splicing. Quantification of DNA and
axonal damage markers is ongoing.

Conclusion: The study confirmed no overt reduction of
RFCI1 transcript or abnormal splicing in a disease relevant
model as IPSCs-sensory neurons. Future studies on long-
term cultures of IPSCs-derived neurons will provide a better
insight into the mechanisms underlying neurodegeneration
in this disorder.

Disclosure: Nothing to disclose.

EPO-019

Will all Axonal forms of Guillain-Barré
syndrome have poor prognosis? A serial
nerve conduction study can help to
answer

E Farham!, A. Okhovat?, E. Fatehi?

!Department of Neurology, Sina Hospital, Tehran University
of Medical Sciences, Tehran, Iran, ?Department of
Neurology, Shariati Hospital, Tehran University of Medical
Sciences, Tehran, Iran

Background and aims: Electrodiagnostic (EDx) studies
play a crucial role in subtypes classification of Guillain-
Barré syndrome (GBS). It provides diagnostic and
prognostic information. However, initial EDx findings may
change because of the reversible conduction failure (RCF).
Methods: In a prospective study, we included all patients
admitted with a diagnosis of GBS in two general referral
hospitals in Tehran in 2021. We performed two serial NCSs
in admission time and after 2-4 weeks. The Uncini criteria
were applied to the NCSs, and subtype classification and
changes on serial NCS were determined.

Results: This study included fifty-four patients. The mean
age of the patients was 45.9+20.39 years, and 67 percent of
patients were male. The patients were treated with
intravenous immunoglobulin (IVIg) or plasma exchange
(PLEX). The serial NCSs were performed on 26 patients. In
seven patients (26.9%), variant changes were seen. In four
of these patients, initial AMAN variants changed to AIDP
due to distal RCF, And in three patients, the initial AIDP
variant changed to Axonal variants due to Length-dependent
conduction failure. Response to treatment in distal RCF was
good similar to AIDP variants.

Conclusion: For the dynamic pathophysiology of GBS,
only serial studies allow an accurate diagnosis of subtypes.
The pathophysiology in axonal GBS differs from functional
axonal involvement manifesting as RCF to axonal
degeneration appearing as distal CMAP reduction or as a
length-dependent conduction failure pattern.

Disclosure: Nothing to disclose.
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Abstracts withdrawn
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EPO-021

NERVE ULTRASOUND AND MRI
FINDINGS IN NODO-PARANODOPATHIES:
CORRELATION WITH CLINICAL AND
NEUROPHYSIOLOGICAL EXAMINATIONS

E._Germano!, F. Zaottini?, L. Marinelli2, L. Tovt?,

E. Baroncelli!, M. Belluccil, D. Cerne!, C. Castellano!,
G. Pesce?, A. Schenone?, L. Benedetti?

!Department of Neuroscience, Rehabilitation,
Ophthalmology, Genetics, Maternal and Child Health,
University of Genova, Genova, Italy, ’IRCCS, Ospedale
Policlinico San Martino, Genova, Italy

Background and aims: Immune-mediated neuropathies
with  anti-nodal/paranodal antibodies are rare
polyneuropathies that have been increasingly identified
within the last decade. Six patients with inflammatory
nodo-paranodopathies were evaluated by use of nerve
ultrasound and nerve 3T-MRI, comparing imaging with
clinical and neurophysiological examinations.

Methods: Five patients tested positive for anti contactin-1
and one positive for anti-NF 155 were included in the series.
Clinical evaluation, motor/sensory nerve conduction study
and nerve ultrasound of the four limbs were performed. The
nerve cross sectional area (CSA) and the nerve echotexture
were analyzed with qualitative (according to a modified
Padua et.al. classification) and quantitative methods (using
an automatic software). A 3-Tesla-system MRI was
performed in the most affected limb on nerve conduction
study.

Results: In the patients with a short duration of disease or
worsening of symptoms we observed heterogeneous
enlarged hypo and hyperechoic fascicles with different
distributions: moderate/diffuse or multifocal. The MRI
confirmed ultrasound abnormalities with a particular
pattern: only part of the nerve fascicles was hyperintense
and swollen with a multifocal distribution. Curiously,
despite the presence of an altered sural nerve conduction
study in most patients, no sural nerve ultrasound
abnormalities were seen in all patients except one.

Nerve ultrasound: Linear probe 18-5 MHz, Short-axis section of
common peroneal nerve (arrow head) with enlarged fascicles.

ePosters 341

Nerve MRI: T2-weighted sequences with fat signal saturation
technique. Common peroneal nerve (white arrow head) hyperintense
with some fascicles enlarged Tibial nerve (black arrow head) with
some hyperintense fascicles

Nerve ultrasound: Linear probe 18-5 MHz, Long-axis section of
hyperechoic sciatic nerve (arrowheads) with loss of fascicular structure.

Conclusion: These data suggest that nerve ultrasound and
MRI abnormalities could reflect an active phase of disease
and can be used for diagnosis/evaluation/prognosis even in
patients affected by nodo-paranodopathies. A larger sample
of patients is needed to provide information about the
ultrasound pattern in nodo-paranodopathies and the absence
of sural nerve ultrasound alterations.

Disclosure: Nothing to disclose.
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EPO-022

Polyneuropathy: the role of peripheral
nerve biopsy in the clinical decision

F._Gomes!, L. Saraiva?, J. Gama3, A. Matos!, A. Geraldo!,
O. Rebelo!, L. Negrao!, L. Almendra’

INeurology Department - Coimbra University Hospital
Centre, Coimbra, Portugal, >Rheumatology Department -
Coimbra University Hospital Centre, Coimbra, Portugal,
3Pathology Department - Coimbra University Hospital
Centre, Coimbra, Portugal

Background and aims: Peripheral nerve biopsy (PNB) is
a complementary mean of diagnosis used in the investigation
of patients with peripheral neuropathy of undetermined
aetiology. The increasing use of non-invasive/minimally
invasive complementary means, such as neurophysiological
studies and imaging studies by ultrasound and MRI, may
impose new challenges to its diagnostic relevance. This
study aims to evaluate the results of PNB in the diagnostic
definition and therapeutic decision in patients with
peripheral neuropathy of undetermined etiology.

Methods: Retrospective study including adult patients who
underwent a peripheral nerve biopsy at the Centro
Hospitalar e Universitario de Coimbra (CHUC) since 2010.
Clinical, laboratory, neurophysiological and
histopathological information was obtained. The presence
of neurophysiological criteria of polyneuropathy, associated
with clinical and laboratory manifestations concordant with
a diagnosis of peripheral neuropathy, was defined as a
probable etiological diagnosis.

Results: From a total of 46 peripheral nerve biopsies, we
obtained complete information from 40 patients (60%
female). The mean age at the time of the biopsy was 56.9
years. In 26.7% of patients, a probable etiological diagnosis
was obtained with the information provided by PNB
(p=0.435).

Conclusion: PNB continues to be an important
complementary diagnostic tool in the etiological
clarification of peripheral neuropathy, and strict criteria
should be followed in patient selection to optimize its
results.

Disclosure: Nothing to disclose.

EPO-023

Case series of pyridoxine-induced
neuropathy

S. Kang
Department of Neurology, College of Medicine, Jeju
National University, Jeju, Republic of Korea

Background and aims: Vitamin B6 in the form of
pyridoxine is commonly used by the general population.
The use of pyridoxine-containing supplements had gained
lots of attention over the past years as they have been related
to the development of peripheral neuropathy. In the light of
this, the number of reported cases of adverse health effects
due to the use of vitamin B6 have increased.

Methods: We described eight cases of peripheral
neuropathy associated with pyridoxine supplements.
Results: Nerve conduction study revealed axonal
sensorimotor polyneuropathy in 6 patients and
demyelinating sensorimotor polyneuropathy in 2 patients.
Extensive diagnostic work-up was without any etiological
clue. Measurement of blood levels of vitamin B6 (normal
range; 15-73 nmol/L) showed increased levels (mean; 397.3
nmol/L, range 163.8 — 623.5). We advised the patients to
immediately stop vitamin B6 administration.

Conclusion: Based on the current limited data, it can be
concluded that very low doses of daily pyridoxine are
required to prevent peripheral neuropathy. There is
inadequate evidence to support routine pyridoxine
supplementation in patients with disorders of peripheral
nervous system. Supplementation with pyridoxine at doses
greater than 50 mg/d for extended duration may be harmful
and should be discouraged.

Disclosure: Nothing to disclose.

EPO-024

Changes of neurophysiological and nerve
ultrasound characteristics in CIDP over
time: follow-up period more than 5 years

E. Melnik, A. Alina, G. Daria, S. Natalia
The Research Center of Neurology, Moscow, Russian Federation

Background and aims: Diagnosis of Chronic inflammatory
demyelinating polyneuropathy (CIDP) is made by
demonstrating peripheral nerve demyelination, commonly
by electrophysiological testing. It remains unclear whether
the neurophysiological and ultrasound signs characteristic
of demyelination in the long-term clinical remission and
absence of motor deficits. We evaluate changes of
neurophysiological and nerve ultrasound characteristics in
CIDP over time: follow-up period > 5 years.

Methods: We included 45 adult patients that fulfilled EAN/
PNS diagnostic criteria for CIDP 2021 at onset and have
follow-up period > 5 years. Disease activity status (CDAS,
Gorson 2010), electrophysiological examination (4 motor
and 4 sensory nerves), needle EMG of tibialis anterior muscle
and nerve ultrasound (UPPS, Grimm 2015) were performed.
Results: Median follow-up period was 10 [7; 14], average
age 47.6+13.6 years. There were 33 (73,3%) typical CIDP
patients and 12 (26,7%) multifocal CIDP. 34% had CDAS
1 (=5 years off treatment), 13,3% - CDAS 5 (unstable active
disease). 82,2% of patients had neurophysiological signs of
demyelination, fulfilled criteria of EAN/PNS 2021 and 50%
had nerve enlargement in proximal ulnar and median nerves
segments and brachial plexus. 42% had electrophysiological
signs of axonal degeneration.

Conclusion: In the long-term follow-up of CIDP (=5 years)
in spite of treatment neurophysiological and ultrasound
signs of peripheral nerve damage are persistent and do not
completely regress, there is clinical and neurophysiological
dissociation.

Disclosure: The authors have nothing to disclose.
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EPO-025

Axonal Guillain-Barre Syndrome variants:
analysis of clinical features and prognosis
of patients in a tertiary hospital

A. Peral Quirds', S. Rodriguez Navas?,

M. Gémez Caravaca’, P. Martinez Agredano®

!Department of Neurology, University Hospital Reina Sofia,
Cordoba, Spain, 2Department of Neurology, University
Hospital Reina Sofia, Cordoba, Spain, 3Department of
Neurology, University Hospital Reina Sofia, Cordoba, Spain,
‘Department of Neurology, University Hospital Reina Sofia,
Cordoba, Spain

Background and aims: Axonal variants of Guillain-Barré
syndrome (GBS) mainly include acute motor axonal
neuropathy (AMAN) and acute motor and sensory axonal
neuropathy (AMSAN). Our aim was to describe the
epidemiological, clinical presentation and outcomes of
axonal variant of Guillain-Barré syndrome in a tertiary
university hospital in Cérdoba, Spain.

