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Chiara Giuseppina Bonomi?, G. Greco?, C. Motta?, D. Centonze?3, A. Martoranat

tMemory Clinic and Neurodegenerative Dementia Research Unit, Policlinico Tor Vergata, University of Rome "Tor Vergata®, Viale Oxford 81, Rome, Italy
2|RCCS Neuromed, Via Atinense 18, Pozzilli (1S), Italy
3Neurology Unit, Policlinico Tor Vergata, University of Rome “Tor Vergata, Viale Oxford 81, Rome, Italy

INTRODUCTION

associarion | AAIL 26

TOR VERGATA ‘@TV

UNIVERSITA DEGLI STUDI DI ROMA

FONDAZIONE PTV
POLICLINICO TOR VERGATA

Despite growing recognition of the prodromal stage of Dementia with Lewy CROSS-SECTIONAL RESULTS Table 2. Linear mixed-effects model examining the interaction between time and baseline clinical features with and without
. . L . . : : : idering the effect of t tati
Bodies (DLB), its clinical heterogeneity and prognostic implications remain poorly « MCI-LB was the most frequent prodromal onset pattern (68%), COnPIEEHing e eTEe O Oneet presemation _
understood. Although three main onset patterns (OPs, namely MCI-LB, followed by psychiatric (24%) and delirium-onset (8%). ... Baseline Feature . (time=feature) =~ SE . 95%Cl | ... BltimexfeaturexOP) SE L. 95%Cl ..
. g = . _ : : : : . . . o . Fluctuations : -0.072 1.126 [-2.279, 2134 : -2.101 3.462 [-8.977, 4.594]
psyc.hlatrllc, gnd delirium onsetl) hayg been proposed, their ldIlStI’Ibuthﬂ, Overlapp!ng presentathps were common (35.6%), particularly Hallucinations : ‘0457 0469 11976, 0461 - 2.338 1150 4610, -0.066]
relationship with core and supportive clinical features, as well as their impact on the combination of cognitive and psychiatric symptoms RBD j 0446 0.403 -1236,0343] - 0749 1166 -3.036, 1537
longitudinal cognitive decline have not been comprehensively characterized yet. + No differences in baseline clinical features across onset patterns. Parkinsonism : 1077 0.449 (0.198, 19561 0316 1129 -1897, 2520
 Parkinsonism emerged as the central node within the symptom Dysautonomia 5 0.455 0.698 -0912,1823 1417 1.608 1735, 4569
network Sho\x/ln the Stron est aSSOCIatlon \x/lth hauuc|nat|0ns ........ Hyposmla ....... A 1445 ............. O 890 ........ [_0299 3190] e e e na* ................ na* ............ na* ......
AI MS AN D M ETHO DS ’ g g ' FBS ) 0.112 0.197 [-0.274, 0.408] . -0.902 0.898 [-2.663, 0.858]
n=37 Models included random intercepts and slopes and were adjusted for age and sex. *Interaction terms not estimable due to

limited variability across onset groups. Bold values indicate statistical significance.
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1 To systematically characterize onset patterns (OPs) and the distribution
of core and supportive clinical features in prodromal stages of DLB, and
their reciprocal association.

LONGITUDINAL RESULTS
 MMSE declined by approximately 1.1 pts/y, with marked inter-individual variability.
« Baseline parkinsonism was associated with slower cognitive decline over time.
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Intersection size

