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TORS OF DEFINITE MULTIPLE SCLEROSIS IN
II:EIE'IgIP?I'SWITHAPEDIATRICONSEI'FIRSTDEMYELINATING

CLINICAL ATTACK

P Taffaldano!, G. Lucisano’, A. Ghezzi®, G. Comi*, V. Brescia Moma’,
F Patti6, A. Lugaresi’, C. Pozzilli¥, M. Amato®, G. Salemi'’, E.
Millefiorimi", G. Lus®, G. Zimatore'?, D, Maimone®, G. Coniglio", R.
Bergamaschi®, M. Marrosu'®, G. Tedeschi”, B. Ardito'®, G. Giuliani'?,
C. Avolio®, E. Montanari®, M. Simone®, L. Margari®, V. Lepore?, M.
Trojano’, on behalf of the Italian iMedWeb Registry Study Group

Department of Basic Medical Sciences, Neurosciences and Sense
Organs, University of Bari Aldo Moro (Bari); "Department of Clinical
Pharmacology and Epidemiology, Mario Negr Sud Foundation {Santa
Maria Imbaro-CH); *Multiple Sclerosis Center, S. Antonio Abate Hospital
(Gallarate-VA); “Department of Neurology, Vita-Salute San Raffacle
University (Milano); *Department of Neurological Sciences, Federico II
University (Napoli); *GF Ingrassia Department, Neuroscience Section,
First Neurology Clinic, Multiple Sclercsis Center Sicilia Region,
University Hospital Catania (Catania),’Department of Neuroscience
and Imaging, University “G. D’ Annanzio” (Chieti); ®Multiple Sclerosis
Center, S. Andrea Hospital Dept. Neurology and Psychiatry, Sapienza
University (Roma); *Department of NEUROFARBA, University of
Florence (Firenze); “Department of Clinical Neuroscience, University
of Palemmno (Palermo); '"Multiple Sclerosis Center, Sapienza University
(Roma); "Operative Unit of Neurology, “Dimiccoli” Hospital (Barletta);
1*Department of Neurology, “Garibaldi” Hospital (Catania); *Neurology
Unit, Madonna delle Grazie Hospital (Matera); “Inter-department
Multiple Sclerosis Research Centre, C. Mondino National Institute of
Neurology Foundation (Pavia); "*Multiple Sclerosis Center, Department
of Public Health, Clinical and Molecular Medicine, University of
Cagliari (Cagliari}; ‘"Department of Neurology, Second University
of Naples (Napoli); ®"Neurology Unit, “Miulli” Hospital {Acquaviva
delle Fonti-BA), Newology Unit, Macerata Hospital (Macerata);
*Department of Medical and Occopational Sciences, University of
Foggia (Foggia); *Neurology Unit, Fidenza Hospital (Fidenza-PR);
*Unit of Child Neuropsychiatry, University of Bari Aldo Moro (Bar)

Background: Pediatric onset oceurs in nearly 5% of Multiple Sclerosis
(MS8) patients. Due to its rare incidence limited epidemiclogical data are
available. Objectives: to evaluate the effect of age, sex and onset sym-
ptoms on the risk of the second clinical attack in a cohort of pediatric,
clinically isolated syndrome suggestive of M$ (pCIS) patients.
Methods: Demographic and clinical data of a cohort of patients with
pCIS and onset <= 15 years were extracted from the Italian iMedWeb re-
gistry. Patients were stratified in two groups by age at onset: patients with
very eatly onset (age < 12 years) and patients with early onset (age 12-15
years), Time to second clinical attack was calculated for each group.
Proportions of patients with different onset symptom(s) (optic, spinal,
supratentorial, brainstem/cerebellum and multifocal) were calculated
and compared between the two groups (chi-square test). A Cox-model
adjusted for decade of birth, sex and onset symptom(s) was performed
to evaluate the risk of the second clinical attack during the follow-up.
Results: A total of 810 of pCIS patients with onset before 15 years
was extracted. Time to second clinical attack was longer (6.02+5.97 years)
in pCIS with “very early onset” than in pCIS patients with “early onset”
(5.44=5.74 years), although not significant (p=NS). Brainstem onset was
found to be more frequent in patients with “very early onset” in comparison
to patients with “early onset” (39.5 vs 28.9%; p=0.006), whereas supraten-
torial onset was more frequent in the second group (40.3 vs30.8; p=0.017).
A higher risk of second clinical attack during the follow-up was found in
patients with “early onset” (HR 1.33; 95% CI: 1.11-1.60; p=0.0026).

Conclusions: The results indicate that onset symptoms in pCIS dif-
fer between adolescents and in children and that the risk of a second
clinical attack is significantly higher in adolescents.
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Objectives: Natalizumab and fingolimod rednce clinical and magnetic
tesonance imaging (MRT) disease activity in patients with relapsing re-
mitting rultiple sclerosis (RRMS). Aim of this study was to compare
the eifects of natalizamab and fingolimod on clinical, neuropsychologi-
cal (inclnding fatigue and depression) and MRI measures in RRMS pa-
tients after one year of treatment. ,

Methods: Forty-three RRMS patients starting treatment with natali-
zumab (n=19) or fingolimod (n=24) underwent 3 Tesla brain MRJ scans
{including dual-echo, double inversion recovery and 3D T1-weighted
images) and clinical and neuropsychological evaluation (EDSS, Modi-
fied Fatigue Impact scale [MEIS], Montgomery-Asberg Depression Rat-
ing Scale [MADRS] and RAQ’s battery) at baseline (T(), month 6 (M6)
and year 1 (Y1}. T2, T1 and cortical lesion volumes (LV), whole brain,
white matter (WM), gray matter (GM) and deep GM volumes were mea-
sured, Between- and within-group analyses were performed using two-
and paifed-saimple t tests, and generalized linear models.

Results: At TO, the two groups were matched for all the clinical,
neuropsychological and MRI variables, At Y1, disease activity (re-
lapse rate and new T2 lesions) and neuropsychological changes were
similar between the two groups, whereas EDSS decreased signifi-
cantly in fingolimod patients (p=0.006). In natalizumab patients, T2,
T1 and cortical LV remained stable at Y1, while fingolimod patients
showed a significant increase of T2 (p=0.0003 vs natalizumab) and T1
(p=0.05 vs natalizumab) LV. At Y1, WMV decréased significantly in
both groups. Fingolimoed patients also experienced significant thalamic
(p=0.001} and caudate nuclei (p=0.03) atrophy. At Y1, MFIS psycho-
social (MFISps) subscore improved in nataliznmab (p=0.02) and wors-
ened -in fingolimed (p=0.02) patients (treatment x time interaction:
p=0.001). Similarly, MADRS scores were significant lower in patali-
zumab vs fingolimod patients at Y1 (p=0.04). In fingolimod patients,
1-year changes of caudate ($=0.028; R2=0.25, p=0.01) and thalamic
(B=0.036; R2=0.22, p=0.02) volumes predicted Y1 MADRS, whereas
1-year change of candate volume (B=0.006; R2=0.36, p=0.001) pre-
dicted Y1 MFISps subscore. ’

Cenclusions: This study confirms the effects of natalizumab and
fingolimod on disease activity in RRMS patients. Cormnpared to fihgo-
limod, natalizumab is likely to have a more significant effect on several
neuropsychological aspects including, emotional and behavioural func-