Methods: An observational, retrospective and descriptive
study was performed. We obtained 81 patients with the
diagnosis of GBS from the Neurology department between
2015 and 2022. Finally, we included 21 cases of axonal
variant of GBS: 8 cases of AMAN and 13 of AMSAN.
Clinical presentation, electrophysiological pattern,
cerebrospinal fluid (CSF) findings, as well as final clinical
outcomes were collected using the modified Hughes
Functional Grading Scale.

Results: In our series, 12 patients (57.1%) were male. Mean
age at presentation was 62.9 years (range 39-80). Most
cases (61.9%) debuted in winter and spring. 15 patients
(71.4%) had gastroenteritis before onset. 16 patients (76%)
had an abnormal CSF biochemical pattern
(hyperproteinorrachia in the first 24h). 6 patients suffered
from respiratory failure (RF) and 5 of them were admitted
to the Intensive Care Unit. All of them were treated with
IVIG and 8 required plasmapheresis in addition. The mean
number of days of hospitalization was 31.4. 66.6% were
confined to a wheelchair at discharge and all of them had
residual impairment after 6 months (85.7%: Hughes 2-3).
Conclusion: We observed clinical features and outcomes
similar to those described in the current literature, including
RF and residual disability.

Disclosure: Nothing to disclose.
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EPO-026

Phenotypical and Genotypical Variability
of Patients with Charcot-Marie-Tooth
Disease at Charité Berlin, Germany

H. Pernice, F. Arlt, H. Prii}, K. Hahn

Charité — Universititsmedizin Berlin, corporate member of
Freie Universitdt Berlin and Humboldt-Universitdit zu Berlin,
Department of Neurology and Experiental Neurology, Berlin,
Germany

Background and aims: Charcot-Marie-Tooth disease
(CMT) is the most frequent hereditary peripheral
neuropathy. Symptoms often start in early childhood and
progress over time, leading to disability and loss of self-
sufficiency. There are over 100 known mutations known but
no causal therapy available up to now. The characterization
of phenotypical variability and natural disease history is
essential for present and future therapy development and
clinical trial preparation.

Methods: At Charité Berlin, we used an extensive battery
of clinical scores, laboratory examinations, and
electrophysiological examinations to characterize patients
with CMT during 2022. Furthermore, we established a
biobank for skin biopsies as well as fibroblast cultures for
future genomic, proteomic, and morphological analyses.
Results: We collected over 40 patients with clinical
diagnosis of CMT, out of which about 70% received a
genetic diagnosis. Variants of 11 causal genes were
identified, including 6 variants of unknown significance.
The average age of onset was 19 years with a range from 0
to 55 years, and clinical severity as well as phenotypes
varied greatly even within single mutations.

Conclusion: CMT is a genetically and phenotypically
diverse disorder. There is an urgent need to better understand
this variability in order to predict disease course, identify
possible modifiers of disease severity, and prepare for
clinical studies.

Disclosure: This project was supported by financial
reimbursement/travel support by Alnylam Pharmaceuticals
Inc, research funding by Alnylam Pharmaceuticals Inc., and
Pfizer Pharmaceuticals, and research funding by Deutsche
Gesellschaft fiir Muskelkranke (DGM)
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Cerebrovascular diseases 1

EPO-027

The relationship between vascular risk
factors and white matter hyperintensities
in patients with lacunar stroke.

K. Abdurakhmonova!
!Department of Neurology, Tashkent Medical Academy,
Tashkent, Uzbekistan

Background and aims: The purpose of the study was to
determine association between the severity of WMH and
vascular risk factors in lacunar ischemic stroke.

Methods: 62 patients with lacunar IS were enrolled in this
study. Brain MRI and CT scans were performed within 7
days after stroke onset. Periventricular WMH(P-WMH) and
deep WMH(D-WMH) were assessed independently by
Fazekas scale. Patients were divided into two groups
according to Fazekas scores: Group I participants with a
P-WMH/ D-WMH Fazekas score of 0—1 and Group II
patients with a P-WMH/ D-WMH Fazekas score of 2 and 3.
Results: The severe P-WMH group had higher age
(p=0.028) and higher proportion of hypertension (p=0.038)
compared to mild P-WMH group, while percent of smoking
was higher in P-WMH group. The results of binary logistic
regression analyses(BLRA) showed that there were a
significant association between higher age (OR=1.048, 95%
CI, 1.032-1.086, p=0.001) and the recurrent stroke
(OR=4.892, 95%CI, 2.456-9.216 p<0.001) with severe
degree of P-WMH after adjusting for sex and vascular risk
factors. The severe D-WMH group also had higher age
(p<0.001), and higher proportion of hyperlipidemia
(p=0.008) and stroke (p<0.001) in comparison with mild
D-WMH group. BLRA demonstrated that there were a
significant relationship between higher age and the recurrent
stroke with the severity of D-WMH after adjusting for sex
and vascular risk factors.

Conclusion: The results of our study showed that there are
relationship between age and recurrent stroke with the
severity of P-WMH and D-WMH in patients with lacunar
IS.

Disclosure: Nothing to disclose.

EPO-028

Outcomes of intravenous (IV)
thrombolysis in acute ischemic stroke in
Albania

E. Basha!, E. Ranxha?, B. Qazimllari!, E. Roci!, O. Taka'

!Neurovascular Service, UHC “Mother Theresa”, Tirana,
Albania, ?°Neurovascular Service, Head of Neurovascular

Service, UHC “Mother Theresa”, Tirana, Albania

Background and aims: Stroke is a leading cause of
disability worldwide. IV thrombolysis represents a mainstay
therapy that can improve neurological deficits in patients
with acute ischemic stroke. However, there are some factors

that influence the outcome in those who receive alteplase.
Methods: We included data of the patients hospitalized in
the Neurovascular Service of “Mother Teresa” University
Hospital during the year 2022, who met the criteria for
thrombolytic treatment. Demographic data, stroke risk
factors, time window of alteplase administration, National
Institutes of Health Stroke Scale (NIHSS) before
thrombolysis and in the discharge from hospital were
analyzed.

Results: IV alteplase was administered in 87 patients aged
from 46 to 95 years. 35 were male sex with a mean age of
69.6 and 52 were female with a mean age of 71.12. 90.8%
of patients had hypertension, 19.5% diabetes mellitus, 30%
hypercholesterolemia and 40.2% had atrial fibrillation, of
which 6.9% were under treatment with anticoagulants. 19
patients (21.8%) had intracranial hemorrhage. 37 patients
had good outcome, defined as Modified Rankin Scale
(mRS) score at discharge of 0-2 and NIHSS of 0-5 points.
There was no significant difference in the outcome between
male and female sex (p<0.594) in terms of mRS. We found
a statistically significant correlation between NIHSS before
treatment and outcome (p<0.001), hemorrhagic
transformation and advanced age and poor outcome [mRS
score of 5-6 points] (p<0.001).

Conclusion: The best predictor of outcome after
thrombolysis is the NIHSS before treatment. Hemorrhagic
transformation and advanced age are predictors for poor
outcome.

Disclosure: Nothing to disclose.

EPO-029

The opacification time of ascending aorta
during CT angiography as a predictor of
heart failure.

S. Bellavia, I. Scala, P. Rizzo, J. Di Giovanni,

G. Frisullo

UOC Neurologia, Dipartimento di Scienze
dell’invecchiamento, Neurologiche, Ortopediche e della
Testa-Collo, Fondazione Policlinico Universitario “A
Gemelli, IRCCS, Largo Agostino Gemelli, Rome, Italy

Background and aims: Heart failure (HF) represent the
second most frequent cause of cardioembolic (CE) stroke.
Brain CT angiography is routinely performed in the suspect
of a large vessel occlusion. Placing a region of interest
(ROI) at the level of the ascending aorta, the opacification
of the vessel is monitored until a threshold value of
Hounsfield Unit (HU) is reached, starting images
acquisition. The opacification time of the ascending aorta
may be affected by heart ejection fraction (EF). We
evaluated the existence of a correlation between these
parameters and tried to identify a cut-off value able to
predict a diagnosis of heart failure.

Methods: We screened all patients discharged from the
Fondazione Policlinico Gemelli in Rome between
December 2019 and June 2021, with a CT angiography of
cerebral vessel and an echocardiographic evaluation of the
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EF. The opacification time of the ascending aorta was
calculated as the time needed to reach a threshold of 40
Hounsfield Unit (T40HU) in the ROI.

Results: We enrolled 366 patients and found an inverse
correlation between the EF and the T40HU, indicating
longer time for aorta opalization as the EF decreases.
Through a receiver operating characteristic (ROC) curve
analysis we identified a cut-off value of 16,8 seconds for the
T40HU as able to predict with good sensitivity (81%) and
specificity (61%) a diagnosis of heart failure with EF <40%.
Conclusion: The T40HU is a reliable indicator of HF with
reduced EF, allowing to esteem heart function already in the
emergency department even in the setting of an acute stroke.
Disclosure: The authors declare no conflict of interest.

EPO-030

Early plasma YKL40 level predicts
3-month functional outcome after
ischemic stroke treated with
endovascular therapy

A. Boutelier!, A. Vrillon!, J. Desilles?, B. Ho Tin Noe?,
C. Paquet!, M. Mazighi?

!Centre de neurologie cognitive/CMRR GHU APHP Nord
Lariboisiere Fernand-Widal Universités de Paris-Cite,
INSERM U1144, Paris, France, ?Neuroradiologie
interventionnelle, Fondation Adolphe de Rotschild, Paris,
INSERM U1148, Paris, France

Background and aims: More than 40% or large vessel
occlusion ischemic stroke patients remain disabled at 3
months despite successful reperfusion therapies including
intravenous thrombolysis and endovascular therapy (EVT).
This neurological disability is mainly due to sensori-motor
sequelae and post-stroke cognitive impairment (PSCI).
Glycoprotein  YKL40 is a biomarker of microglial
activation. It is elevated in plasma in numerous
neurodegenerative disorders but also in acute ischemic
stroke. We hypothesized that acute microglial inflammation
plays a key role in PSCI and that plasma levels of YKL40
could be a predictive biomarker of future cognitive and
functional outcomes.

Methods: Monocentric prospective study included patients
treated with EVT, for whom 3 blood samples (before, within
1h, 24h post-EVT) were drawn to measure plasma YKL40
concentration as a marker of microglial activation. Excellent
outcome was defined as a modified Rankin scale (mRS) 0
or 1 at 3 months.