> To evaluate whether baseline clinical features and their interaction . 0O L EBS and OPs al did not dict \ .
with different OPs bredict lonaitudinal 4o decls vera an s alone did not predict cognitive progression.
predict rongituainat cognitive aecine . . . . : . . . . . .
* Visual hallucinations predicted faster decline only in patients with psychiatric-onset DLB,
- =3 - _ suggesting a context-dependent prognostic role.
Clinical assessment. n
« Core and supportive features, Feature Burden Score (FBS, 0-06) e S
« Longitudinal MMSE (up to 8 years follow-up) ” EE» ¢ I ¢ j .
" " " n=35 PR o E 251
Statistical analysis Psychiatric ¢ I  —s . 2
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 Feature association network (Phi coefficients) = Deliium ® ® - ‘é’ 2
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Table 1. Baseline characteristics and prevalence of clinical features in patients stratified according to Figure 1. UpSet plot summarizing Onset Presentations and overlaps SeieomEohe ¢ £ J:
most prominent onset presentation Upper. size of each intersection, ordered by decreasing frequency. Lower. combination of OPs. Filled circles denote o : o a o
_ _ the presence of a given presentation, vertical lines indicate co-occurrence within the same subgroup. REM siesphhaiiourdisordery . e — VH-
................ Allin=78)  : MCI-LB(n-51)  Psychiatric(n=18)  Delirium (n-6) : Effectsize pyvalue .- S o
Age (y) . 7316+643 - 7386652 71.00 * 5.55 7367+781 - £2-0.041 0.0827 | j | T R0 I -
" " " -2 0 2 0 ! S 6 7 8 0 1 2 3 4 5 6 7 8 0 1 2 3 4 5 6 7 8
Sex (F%) 20/75 (26.7%) 12/51(23.5%) 7/18 (38.9%) 1/6 (16.7%) V=0.094 0.379 A. Pairwise associations at onset B (time x feature Years from baseline Years from baseline
MMSE V1 + 2432+305 - 24.23 + 3.68 24.57 + 3.53 2422+6.95 - €°<0.001 0.825 RN Eoesiciertsin=/3)
FBS © 130$115 . 143+124 19+ 081 1504138 .  £2<0.001 0.937 . Figure 3. Longitudinal associations between baseline clinical Figure 4. Predicted MMSE trajectories by visual hallucinations
.......... .....C:...:....'..._..':)....:........._...5..........'..._..'.O...........'..._..':)....:......'.........'...... Dysautonomia featuresandCognitivedecune. andonsetcategory(MCIVSPsychiatric)
Fluctt.latlt.)ns (%) . 5/75(6.7%) . 2/51(39%) 2/18 (11.1%) 1/6 (16.7%) . V<0.001 0341 Left: Forest plot of B coefficients for time x features interactions. Error bars indicate 95% Cis, Trajectories were estimated from a linear mixed-effects model including time x VH x
Hallucinations (%) - 22/75(293%) - 15/51(29.4%) 5/18 (27.8%) 2/6(33.3%) - V<0.001 0.967 Hyposmia green denotes statistically significant associations. Right: Predicted MMSE trajectories onset interaction, adjusted for age and sex, with random intercepts and slopes.
RBD (%) © 40/75(53.3%) ° 30/51(58.8%) 6/18 (33.3%) 4/6 (66.7%) . V=0 161 0.140 according to baseline parkinsonism status, shaded areas represent 95% Cls. Shaded areas represent 95% confidence intervals. VH: Visual Hallucinations.
Parkinsonism (%) - 23/75(30.7%) - 15/51(29.4%) 7/18 (38.9%) 1/6(167%) - V<0.001 0.559 VH . 0108 0092 ; 10
Dysautonomia (%) . 10/75(13.3%) . 7/51(13.7%) 2/18 (11.1%) 1/6 (16.7%) . V<0.001 0.032 EZ
Hyposmia (%) - 4/75(B3%) - 4/51(7.8%) 0/18 (0.0%) 0/6 (0.0%) - V=0.007 0.370 Parkinsonism

0.270 0.228 0.164 . 0.5
1.0

KEY MESSAGES
» Prodromal DLB Is a heterogeneous but partially structured clinical

Data are presented as mean £ SD for continuous variables and n/N (%) for categorical variables. Group comparisons are based on one-way

ANOVA (continuous) and y? test (categorical). Effect sizes: n2 for ANOVA, Cramér's V for x2. RED

0.133 -0.016 -0.026
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