Results: We included 120 patients between 2016 and 2020.
Median NIHSS was 17 and median ASPECT score was 7.
Repercussion was achieved at mean delay of 5h44. After 3
months, median mRS was 3 and 25% of patients with pre-
stroke mRS< 2 had excellent outcome. Excellent clinical
outcome was significantly associated with lower plasma
YKLA40 levels (p= 0,001) after adjustment on age, NIHSS
and delay since onset.

ePosters 345

Conclusion: Plasma YKL40 levels is a candidate predictor
of functional outcome at 3 months in ischemic stroke treated
by EVT. This novel biomarker of stroke could allow
optimizing rehabilitation strategies and give new insight on
pathophysiology of PSCI.

Disclosure: INSERM U1144 INSERM U1148

EPO-031

Glycemic variability after mechanical
thrombectomy for acute ischemic stroke
is associated with increased mortality

A. Cabral, A. Carvalho', P. Barros2, M. Ribeiro?,

S. Castro’, P. Pires’, M. Rodrigues?, H. Costa?,

V. Battistella?, T. Gregorio?, L. Paredes?, M. Veloso!,

M. Rocha?

!Neurology Department, Centro Hospitalar de Vila Nova de
Gaia/Espinho, Porto, Portugal, *Stroke Unit, Centro
Hospitalar de Vila Nova de Gaia/Espinho, Porto, Portugal,
3Interventional Neuroradiology Unit, Radiology Department,
Centro Hospitalar de Vila Nova de Gaia/Espinho, Porto,
Portugal

Background and aims: Acute ischemic stroke (AIS) is a
leading cause of death and disability. Mechanical
thrombectomy (MT) is standard of care for patients with
large vessel occlusion. Even with effective recanalization
morbidity remains high. Therefore, it is important to
recognize modifiable risk factors for adverse outcomes after
MT. Glycemic variability (GV) has been related to poor
outcomes in critically ill patients, but conflicting data exist
on whether it affects prognosis after MT for AIS. Thus, we
aimed to clarify how GV after MT impacts functional
outcome and survival of AIS patients.

Methods: This was a single-center retrospective study. We
included AIS patients who received MT for anterior
circulation vessel occlusion between January 2015 and
December 2019 at our stroke center. Demographic, clinical
and paraclinical data were recorded. We used standard
deviation (SD) of the mean blood glucose for the first 24
hours post MT as a measure of GV. Outcomes were
modified Rankin Scale (mRS) score and mortality at 3
months follow-up. Univariate and multivariate analyses
were performed.

Results: We included 657 patients (43.5% males; median
age 77 years). In univariate analysis, patients with
unfavorable functional outcome (mRS score 3-6; 42.5%)
and patients that died (14.8%) had significantly higher SD.
When adjusting for confounders, SD remained statistically
significant for mortality (adjusted OR for unfavorable
functional outcome: 1.007 [95% CI 0.990-1.025]; adjusted
OR for mortality: 1.020 [95% CI 1.001-1.040]).
Conclusion: Our results suggest GV as a relevant and
targetable risk factor for mortality in AIS stroke patients
treated with MT.

Disclosure: The authors have nothing to declare.
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EPO-032

Juvenile arterial ischemic stroke due to
focal cerebral arteriopathy: a case-based
approach

M. Caccamo, D. Galotto, A. Nanni, N. Marrone,

S. Grimaldi, D. Mezzapesa, S. Lamberti, M. Petruzzellis
Neurology — Department of Basic Medical Sciences —
Neurosciences and Sense Organs, University of Bari ‘Aldo
Moro’, Italy

Background and aims: Focal cerebral arteriopathy (FCA)
is one of the most common causes and strongest risk factor
of recurrence of childhood arterial ischemic stroke (AIS),
involving large vessels of the anterior cerebral circulation.
Methods: Diagnostic work-up included brain MRI and
DSA, ECG monitoring, transesophageal echocardiography
for PFO, TCCD, CSF and serological evaluation for
infections, autoimmunity, coagulopathy.

Results: A 17-year-old woman with unremarkable medical
history except for obesity was admitted to emergency
department for aphasia and right hemiplegia due to left M2
dominant branch occlusion(NIHSS 21). She was treated
with intravenous rt-PA only, with early neurological
improvement(NIHSS 1). TCCD highlighted moderate
stenosis of the proximal segment of left carotid syphon,
while cerebral DSA showed banded appearance of left M1
segment suggestive for FCA (FCA Severity Score -FCASS
6). CSF analysis excluded infective and autoimmune
vasculitis. Other tests were unremarkable. The patient
received aspirin 100 mg daily and high dose of intravenous
methylprednisolone(ivMP), followed by tapering at
discharge. Three weeks later, the patient experienced right
leg paresis due to left A1 occlusion. TCCD revealed early
Al recanalization but progressing M1 stenosis involving
proximal M2 segment. IvMP and DAPT for 21 days was
administrated with neurological improvement(NIHSS 1).
Monthly follow-up demonstrated TCCD stability.

16

Cerebral DSA showed banded appearance of left M1 segment
suggestive for focal cerebral arteriopathy.

Conclusion: FCA ranges from stabilization to improvement
or resolution although arteriopathy caused a 5-fold increase
of recurrence compared to idiopathic AIS. Predictive

markers of recurrence and outcome, such as FCASS, are
on-going validation. Use of steroid with or without antiviral
therapy (hypothetical post-infectious pathophysiology) are
commonly used although lack of interventional trial results.
Disclosure: All the authors have no disclosure.

EPO-033

The presence of pre-diabetes predicts the
early neurologic deterioration in acute
ischemic stroke using IV thrombolysis

J. Cha
Stroke center, Dong-A university, Busan, Republic of Korea

Background and aims: Pre-diabetes is an intermediate
state between normal glucose metabolism and diabetes.
However, there has been debated whether pre-diabetes
might influence on short and long-term outcomes after AIS.
In this study, we investigated the association between the
presence of pre-diabetes and the early neurologic
deterioration (END) in AIS using IV thrombolysis.
Methods: We recruited patients with AIS using IV
thrombolysis prospectively registered CRCS-K database in
Dong-A university stroke center from 2016 into 2020.
According to their HbA1C levels, patients were divided into
three groups: normal, pre-diabetes, and diabetes. We
assessed the occurrence of END after using IV thrombolysis
in AIS.

Results: Total 661 AIS patients using IV thrombolysis
enrolled in this study. Among those subjects, pre-diabetes
was diagnosed in 197 patients (29.8%) and diabetes in 210
patients (31.8%). In multiple logistic regression analysis,
pre-diabetes was an independent predictor of END (OR,
1.79;95% CI, 1.01 to 3.22; p<0.05) and of in-hospital death
(OR, 3.31; 95% CI, 1.12 to 9.80; p=0.03).

Conclusion: Pre-diabetes influences on the occurrence of
END in AIS with IV thrombolysis.

Disclosure: Nothing to disclose.

EPO-034

Outcome Determinants in Patients with
Acute Mild Ischemic Stroke

Y. Chao, P. Chen
Division of Neurology, Taichung Veterans General Hospital,
Taichung, Taiwan

Background and aims: This study was conducted to clarify
the risk factors of unfavorable early outcomes (UEO) in
acute mild ischemic stroke (AMIS).

Methods: Patients with AMIS, defined as a National
Institute of Health Stroke Score (NIHSS) <4 and admission
within 48 hours after symptoms onset, were prospectively
registered. A favorable outcome was defined as a modified
Rankin Scale (mRS) or 1 or lower. Risk factors of UEO
were analyzed.
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Results: Among the 832 patients with AMIS, 174 patients
had unfavorable outcomes (modified Rankin Score 2-6) at
3 months. Older age and higher initial NIHSS score are
more common among those with poor outcome. On the
contrary, antithrombotics given within 48 hours after stroke
onset, and dual antiplatelet use among patients indicated,
are associated with better outcome.

Total (1=832) | Initial MRS 0-1 | Inifial MRS >1 | P value
(n=610; n=222)
Age (years) 67.0 (57-76) 650 (56-74) | 720 (62-62) | <0.001
Wale, n (%) 572 (63.8%) 423 (69.2%) [ 150 (67.6%) [ 0.719
Body mass index (kgmA)(n=787) | 25.0 (22.8-275) | 24.0 (228-274) | 252 (227- | 0882
2786
H fon. n (%) BT2(73.6%) 433 (710%) | 179 (80.6%) | 0.007
Diabetes.n (%) 341(41.0%) 238(39.0%) [ 103 (46.4%) | 0.067
Attial fibrilation, n (%) 131 (15.7%) 86 (14.1%) 45 (20.3%) 040
Heart failure, n (%) 29035% 22(35% T(32% 919
Ischemic heart disease. n (%) 83 (10.0%) 54(8.9%) 29 (13.1%) 057
Total cholesterol, mg/dL (n=803) 174.0 (148-205) | 174.0 (147-208) | 176.0 (149 601
05
[Triglyceride, mg/dL (n=807) 170 (82-165] | 112.0 (83-165] | 105.0 (80-164] | 0264
HOL cholesterol. mg/dL (n=807) 1403752 440 (3752 £3.0(35852) 0463
LDL cholesterol, mg/dL (n=827) 108.0 (85-134] [ 106.0 (85-133] | 111.0 (85-136) [ 0.431
Stroke subtype (TOAST), n (%) 0119
=693;

Large-artery atherosclerofic type | 142 (20 6%] 87 (18.0%) 55(26.1%)

Cardioembolic type 190 (27.4%) 135 (288%) | 51(24.2%)

Lacunar type 152 (219%) 103 (214%) | 49 (23.2%)

Undetermined type 1420%) 10 21%) 4(.9%)

Other defermined fype 195 (28.1%) 143 (297%) | 52 (24.6%)
Anithrombotics within 48 hours after | 802 (36 4%) 504 (974%) | 206 (93.7%) | 0021
stroke onset, n (% I
Aniithrombotics at discharge, n (%) 197 5%) 601 (985%) | 210 (946%) | 0003

No anti ic. n (%) (2.5% 9 (1.5%) 12(5.4%) [ 0.003

Wonotherapy, n (%) 1 (43.4%) 254 (416%) [ 107 (46.2%) | 0.108

Dual anfi n (%) 2 (48.3%) 310 (50.8%) | 92 (41.4%) 021

n (%) 1.3 66 (10.8% 28(126% 549
Statin use, n (%] 3 (82.1% 504 (82.6% 179 (80.6%) 575
Initial NIHSS score 0(1-2) 10 (0-2) 200183 <0.001
Data are expressed as median (interquartile range) for continuous variables and frequency (%) for categorical
variables.

HDL, high density lipopratein; LDL, low density lipoprotein; TOAST, Trial of Org 10172 in Acute Stroke Treatment;
NIHSS, National Institute of Health Stroke Score.

Table 1. Characteristics of patients with acute minor ischemic stroke

Favorable carly outcome | Unfavorable early outcome | Pvalue
(n=678) (n=154)
Age (years] 65.0(5674) 74.0(63 5-83) <0001
Male, n (%) 474(69.9%) 98 (63 6%) 0.156
Bady mass index (ke/m?) (n=787) 25.0(23-27.5) 25.0(22.3-27.5) 0.241
Hypertension, n (%) 487 (71.6%) 125 (81.2%) 0.023
Diabetes, n (%) 271 (40.1%) 69 (44.8%) 0.329
Atrial fibrilation, n (%] 98 (14.5%) 33 (21.4%) 0.043
Heart failure, n (74) 21 (3.1%) 8(5.2%) 0.759
Ischemic heart disease, n (%) 62 (9.1%) 21 (13.6%) 0.126
Total cholesterol, mg/dL (n=808] | 177.0(149.5207) 169.5 (144.3-158) 0.068
Triglyceride, mg/dL (n=507) 113.0(83-168) 1000 (755-142) 0.012
HDL cholesterol, mg/dL (n=807] 435 (2752 43.0(3553) 0577
LOL cholesterol, me/dL (n=827) 105.0(85-135) 107.5 (83-129) 0.259
Stroke subtype (TOAST), n (3] 0.239
(n=s93)
Large-artery atherosclerotictype | 107 (19.4%) 35 (24.8%)
Cardioembolic type 158 (28.6%) 32 (22.7%)
Lacunar type 124 (22.5%) 28 (19.9%)
Undetarmined type S (Le%) HeE)
Other detemined type 154 (27.9%) 41(25.1%)
Antithrombotics within 48 hours | 662 (87.6%) 140 (20.9%) <0001
afterstroke onset, n (%)
Antithrombotics s discharge, n ()" | 666 (85.25%) 145 (94 2%) 0.008
o antithrombotic, n (%) 12 (1.8%) °(5.5%) 0.008
n (%) 251(41.4%) 50 (51.9%) 0.022
Dual n (%) 346 (51.0%) 56 (36.4%) 0.001
n (5] 71 (10.5%) 23 (14.9%) 0.150
Statin use, n (%) 568 (83.8%) 115 (74.7%) 0.011
Initial NIFSS score 10(0-2) 2.0 (1:3) <0001
Data are expressed as median (interquartile range) for continuous variables and frequency (%) for categorical
variables.

Chi-square test. Fisher's Exact test
HDL, high density lipoprotein; LDL, low density lipoprotein; TOAST, Trial of Org 10172 in Acute Stroke Treatment;
NIHSS, National Institute of Health Stroke Score

Table 2. MRS at 3rd month

Simple model Multiple model
oR 5% I pvalue |OR [ oswCl B value
Age (years) 105 | (L03105) [<0001 |104 | (103108 | <0001
075 | (0.521.05) |0130
Body mass index (ke/m?) 097 [(092102) |0170
Hypertension 169 (1.09-2.62) [0.019 162 (0.34-2.78) | 0.083
Diabetes 121 | (085172) |0286
Atrial fibrillation 161 | (Lo4251) [0033
Total cholesterol, mg/dL 100 | (0991.00) |0.0ag
Triglyceride, mg/dL 1.00 (0.99-1.00) |0.024
HDL cholesterol, mg/L 100 | (L00100] [06aL
LDL cholesteral, me/dL 100 | (0591.00) |1.093
Stroke subtype (TOAST)
Large-artery atheroscleratic type Re.
Cardioembolic type 062 | (0.361.06) | 0081
Lacunar type 060 | (03%121) |0ass
Undetermined type 170 (0.53-5.41) | 0.370
Other determined type 081 | (04913 0432
Antithrombotics within 48 hours after | 024 | (012051) | <0001 |02z | (008-0.60) | 0.003
stroke onset
Antithrombotics at discharge 025 | (0120.70) | 0006
o antithrombotic 344 | (142833) |0008
Wonotherapy 153 | (Los217) [0018
Dual antiplatelets 055 | (038079) |0001 |064 | (041-100) | 0.049
150 | (0502.45) |0.116
Statin use 057 | (0380387 |0008
Initial NIHSS score 182 153-2.17) [<0001 [191 (1.53-2.35) | <0.001

HDL, high density lipopratein; (DL, low density lipoprotein; TOAST, Trial of Org 10172 in Acute Stroke Treatment;
NIHSS, National Institute of Health Stroke Score.

Table 3. Logistic regression model of unfavorable outcome at 3rd
month
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Conclusion: Older age, presence of hypertension, and
higher initial NIHSS score were associated with unfavorable
early outcome. Whereas antithrombotics within 48 hours
and dual antiplatelet use seemed to have protective effect.
Disclosure: Nothing to disclose.

EPO-035

Clinical profile and outcome of cerebral
venous thrombosis at Oran University
Hospital

A. Chentouf, N. Oudrer, A. Aidi, A. Bahmani

Department of Médical Sciences, Oran 1 University, Oran,
Algeria

Background and aims: Cerebral venous thrombosis (CVT)
is a rare but serious disease whose clinical and etiological
aspects are diverse. Unlike arterial ischemic strokes,
epidemiological studies are limited. This study aims to
describe clinical, etiological and outcome particularities of
CVT in the Algerian population.

Methods: This is a retrospective observational study
conducted at the neurology department of Oran University
Hospital from January 2021 to December 2022. In a clinical
context suggestive of CVT, the diagnosis was provided by
cerebral MRI. All subjects underwent a complete etiological
assessment. Anticoagulant treatment was based on low
molecular weight heparin with relay by vitamin K antagonists.
Results: 45 patients participated in the study. The mean age
was 36.94 + 9.81 years, the sex ratio F/M was 4.6 (37/8).
The onset was subacute in 55% of cases. The main initial
signs were headaches (88.8%), visual disturbances (50%),
epileptic seizures (44.4%) and motor deficit (44.4%).
Thrombosis predominated in the superior sagittal sinus and
the lateral sinuses; parenchymal lesions were associated in
2/3 of the cases. Obstetrical causes were by far the most
frequent. The evolution was favorable in 83.3% of cases.
Conclusion: The characteristics of CVT in the Algerian
population are distinguished by a high frequency of
obstetrical causes. Awareness campaigns for women of
childbearing age are proving useful.

Disclosure: Nothing to disclose.

EPO-036

Clinical profile and etiology of ischemic
stroke in young adults : a study from
Oran, Algeria

A. Chentouf, A. Aidi, N. Oudrer, A. Bahmani

Department of Médical Sciences, Oran 1 University, Oran,
Algeria

Background and aims: Ischemic stroke in young adults is
a real diagnostic and therapeutic challenge. it differs from
stroke occurring in the elderly by etiology. Despite an
exhaustive assessment, a high proportion remains of
unknown causes. This study aims to describe the clinical
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profile and to gain further insight into the etiology of
ischemic stroke in young adults in Oran.

Methods: This observational prospective study was carried
out at the stroke unit of Oran University Hospital between
January 1st 2021 to June 30th 2022. We included all acute
ischemic stroke patients aged 18 to 44 years.

Results: Twenty one first-ever ischemic stroke patients
were identified during the study period. The mean age was
36.7% and sex-ratio M/F 0.97. NIHSS at admission was
12+4.3. According to the modified TOAST criteria,
spontaneous cervical arterial dissection was the leading
probable etiology (19.05%). Patent foramen ovale or atrial
septal aneurysm was a possible cause of stroke in 9.52% of
cases, IgG anticardiolipin antibodies (4.76%), oral
contraceptive use (14.3%), and migraine (4.76%). Mortality
rate was 4.7% and the one year mRs 1.26.

Conclusion: The results of this study confirm the need for
preventive strategies, by detecting risk factors of ischemic
stroke in young adults, and early medical care of these
patients in a neurovascular unit to enable the confirmation
of the etiological diagnosis.

Disclosure: Nothing to disclose.

EPO-037

Predictors of good outcome after
Unsuccessful Mechanical Thrombectomy
in patients with hyperacute ischemic
stroke

B. Chung, S. Kim, J. Kang, C. Kim, N. Choi, H. Kang,
Y. Kim, C. Pak

Department of Neurology and Institute of Health Science,
Gyeongsang National University College of Medicine,
Republic of Korea

Background and aims: The endovascular thrombectomy
(EVT) has become the standard treatment for major acute
anterior circulation ischemic stroke (AIS), but not all EVT
guarantee successful recanalization. The predictors of good
clinical outcome in patients who have experienced
unsuccessful recanalization are not unknown. The study
objective was to identify the predictors associated with clinical
improvement after unsuccessful EVT in patients with AIS.
Methods: In this retrospective study, a total 1046
consecutive patients with AIS who underwent EVT from
January 2012 to December 2021 in a single tertiary center
were included. Among them, 181 patients (17.3%) had
unsuccessful recanalization (modified Thrombolysis In
Cerebral Infarction (mTICI) <2a) after EVT. Those patients
with good outcomes (modified Rankin Scale [mRS], <2)
were evaluated with clinical and procedural parameters.
Results: The 41 patients (22.7%) had good outcomes. The
initial median NIHSS was 12.2 + 5.4 and Alberta Stroke
Program Early CT 7 (4-8). In multivariate analysis,
predictors of good outcomes after unsuccessful EVT were
age (OR, 0.937; 95% CI, 0.886-0.985, p=0.013), pre-stroke
statin medication (OR, 3.145; 95% CI, 1.003-9.933,
p=0.048), and total procedural time (OR, 0.973; 95% CI,
0.951-0.992, p=0.012).

Conclusion: Despite the unsuccessful recanalization after
EVT, ~>20% patients with AIS showed clinical
improvement. Younger age, shorter procedural time and
pre-stroke statin medication were associated with good
outcome after unsuccessful EVT.
Disclosure: Nothing to disclose.

EPO-038

Assessment of histological characteristics
of thrombi after acute ischemic stroke

A. Cordeiro', M. Miranda?, T. Pinho e Melo?, L. Biscoito*,
R. Roque’

!Department of Neurology, Hospital Garcia de Orta E.PE.,
Almada, Portugal, *Department of Neurology, Hospital de
Cascais Dr. José de Almeida, Cascais, Portugal,
3Department of Neurology, Hospital de Santa Maria, Centro
Hospitalar Universitario Lisboa Norte E.P.E., Lisbon,
Portugal, “Department of Neuroradiology, Hospital de Santa
Maria, Centro Hospitalar Universitario Lisboa Norte E.PE.,
Lisbon, Portugal, >Department of Neuropathology, Hospital
de Santa Maria, Centro Hospitalar Universitario Lisboa
Norte E.PE., Lisbon, Portugal

Background and aims: Mechanical thrombectomy (MT)
allows the study of acute ischemic stroke thrombi material. The
aim of this study is to correlate thrombi composition and stroke
aetiology, imaging, and revascularization outcomes.
Methods: Patients whose thrombus removed by TM were
sent to the Neuropathology Laboratory were included.
Retrospective analysis of clinical and radiological variables
was performed. Three groups: 1-rich in erythrocytes (>60%
erythrocytes), 2-mixed (erythrocytes=fibrin/collagen) and
3-rich in fibrin/collagen (>60% fibrin/collagen); presence
or absence of leukocytes. Statistical analyses were
performed using Fisher’s exact test.

Results: 16 patients were included, 68.8% (n=11) male,
median age 74 years old. 81.3% (n=13) with hypertension,
50% (n=8) with dyslipidaemia, 37.5% (n=6) with diabetes,
31.3% (n=5) were smokers, 31.3% (n=5) with atrial
fibrillation/flutter, and 6.3% (n=1) with overweight/obesity.
33.3% (n=5) under antiplatelet therapy and 6.7% (n=1)
under anticoagulant therapy. Median NIHSS 14.5. Median
ASPECTS 8.5. 93.8% (n=15) had anterior circulation
occlusion. Half had spontaneous hyperdense vessel sign on
brain CT. Half underwent thrombolysis. 76.9% (n=10)
underwent MT with aspiration system (global median of 2
passes). 80% (n=12) had mTICI3/2c. 43.8% (n=7) presented
thrombi rich in erythrocytes and the entire sample presented
leukocytes. 66.7% (n=10) had cardioembolic aetiology.
There was an association between the presence of thrombi
rich in erythrocytes and mRS<3 (p=0.031).

Conclusion: Patients with less disability had thrombi rich
in erythrocytes. It may be related to a higher rate of
recanalization after TM in this group, previously described.
Larger sample size will allow to corroborate this
clinicopathological correlation.

Disclosure: Nothing to disclose.
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Previous statins use and the risk for
haemorrhagic transformation in acute
ischemic stroke patients

E. Costru-Tasnic, M. Gavriliuc, E. Manole

Neurology Nr. I Department, Nicolae Testemitanu State
University of Medicine and Pharmacy, Chisinau, Republic of
Moldova

Background and aims: According metanalysis studies,
long term statin use can slightly increase the risk for
intracerebral haemorrhage, including haemorrhagic
transformation (HT) of ischemic stroke. The aim of our
study was to evaluate the risk for HT in acute ischemic
stroke (AIS) patients with previous statin use and the
correlation with the patients’ outcome and recovery.
Methods: In a prospective, consecutive way, we’ve
included patients with AIS admitted to a tertiary neurological
hospital from 2018 to 2022, to evaluate possible risk factors
for HT and its’ impact on discharge and 3 months follow-up
status by the modified Rankin Scale (mRS). The patients
were grouped, based on the HT presence, into 2 cohorts:
active group (with HT) and control group (without HT).
Results: From 150 patients, 55 patients presented HT
during the hospitalization. The mean LDL-cholesterol level
was 3.3+0.07 mmol with similar values in the compared
groups (p=0.99). Up to 50% of the analysed patients
presented very high cardiovascular risk prior stroke. Only
8.7% (13/150 patients) were taking high dosage statins with
slightly more patients in the active cohort (11% vs 7.4%,
p=0.55). The correlation analysis revealed that previous
statin use didn’t significantly increase the rate of HT
(OR=1.62, 95% CI: 0.43-6.13, p=0.46), didn’t influence the
discharge mRS score (OR=0.37, 95% CI: 0.08-2.67,
p=0.25), and the follow-up mRS: OR=0.46, 95% CI: 0.1-
2.41, p=0.32.

Conclusion: In our study the previous statin use didn’t
increase the risk for HT, neither influenced the discharge or
follow-up neurological functional status.

Disclosure: Nothing to disclose.
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EPO-040

Stroke due to infective endocarditis
treated with mechanical thrombectomy:
Case Report and Literature Review.

A. Debiec!, P. Piasecki?, A. Stepien!, J. Staszewski!

!Clinic of Neurology, Military Institute of Medicine, Warsaw,
Poland, Department of Interventional Radiology, Military
Institute of Medicine, Warsaw, Poland

Background and aims: Acute ischemic stroke (AIS) due to
large vessel occlusion (LVO) is a common complication of
infective endocarditis. Intravenous thrombolysis is
contraindicated in these patients due to risk of hemorrhagic
complications. However, mechanical thrombectomy (MT)
may be an effective treatment in these patients, but there is
limited data on it’s safety in infective endocarditis.
Methods: A case of AIS patient from infective endocarditis
treated with MT was reported and literature review was
performed.

Results: A 41- year-old man with infective endocarditis who
developed AIS due to RICA occlusion was admitted to the
comprehensive stroke center. MT was performed with
successful recanalization (TICI 2B). Control CT performed
after 24h revealed no hemorrhagic transformation. After 6 days
from onset neurological deterioration was observed. Control
CT with angiography revealed intracranial hemorrhage due to
raptured mycotic aneurysm of MCA (aneurysm was not
observed on the baseline cerebral arteriography). Patient
underwent successful endovascular embolization. Although
the patient received immediate treatment he died. 47 similar
cases were identified from 16 articles. 11 patients developed
hemorrhagic complications (23%). Depending on different
studies functional independence (mRS 0-2) after stroke occur
in 50-57% of patients.

Conclusion: MT appears to be safe and effective treatment
option in patients with infective endocarditis-related AIS
due to LVO, but further validation of this finding in large
cohort studies is warranted.

Disclosure: The authors declare no conflict of interest.
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EPO-041

Uncovering the Hallmarks of Infective
Endocarditis in Retrieved Cerebral
Thrombi from Acute Ischemic Stroke
Patients

B. DellAcqua', A. Semerano', A. Genchi'!, M. Montano?,
G. Gullotta?, A. Bergamaschi?, F. Sanvito?, S. Grassi?,

F. Simionato#, F. Scomazzoni4, P. Panni?, G. Saliou?,

S. Hajdu’, M. Sampaolo®, P. Michel’, L. Roveri?,

G. Martino!, M. Filippi®, D. Strambo’, M. Bacigaluppi'
INeuroimmunology Unit, Division of neuroscience, Institute
of Experimental Neurology, San Raffaele Scientific Institute,
Milan, Italy, Department of Neurology, Stroke Unit San
Raffaele Hospital, Milan, Italy, ?Neuroimmunology Unit,
Division of neuroscience, Institute of Experimental
Neurology, San Raffaele Scientific Institute, Milan, Italy,
3Department of Pathology, San Raffaele Scientific Institute,
Milan, Italy, Department of Neuroradiology, San Raffaele
Hospital, Milan, Italy, ’Department of Diagnostic and
Interventional Radiology, Lausanne University Hospital,
Lausanne, Switzerland, *Department of Microbiology, San
Raffaele Scientific Institute, Milan, Italy, "Department of
Clinical Neurosciences, Stroke Centre, Neurology Service,
Lausanne University Hospital, Switzerland, $Department of
Neurology, Stroke Unit San Raffaele Hospital, Milan, Italy,
*Department of Neurology, Stroke Unit San Raffaele
Hospital, Universita Vita-Salute San Raffaele, Milan, Italy

Background and aims: Infective endocarditis (IE) is a
major cause of ischemic stroke, and early diagnosis is
crucial. The analysis of cerebral thrombi retrieved during
endovascular thrombectomy in patients with large vessel
occlusion acute ischemic stroke (LVO-AIS) and suspected
IE may provide a diagnostic tool. The aim of this study was
to identify hallmarks in the thrombus composition that
could diagnose IE.

Methods: The study analyzed cerebral thrombi from
patients with LVO-AIS and definite I[E (n=8), cardioembolic
stroke patients with concomitant acute infections (n=9), and
cardioembolic stroke patients without infections (n=18).
Thrombus culture, PCR, and histology were used to assess
microorganisms and structural and immune components.
Results: Thrombus culture was positive in 1/2 IE thrombi,
PCR and sequencing detected bacteria in 4/4 IE thrombi,
and bacteria were found in 7/8 IE thrombi on histology. One
IE sample displayed fungal hyphae, but no microorganisms
were found in the controls. IE thrombi had lower red blood
cell counts (4.8% vs. 55.5%) and macrophage counts (45.5
vs. 208.7 cells/mm2) compared to controls. No differences
were found in fibrin, platelets, T- and B-lymphocytes, or
neutrophils. However, IE thrombi had higher prevalence of
neutrophil extracellular traps with cell-filopodia-dominant
morphology.

Conclusion: The analysis of cerebral thrombi represents a
useful adjunctive tool in diagnosing stroke with suspected
IE.

Disclosure: Nothing to disclose.
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Muscle and neuromuscular junction
disorder 1

EPO-042

Treatments, Healthcare Utilization and
Costs in Newly Diagnosed and Pre-
existing Myasthenia Gravis Patients in
Sweden

A. Batista!, Q. Cai?, J. Bérsum?, P. Kunovszki4, Q. Zhang!,
G. Isheden?, K. Heerlein’

1Janssen Global Services, Neuroscience Market Access,
USA, 2Janssen Global Services, Health Economics & RWE,
USA, 3SDS Life Science, Sweden, *Janssen Global Services,
Health Economics & RWE, Hungary, Janssen Global
Services, Neuroscience Medical Affairs, Germany

Background and aims: Myasthenia gravis (MG) is a rare
autoimmune disorder characterized by muscle weakness
and fatigue. This study aims to evaluate treatment use,
healthcare resource utilization and costs in patients with
newly diagnosed (ND) vs pre-existing (PE) MG in Sweden.
Methods: Data were linked from four Swedish nationwide
population-based registries. Adults with > 2 primary
diagnosis of MG (ICD-10-SE: G70.0) in inpatient or
outpatient specialist visits (> 12 months apart within 24
months, > 1 MG diagnosis recorded by a neurologist)
during 1/1/2010-12/31/2017; had a pharmacological
treatment for MG were selected. Index date was date of first
primary MG diagnosis. Patients were categorized into ND
vs PE groups based on whether they had a MG diagnosis
before index date (back until 2001).

Results: A total of 1,275 patients were included, of which
554 patients were ND MG. Mean (+SD) age was 61.3
(£17.4) years; 52.3% were female. During 12-month post-
index period, 5.6% of patients had thymectomy and 0.7%
used intubation/mechanical ventilation; ND MG had higher
all-cause (70.9% vs 35.8%, p<0.01) and MG-related (62.5%
vs 18.4%, p<0.01) hospitalization rates; experienced 11
more hospitalization days (p<0.01); incurred €7302
(p<0.01) higher total all-cause costs, with an incremental
difference of €6275 derived from inpatient costs; incurred
€6188 (p<0.01) higher total MG-related costs, of which
84% was attributable to inpatient costs.

Conclusion: MG patients incurred substantially higher
economic burden in the first year compared to later years.
Future research should aim to better understand potential
factors (e.g., delayed diagnosis and/or treatment) associated
with the increased burden.

Disclosure: Alberto E. Batista, Qian Cai, Peter Kunovszki,
Qiaoyi Zhang, and Kristin Heerlein are employees of
Janssen Pharmaceuticals and may hold stock in Johnson &
Johnson. Jakob Borsum and Gabriel Isheden are employees
of SDS Life Science.
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EPO-043

Immune-mediated necrotizing
myopathies: clinical-serological features
of a large Italian cohort of patients

S. Bonanno!, M. Lucchini?, E. Pancheri?,

P. Rovere Querini*, A. Biglia’, F. Zaottini®, P. Riguzzi’,

L. Bello’, A. Pugliese?, S. Cotti Piccinelli'?, L. Ruggiero’,
G. Riccil?, C. Fiorillo!'!, G. Vattemi3, G. Siciliano!?,

C. Rodolico8, M. Filosto!2, M. Grandis®, M. Garibaldi!3,
E. Pegoraro’, S. Previtali4, P. Tonin?, L. CavagnaJ,

M. Mirabella?, L. Maggi'

!Fondazione IRCCS Istituto Neurologico Carlo Besta,
Milano, Italy, °Fondazione Policlinico Universitario
Agostino Gemelli IRCCS, Roma, Italy, Universita degli
Studi di Verona, Verona, Italy, IRCCS Ospedale San
Raffaele, Milano, Italy, ’Fondazione IRCCS Policlinico San
Matteo, Pavia, Italy, SUniversita degli Studi di Genova,
Genova, Italy, "Istituto di Miologia, Universita degli Studi di
Padova, Padova, Italy, $Universita degli Studi di Messina,
Messina, Italy, *Universita di Napoli Federico 1I, Napoli,
Italy, ""Universita di Pisa, Pisa, Italy, "Istituto Giannina
Gaslini, Genova, Italy, ?’ASST Spedali Civili di Brescia,
Brescia, Italy, 3Sapienza Universita di Roma, Ospedale
Sant 'Andrea, Roma, Italy

Background and aims: Immune-mediated necrotizing
myopathies (IMNMs) represent a heterogeneous group of
muscle disorders recently identified within the spectrum of
idiopathic inflammatory myopathies (IIMs) by distinctive
clinical, pathological, serological, and therapeutic features.
Currently, three different IMNM entities have been defined:
1) anti-3-hydroxy-3-methylglutaryl-coenzyme A reductase
(HMGCR) myopathy; 2) anti-signal recognition particle
(SRP) myopathy; 3) antibody negative IMNM. An accurate
diagnosis of IMNMs is relevant for prognostic purposes and
to provide the best chance of treatment for patient subtypes
and prevent long-term disability. We aimed to investigate
clinical and histological features of different serological
subgroups within an Italian cohort of IMNM patients.
Methods: We included 116 patients diagnosed with IMNM
in 12 neuromuscular referral centers in Italy, relying on the
2017 European Neuromuscular Centre criteria.

Results: The study population was composed by 51 males
and 65 females, with an overlapping median age at disease
onset equal to 65 years old for men and 64 for women.
Thirty-nine patients (33,6%) were positive for HMGCR
autoantibodies (Abs), of whom 26 had a history of statin
exposure (11 males, 15 females). Among anti-HMGCR Ab—
positive IMNM patients naive to statin therapy, females
were more represented (61,5%). Furthermore, 33 patients
(28,4%) had anti-signal recognition particle (SRP) Abs, 24
patients (20,7%) resulted seronegative, and 20 patients
(17,2%) did not have a complete Ab assessment. Muscle
weakness distribution at onset, myopathological features,
clinical outcome after therapy, and therapeutic regimen data
together with extramuscular manifestations according to
serological phenotype have been reported.

© 2023 European Journal of Neurology, 30 (Suppl. 1), 330-430
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Conclusion: This study provides new insights about IMNM
characteristics in a large Italian cohort.

Disclosure: SB received honoraria for advisory board
activities, and compensation for travel and congress
participation from Sanofi Genzyme, Biogen and Roche.

EPO-044

Anxiety and depression in generalised
myasthenia gravis in Europe, Middle East
and Africa: A systematic review

J. McCallion!, A. Borsi', C. Gary', J. Lee!, W. Noel,

E. Hardy?, S. Mitchell?, C. Mitchell?, N. Gilhus?
!Janssen-Cilag EMEA, Neuss, Germany, *Mtech Access Ltd,
Bicester, UK, *Department of Clinical Medicine, University
of Bergen; Department of Neurology, Haukeland University
Hospital, Bergen, Norway

Background and aims: Myasthenia gravis (MG) is a rare
autoimmune disease characterised by muscle weakness and
fatigue. Progression of these symptoms has a negative
impact on quality of life. A systematic literature review was
conducted to determine the extent of anxiety and depression
in patients with generalised MG (gMG).

Methods: Electronic database searches (conducted March
2022), supplemented by interrogation of grey literature
were conducted to identify studies reporting depression
and/or anxiety patient reported outcomes in patients with
eMG in Europe, Middle East and Africa.

Results: Of the 13 eligible studies, eight reported
comparative data for anxiety using five scales and 12
reported depression using seven scales (Table 1). Where
reported, data indicate that anxiety (n=3 studies) and
depression (n=5) was statistically significantly worse in
patients with gMG versus controls. However, while anxiety
was significantly worse in gMG versus ocular MG (oMG)
(n=2), no consistent difference was reported for depression
(n=4). Two further studies reported a higher proportion of
clinically relevant anxiety and depression in patients with
gMG versus oMG; a benefit of pharmacological remission
in MG was also observed (Figure 1). Finally, in patients
with gMG, stage of disease (n=2) and Patient Acceptable
Symptom State status (n=1) were associated with the
severity of anxiety and depression whilst antibody status
was not.

Conclusion: Although statistically significant differences
in the extent of anxiety and depression are reported in
patients with gMG compared with relevant populations and
subgroups, these findings need to be confirmed in large
cohorts administering consistent, validated questionnaires.

Table 1: Studies reporting anxiety and depression patient reported
outcome data in patients with gMG against relevant comparators or
within gMG subgroups

p=01 poNR

B
3

Source: Adapted from Hoffman 2016 and Lel

.- AR
is O ™
I
g | |
Hoftman 2016 ehneer 021
NG MG @ Remision

; HADS-D, Hospital and

NR, not reported; oMG, ocular my
*p-value eroup comp

 OMG, ical remission

Figure 1: Proportion of patients with clinically relevant anxiety (Panel
A) and depression (Panel B) by disease stage

Disclosure: This study was funded by Janssen-Cilag
EMEA.

EPO-045

Matrin-3 autosomal dominant distal
myopathy in Portuguese patients

D. Chitimus!, N. Venturelli?, C. Lefeuvre!, C. Metay?,
G. Nicolas!, R. Carlier?, P. Laforet!, C. Guemy'
INeurology Department, Nord-Est-Ile-de-France
Neuromuscular Reference Center, Raymond-Poincaré
Hospital, AP-HP, Garches, France, *Diagnostic and
Interventional Medical Imaging Department, Raymond
Poincaré Hospital, Garches, France

Background and aims: The nuclear matrix protein
matrin-3 (MATR3) autosomal dominant distal myopathy,
most commonly caused by a Ser85Cys (S85C) missense
mutation, determines a heterogenous phenotype.

Methods: We present three Portuguese patients diagnosed
with p.Ser85Cys MATR3-related myopathy, diagnosed by
genetic assessment, using a specific gene panel dedicated to
“distal myopathies”.

Results: Patient no. 1 is a 57-year-old male presenting with
lower leg weakness, followed by upper limb distal force
loss for fine motricity gestures. Neurological examination
revealed important muscle atrophy of the distal limbs and
symmetrical motor deficit. The second patient, the brother
of the aforementioned subject, is a 54-year-old male with
similar symptoms, associated with dysphagia and
dysphonia. Patient no 3 is a 58-year-old female, unrelated
to previous patients, presenting with distal weakness in the
upper limbs and severe Achillean contractures. All the
subjects were investigated by needle electromyography and
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whole-body MRI, which revealed a fatty infiltration pattern,
predominantly affecting the gastrocnemius, soleus, and
tibialis anterior muscles. Muscle biopsy was performed
solely for patient no 1 and revealed rimmed vacuoles,
consistent with previous reports. The gene analysis found
the same mutation in all three cases: ¢.254C>G, p.Ser85Cys
in the MATR3 gene.

Conclusion: Despite being a rare myopathy, with only few
families reported, MATR3 gene mutations should be
considered in patients with distal myopathy and rimmed
vacuoles on muscle biopsy. To our knowledge, this is the
first report of this phenotype in the Portuguese population.
Disclosure: Nothing to disclose.

EPO-046

Higher Need for Medical Resources in
Moderate-To-Severe MG Patients: A
Comparison With The General Population

E. Cortés!, R. Mantegazza?, F. Sacca?, S. Paci4,

N. Tollenaar?, B. Janssen®, S. Dewilde’

'Hospital de la Santa Creu i Sant Pau, Barcelona, Spain,
2Fondazione IRCCS, Istituto Nazionale Neurologico Carlo
Besta, Milan, Italy , "DNSRO Department, University of
Naples Federico II, Naples, Italy, ‘argenx BV, Ghent,
Belgium, >Services in Health Economics (SHE), Brussels,
Belgium, Erasmus University Rotterdam, The Netherlands

Background and aims: Myasthenia Gravis (MG) patients
suffer from muscular fatigue affecting their vision,
swallowing, speech, mobility, dexterity and breathing. This
analysis compared the medical resource utilization (MRU)
of moderate-to-severe MG (msMG) patients with the
general population.

Methods: MyRealWorld-MG is an observational study
conducted in the US, UK, Canada, France, Italy, Germany,
Spain, and Japan among adult MG patients. Patients entered
personal and disease characteristics via a smartphone
application, and provided data on MRU. All patients with a
self-assessed MG-Activities of Daily Living (MG-ADL)
score >6 were considered as msMG. POPUP is an
observational study collecting comparable data among
members of the general public and was conducted in similar
countries. National samples were representative of age,
gender, education and region.

Results: Four times more msMG patients (N=431) took
sick leave during the past month compared to POPUP
(N=9000) (43.5% versus 10.2%); but the duration of sick
leave did not differ (Table 1). The hospitalization rate was
eighteen times higher among msMG patients (rate=0.158/
month versus 0.009/month in POPUP) with three times
longer length-of-stays (10.0 versus 3.4 days). Furthermore,
an eleven-fold increase in ER visits (0.151 vs. 0.013/month)
and a four-fold increase in specialist visits (0.811 vs. 0.184/
month) were observed for msMG compared to POPUP.
msMG patients had double the number of GP and
physiotherapy visits per month (0.392 and 0.172 for msMG
versus 0.211 and 0.092 in POPUP).
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Moderate & Severe Relative

G eneral Population MG =5 Rate

Sick leave

% Did take time off work / studies in the past month 10.9% 43.5% 4.0
Average number of days (std, range): 124,115 (0-31) 14.8,12(1-31) 1.2
U< of health care servicesin the past month

Had a hospitalization 0.009 0.138 18.0
Length of stay 34 10.0 30
Number of ER visifs 0.013 0.131 116
Number of Hospital ontpatient visit 0.064 0.192 3.0
Number of specialist visit 0.184 0.811 4.4
Number of GP visits 0211 0.392 19
Number of Physiotherapist visit or visit to a rehabilitation cent 0.092 0.172 1.9
Number of nurse / healtheare worker visit 0132 0.131 10

Table 1. Medical Resource Utilization of moderate-to-severe MG
patients compared to the general population

Conclusion: Suffering from msMG was associated with a
considerable impact on MRU compared to the general
population, likely resulting in substantially higher health
care costs.

Disclosure: EC has received public speaking honoraria and
compensation for advisory boards and/or consultations fees
from Argenx, UCB, Alexion and Janssen. RM has received
speaking honoraria from Biomarin, Alexion and UCB,
served on advisory boards for Alexion, argenx BV and UCB
and received support for congress participation from Merck,
Teva and Biogen FS has received public speaking honoraria
from Almirall, Biogen, Mylan, Novartis, Roche, Sanofi and
Teva; and served on advisory boards for Almirall, argenx
BV, Avexis, Biogen, Forward Pharma, Lexeo, Merk,
Novartis, Novatek, Pomona, Roche, Sanofi, and Takeda. SP
is an employee of argenx BV, the sponsor of the study SD,
NT and MFJ have been commissioned by argenx BV and
received honoraria to design the study, analyze data and
write the abstract.

EPO-047

Fatigue among generalised myasthenia
gravis: real-world data from physicians
and patients across 5 European countries

E. Cortés-Vicente!, C. Gary?, A. Borsi?, ]. McCallion?,

J. Lee?, R. Nissinen?, W. Noel?, M. Vavrinec?, Q. Zhang?,
A. Batista’, O. Thomas?, ]. DeCourcy*, G. Gibson*
!Neuromuscular Diseases Unit, Department of Neurology,
Hospital de la Santa Creu i Sant Pau, Barcelona (Spain),
2Janssen-Cilag, EMEA, Neuss, Germany, *Janssen-Cilag,
GCSO, *Adelphi Real World, Bollington, UK

Background and aims: Generalised myasthenia gravis
(gMGQG) is a rare, chronic condition causing generalised
fatigue and muscular weakness. Generalised fatigue is hard
to manage, often manifesting with other symptoms. There
are no objective ways to measure generalised fatigue,
making the patient perspective important in understanding
fatigue-related disease burden.

Methods: Data were drawn from an Adelphi Disease
Specific Programme™, a point-in-time survey of physicians
and MG patients in France, Germany, Italy, Spain, and the
UK, between March-September 2020. Physicians reported
patient demographics and symptoms from a pre-selected
list. Patients separately reported their current symptoms.

© 2023 European Journal of Neurology, 30 (Suppl. 1), 330-430

95U8017 SUOWILWIOD SAIES1D) 3l dde 8y} Ag pauienoB a1e S3[91Le YO ‘8SN JO'S3|NJ 40} A1 8UlUO AS|IA LO (SUONIPUOD-PUE-SWLIS)L0D AB 1M ARIq 1 )BU|UO//:SANY) SUO IPUOD PUe SIS | 84} 89S *[£202/60/90] UO AfiqiauluO AS|IM ‘0S6ST SUS/TTTT OT/I0p/W0d A3 | Alelq Ul |uoy//:Sciy Wodj pepeojumod ‘TS ‘€202 ‘TESTSOVT



354 ePosters

Descriptive analyses were run alongside bivariate
comparisons.

Results: Overall, 128 physicians reported on 554 patients
with gMG. Mean age was 53.8 (Standard Deviation;
SD=+15.42) and 51.4% were female. Physicians reported
generalised fatigue for 65.3% of patients, significantly more
were female than male (55.0%, p<0.05). A higher overall
number of gMG symptoms were reported in fatigued
patients (mean: 7.2, SD+3.83, p<0.05) than those non-
fatigued (mean: 4.2, SD+2.70). A larger proportion of
fatigued patients were reported in Myasthenia Gravis
Foundation of America classifications III and IV (38.1%,
p<0.05) than non-fatigued patients (27.1%). Of 181 self-
reporting patients, 139 (76.8%) reported fatigue. Of these
139 patients, 15.1% were not reported with fatigue, and
2.2% were reported asymptomatic, by their physicians.
Conclusion: Fatigue in gMG patients was reported in a
significant number of patients, often correlated with
markers of greater disease severity. Lower physician-
reported, than patient-reported, fatigue may indicate a
higher level of attention to fatigue is needed to understand
the burden of fatigue on gMG patients.

Disclosure: This project has been funded by Janssen-Cilag
EMEA.

EPO-048

Early-onset generalised myasthenia
gravis in women aged 18-50: results from
a real-world study in 5 European
countries

E. Cortés-Vicente!, C. Gary?, A. Borsi?, ]. McCallion?,

J. Lee?, R. Nissinen?, W. Noel?, M. Vavrinec?, Q. Zhang?,
A. Batista’, E. Chatterton*, L. Birija*, G. Gibson*
INeuromuscular Diseases Unit, Department of Neurology,
Hospital de la Santa Creu i Sant Pau, Barcelona (Spain),
2Janssen-Cilag, EMEA, 3Janssen-Cilag, GCSO, ‘Adelphi
Real World, Bollington, UK

Background and aims: Generalised myasthenia gravis
(gMQ) is a rare, chronic condition that can present in
women aged 18-50. There is a need to understand the
clinical profile of early onset female (EOF) gMG patients to
ensure optimal treatment outcomes.

Methods: Data were drawn from the Adelphi Myasthenia
Gravis Disease Specific Programme™, a survey of gMG-
treating physicians conducted in France, Germany, Italy,
Spain and the United Kingdom, from March-September
2020. Physicians reported patient demographics, clinical
characteristics, and treatment history including surgery.
EOF was defined as females aged 18-50 at survey.
Descriptive analyses were run alongside bivariate
comparisons.

Results: 128 Physicians provided data for 554 gMG
patients. Patients had a mean [standard deviation] age of
53.8[15.4], 51.4% were female and had been diagnosed for
48.2[63.6] months on average. Of those, 147 (26.5%) were
EOF patients. EOF patients were diagnosed significantly

more recently than non-EOF patients (mean [SD],
35.9[42.4] vs 52.7[69.3] months, p<0.05). 29.9% of EOF
and 35.9% of non-EOF patients were in Myasthenia Gravis
Foundation of America classification III or IV (p=0.22).
Among EOF patients, 27.2% underwent thymectomy versus
22.9% of non-EOF patients (p=0.05). EOF patients had a
mean [SD] of 1.1[0.7] myasthenic crises and 0.8[0.8]
hospitalizations in the last 12 months compared to 0.9[0.7],
p=0.23 and 0.6[0.7], p=0.13 in non-EOF patients,
respectively.

Conclusion: The study shows that although EOF patients
are earlier in their disease journey, the number of
thymectomies, myasthenic crises and hospitalizations trend
higher in EOF patients than in the general gMG population,
potentially indicating that the unmet treatment needs of
EOF patients.

Disclosure: This project has been funded by Janssen-Cilag
EMEA.

EPO-049

Myotonic dystrophy type Il unmasked by
immune checkpoint inhibitor

A. Daponte', E. Petrou!, E. Anagnostou!, G. Karadima?,
V. Zouvelou!

!First Department of Neurology, Aeginition Hospital, School
of Medicine, National and Kapodistrian University of
Athens, Athens, Greece, ’Neurogenetics Unit 1st Department
of Neurology Eginition Hospital School of Medicine
National and Kapodistrian University of Athens, Athens,
Greece

Background and aims: Although cancer immunotherapy
with immune checkpoint inhibitors (ICIs) has been a
milestone in cancer treatment, their increasing use has
resulted in a growing number of neuromuscular adverse
events, most of them immune-related (irAEs).

Methods: A 63-year-old woman, with colorectal cancer
treated with pembrolizumab, presented with a 9-month
history of progressive proximal lower limb weakness and
minor camptocormia. Symptoms appeared 1 month after
initiation of immunotherapy and progressed gradually
leading to a significant motor impairment. She had marked
difficulty climbing stairs and rising from sitting position.
She also reported a chronic minor difficulty rising from low
chairs, a symptom that was also reported by the patient’s
sister and father.

Results: Nerve conduction studies and 3Hz repetitive nerve
stimulation were normal while electromyography revealed
diffuse waning myotonic discharges and a chronic
myopathic pattern. Genetic testing demonstrated a
pathogenic mutation in the CNPB gene, confirming the
diagnosis of type 2 myotonic dystrophy.

Conclusion: Neuromuscular toxicity induced by ICIs
treatment is rare but potentially underreported. The most
commonly reported irAEs are myositis, myasthenia gravis
and neuropathy with several cases resulting in a fatal
outcome. Due to the susceptibility of the skeletal muscle,
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myotoxic drugs may unmask a primary asymptomatic or
oligosymptomatic hereditary myopathy. To the best of our
knowledge there are three other reported cases of hereditary
neuromuscular diseases unmasked during treatment with
ICIs. Patients under treatment with ICls should be carefully
evaluated for neuromuscular side-effects and the possibility
of a concomitant hereditary myopathy, should also be
considered.

Disclosure: I have no financial interests or relationships to
disclose.

EPO-050

IlgG and anti-AChR Antibody Reduction
Explain Nipocalimab Effect on MG-ADL
Score Improvement in Patients with gMG

A. Dosnel, R. Faelens!, B. Valenzuela?, J. Zhou3,

Y. Xiong?* J. Leu?, Y. Zhu?®, M. Samtani®, A. Vermeulen!,
L. Ling’, S. Ramchandren®, H. Sun®, W. Denney®,

]. Perez-Ruixo?

!Janssen Research & Development, Beerse, Belgium,
2Janssen-Cilag Spain, Part of Janssen Pharmaceutical
Companies, Madrid, Spain, >Janssen Research &
Development, LLC, Spring House, PA, USA, *Janssen
Research & Development, LLC, Raritan, NJ, USA, >Janssen
Research & Development, LLC, Wayne, PA, USA, %Janssen
Research & Development, LLC, Bridgewater, NJ, USA,
’Janssen Research & Development, LLC, Cambridge, MA,
US4, $Janssen Research & Development, LLC, Titusville,
NJ, USA, "Human Predictions, LLC, Boston, MA, USA

Background and aims: Nipocalimab is an anti-FcRn
monoclonal antibody that lowers IgG, including anti-AChR
antibodies (Ab). This analysis was conducted to quantify
the relationship between IgG, anti-AChR Ab and the clinical
efficacy endpoint (MG-ADL) to understand if IgG or anti-
AChR Ab reduction could account for nipocalimab effect
on MG-ADL.

Methods: Data from 68 patients with gMG from a Ph2
study (NCTO03772587) were utilized for statistical and
population modeling and simulation analyses to quantify
the relationship between IgG, anti-AChR Ab and MG-ADL
reduction

Results: I1gG and anti-AChR Ab reduction expressed as
percent change from baseline were highly correlated
(R2=0.75), and correlated similarly to MG-ADL
improvement. [gG was selected to quantify the relationship
to MG-ADL to allow inclusion of all patients (AChR+ and
AChR-). Placebo-corrected change from baseline MG-ADL
(AAMG-ADL) was proportional to IgG reduction. A 50%
IgG reduction was estimated to lead to a median AAMG-
ADL reduction of 1.07 points. Subjects with higher
individual baseline MG-ADL exhibited higher AAMG-ADL
reductions (eg a 2-fold baseline increase resulted in a 1.9-
fold higher reduction). Simulations showed a that a large
proportion (>80%) of the Nipocalimab-induced MG-ADL
improvement could be explained by IgG reduction.
Conclusion: Serum IgG reduction explains most of the
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AAMG-ADL change following nipocalimab treatment.
Thus, IgG reduction may qualify as a biomarker for efficacy
if confirmed by data from the ongoing Ph3 study. The
quantitative relationship between IgG, anti-AChR Ab and
MG-ADL is critical for model-informed decisions on
nipocalimab development.

Disclosure: WSD is an employee of Human Predictions,
LLC and a consultant for Johnson & Johnson. Other authors
are employees or contractors of Janssen Pharmaceuticals
any may own stock or stock options in Johnson & Johnson.

EPO-051

Cancer frequency in muscle-specific
tyrosine kinase (MuSK) myasthenia gravis

S. Falso!, S. Marini!, E. Sabatelli!, A. Evolil, R. Iorio?
!Neuroscience Department, Catholic University of the Sacred
Heart, Rome, Italy, °Neurology Institute, Fondazione
Policlinico Gemelli IRCSS, Rome, Italy

Background and aims: Cancer frequency in myasthenia
gravis with anti-MuSK antibodies (MuSK-MG) has not yet
been explored. The link between neurological autoimmunity
and cancer is bidirectional: autoimmune diseases may
increase cancer risk through long-term immunosuppression,
conversely antitumor immune response may result in
autoimmunity development.

Methods: In this retrospective study, we reviewed records
of patients with confirmed diagnosis of MuSK-MG who
had been followed for at least 1 year from disease onset in
our Center. We recorded associated cancers and timing of
oncological diagnosis in relation to MG onset, type and
duration of immunosuppressive therapy.

Results: 94 patients were recruited, 21 males and 73
females. The median age at MG onset was 51 years [19-75].
Immunosuppressive therapy was performed in 90/94
(95.7%)  cases  with  corticosteroids  and/or
immunosuppressants; 16 patients were treated with
Rituximab. Fifteen cancers occurred in 13/94 patients
(13.8%). Median age at cancer onset was 60 years [18-79].
Tumor detection preceded MG onset (median: 11 years,
[3-17]) in 5 patients, it was concomitant in 2 and it followed
MG diagnosis in 8 cases (median time from MG onset: 11.5
years, [1-32]). Six patients were on long-term
immunosuppression at cancer diagnosis. Blood
malignancies were the most common (N=5), all detected
before MG onset. In addition, we found cancer in breast
(N=3), womb (N=2), digestive organs (N=2), lung (N=1),
vocal cords (N=1), skin (N=1).

Conclusion: Onco-hematological diseases, particularly
mediastinal lymphoma (N=3/5, 60%), were the most
common malignancy detected in MuSK-MG patients. We
did not find a higher frequency of cancer occurrence in
patients on long-term immunosuppression.

Disclosure: The authors declare no conflicts of interest.
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EPO-052

Thymectomy in Thymomatous and
Nonthymomatous Myasthenia Gravis: a
10-year follow-up cohort

P. Faustino!, S. Cunha?, A. Jorge'!, R. Lopes?, L. Graga?,
S. Lareiro?, R. Pancas?, A. Matos', A. Geraldo',

L. Almendral, L. Negrao!

INeurology Department, Coimbra University and Hospital
Centre, Coimbra, Portugal, *Thoracic surgery unit,
Cardiothoracic Surgery, Coimbra University and Hospital
Centre, Coimbra, Portugal

Background and aims: Thymectomy remains a mainstay
of treatment in Thymomatous (T) and Nonthymomatous
(nT) Myasthenia Gravis (MG). However, there is little
research regarding long-term follow-up. We aim to assess
the impact of surgery on the long-term outcome of patients
with MG at our centre.

Methods: Retrospective analysis of MG patients submitted
to thymectomy between 2007 and 2017 at the thoracic
surgery department of our tertiary centre. Clinical
assessment was performed according to the MG Foundation
of America (MGFA) Clinical Classification (¢cMGFA). The
follow-up was categorized according to the MGFA Post-
intervention Status (MGFA-PIS) and cMGFA.

Results: Thirty-seven patients underwent extended
thymectomy. Median age at diagnosis was 46.7+19.2 years.
Most patients (83.8%) had anti-acetylcholine receptor
antibodies and 81.1% had generalized forms of MG. Many
patients (67.6%) had surgery less than 12 months after the
clinical diagnosis. TMG was present in 19 (51.4%) patients.
Compared to nTMG, these patients were older (54.1+£17.9
vs 40.2+19.4 years) and most were men (52.9% vs 16.7%).
We obtained a good outcome in most patients in the first
(81.1%), second (83.3%), fifth (84.8%) and tenth (83.3%)
year of follow-up. There was a shift towards better prognosis
categories in the good outcome group: 11.1% complete
stable remission and 61.1% minimal manifestation status in
the tenth year. A shorter time to surgery (< 12 months)
correlated with better outcomes.

Conclusion: Thymectomy led to a sustained clinical
improvement in our cohort, allowing for a reduced need for
medication. A shorter time to surgery seems to have a
positive influence on long-term prognosis.

Disclosure: The authors report no disclosures relevant to
this presentation.

EPO-053

Emery-Dreifuss Muscular Dystrophy type
1 (EDMD1): a phenotype characterization
from a large Italian pedigree

G. Gadaleta!, L. Vercelli!, G. Urbano!, E. Rolle!,

S. Gallone?, T. Mongini!

INeuromuscular Unit, Department of Neurosciences “Rita
Levi Montalcini”, University of Turin, Torino, Italy,
’Neurogenetic Unit, Department of Neurosciences “Rita Levi
Montalcini”, A.O.U. Citta della Salute e della Scienza di
Torino, Turin, Italy

Background and aims: Emerin-related Emery-Dreifuss
Muscular Dystrophy type 1 (EDMDI1) represents an
X-linked form of symmetrical humeroperoneal myopathy
with almost invariable cardiac arrhythmias.

Methods: A cross-sectional evaluation of past medical
history, and motor, cardiac and ventilatory assessments in 9
related individuals (5 males and 4 females) with genetically
confirmed emerinopathy (exon 2 c¢.104_106del — p.
Lys36del) was performed.

Results: Age of patients at last clinical evaluation ranged
19-82 years (57.4 + 20.1). Out of 5 males, muscular
symptoms generally manifested within adolescence with
scapular + axial weakness (asymmetrical winged blades,
rigid spine, scoliosis —2/9) and contractures (neck extensors,
brachial biceps, finger flexors 3/9). Gardner-Medwin-
Walton (GMW) graded 1 in 4/5, confirming overall
favourable motor performances. From a cardiac angle,
symptoms presented at 50.3 + 10.8 years in the whole
cohort, with grade 1-2 atrioventricular block in 3/9, atrial
fibrillation in 1/9 and ventricular extrasystoles in 2/9; 4/9
necessitated a pacemaker/implantable cardioverter. A non-
ST elevation myocardial infarction (NSTEMI) occurred in
one male patient at 78. Last echocardiography detected a
mean ejection fraction of 58.7 + 8.1%. Spirometry, when
available, revealed a mean forced vital capacity (FVC) of
101.5 + 10.6% and forced expiratory volume in the first
second (FEV1) of 107 + 17%; 2/9 used nocturnal non-
invasive ventilation from the 6th decade onwards.
Conclusion: Besides common neuromuscular impairment
and arrhythmias, our pedigree emphasizes further and less
typical complications in EDMDI, such as cardiac ischemia
and sleep hypoventilation, suggesting the need for a
multidisciplinary monitoring to eventually broaden the
clinical spectrum.

Disclosure: Nothing to disclose.
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EPO-054

Efgartigimod Demonstrates Consistent
Magnitude of Response Across
Subgroups of Patients With gMG

S. Hoffmann!, A. Meisel!, S. Attarian?, J. De Bleecker?,

J. Vissing*, R. Kerstens’, E. Brauer?, K. Utsugisawa®,

N. Goyal’, Y. Li%, S. Peric?, ]. Howard!?, E. Sacca'!
'Department of Neurology and NeuroCure Clinical Research
Center, Charité — Universitdtsmedizin Berlin, Berlin,
Germany, *Reference Center for Neuromuscular Disorders
and ALS Timone Hospital University Marseille, France,
3Department of Neurology, Ghent University Hospital,
Ghent, Belgium, *Copenhagen Neuromuscular Center,
Rigshospitalet, University of Copenhagen, Denmark,
Sargenx, Ghent, Belgium, ‘Department of Neurology,
Hanamaki General Hospital, Hanamaki, Japan, "Department
of Neurology, Stanford University Hospital, California, USA,
8Department of Neurology, Cleveland Clinic, Cleveland,
Ohio, USA, *Neurology Clinic, Clinical Centre of Serbia,
Faculty of Medicine, University of Belgrade, Belgrade,
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Background and aims: Treatment with efgartigimod, a
human IgG1 antibody Fc-fragment that blocks neonatal Fc
receptor, resulted in clinically meaningful improvements in
patients with generalised myasthenia gravis (gMG) in the
ADAPT study. Efgartigimod was well tolerated and
common adverse events (mostly mild or moderate) were
headache, nasopharyngitis, nausea, diarrhoea, and upper
respiratory/urinary tract infection. Here we assess
efgartigimod efficacy in subgroups of patients with gMG.
Methods: Intravenous efgartigimod 10 mg/kg or placebo
was administered in cycles of 4 weekly infusions, with
subsequent cycles initiated based on clinical evaluation.
Efficacy was assessed using MG-ADL and QMG scores.
Here we report mean change from baseline and responder
status (defined as >2-point [MG-ADL] and >3-point [QMG]
improvement for >4 consecutive weeks, with first
improvement <1 week after last infusion) for cycle 1 in
AChR-Ab+ patients grouped according to clinical
characteristics, including time since diagnosis and
concomitant medications.

Results: A greater proportion of efgartigimod-treated
patients were MG-ADL responders compared with those
receiving placebo regardless of duration of disease (Figure
1A). Likewise, when stratified by concomitant medication
use, a greater proportion of efgartigimod-treated patients
were MG-ADL responders compared with those taking
placebo (Figure 2A). Proportion of QMG responders was
similar and consistent across subgroups (Figures 1B and
2B). Mean improvements in MG-ADL/QMG scores were
also greater with efgartigimod across all subgroups (Table
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Figure 1: Proportion of MG-ADL (A) and QMG (B) responders by
disease duration in AChR-Ab+ patients in cycle 1.
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Figure 2: Proportion of MG-ADL (A) and QMG (B) responders by
concomitant therapies in AChR-Ab+ patients in cycle 1.
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