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Wat zijn de belangrijkste ontwikkelingen in
de afgelopen 10 jaar?

« Klinisch spectrum

« Ziektemechanismen

» Biomarkers

* Therapie-ontwikkeling
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Dementie op jonge leeftijd: begin
symptomen < 65 jaar
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De reis voor de patient...

Geheugentest en scan

Cognitieve klachten
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Q Aanvullende diagnostiek
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Dementie op jonge leeftijd = vaker lastig
* Geen geheugenklachten
» Bijkomende niet-cognitieve problemen
 Vaker genetisch
MS =25.000
« Dementie <65 jaar in Nederland: Parkinson = 55.000

* 14.000-17.000 patienten
« Maar misschien: 10% van alle dementie = 29.000 patienten!



Klinisch spectrum
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Dementie op jonge leeftijd / atypische
dementiesyndromen

« Herkennen van de ‘niet geheugen’ symptomen
* Herkennen van de niet-cognitieve symptomen

» Herkennen van vroege symptomen
* Differentiatie van condities die niet tot dementie leiden



I Review

» @ Advances and controversies in frontotemporal dementia:

CrossMark

diagnosis, biomarkers, and therapeutic considerations

Bradley F Boeve, Adam L Boxer, Fiona Kumfor, Yolande Pijnenburg, Jonathan D Rohrer

Lancet Neurol 2022;21:258-72  Frontotemporal dementia comprises a group of clinical syndromes that are characterised by progressive changes in
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PPA and PSP or bvFTD and PSP
corticobasal or corticobasal
syndrome overlap syndrome overlap

Prodromal:
MCBMI
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Rechts temporale variant FTD

* Non-verbale semantische stoornis

* Socio-emotionele stoornis

* Veranderde prioritering

 Relatief gespaarde functies: visuospatieel

aandacht/ executief
episodisch geheugen
verbaal semantisch geheugen
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Ziektemechanismen

12



)
Ziektemechanismen in dementie op jonge
leeftijd

* Meerdere ziekteprocessen spelen een rol bij Alzheimer

« Pathologische eiwitneerslagen komen vaak samen voor

 Pathologische eiwitneerslagen worden ook elders in het lichaam gevonden
« Ziektemechanismen van FTD en ALS overlappen sterk
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Alzheimer: meer dan 1 ziekte?

nature aging

Letter https://doi.org/10.1038/s43587-023-00550-7

Cerebrospinal fluid proteomicsin patients
with Alzheimer’s diseaserevealsfive
molecular subtypeswithdistinctgenetic
risk profiles
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* MRI-hersenen: patroonherkenning is belangrijk
Diverse rollen voor PET

Alzheimer biomarker blijft eerste stap

Bloedbiomarkers zijn de toekomst?

Indicaties genetisch onderzoek

Voorbeeld voettekst 3-6-2025 17
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Bloed biomarkers _
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) Chance of PGV
Recommendation in group

A known genetic predisposition in e — i = i i ; : ‘
the family (APOE gene excluded)? The patient is symptomatic Test for the family-specific variant to confirm the diagnosis Very high
sy : ot " i Classical risk
[ The patient is asymptomatic s [ Refer to a clinical geneticist for counseling l irfercrica

[ What is the clinical diagnosis? l

3 £
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« Gebruik standaard schalen / vragenlijsten
* MRI-hersenen

Bepaling Alzheimer biomarkers

Bepaling serum neurofilament

Genetisch testen: in elk geval C9orf
Rol van FDG-PET
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Therapie
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« Therapie voor monogenetische aandoeningen

* Antilichaam gebaseerde therapie

 In welke fase behandelen?

* Nieuwste ontwikkelingen in Nederland / Europa
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Het landschap van geneesmiddelen
ontwikkeling bij de ziekte van Alzheimer
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Percentage of total drugs per development stage
Fig. 1 ADdrugs in development, preclinical vs clinical The number of dregs per target class in preclinical development is shown as a percentage
of all drugs in preclinical development, and the number of drugs per target class in clinical development is shown as a percentage of all drugs in
clinical development
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" Clarity AD Primary Endpoint: CDR-SB

Lecanemab Significantly Slowed Disease Progression on CDR-SB by 27% at 18 Months and at All
Time Points Beginning at 6 Months

044 o 5 . H
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Lecanemab

084 ]

LS mean
difference at
18 months: -0.451

1.2

27% slowing
by lecanemab
at 18 months

Adjusted Mean Change from
Baseline (+SE) in CDR-SB

== Placebo
= | ecanemab

16— .M
* p <0.05; ** p <0.01; *** p <0.001; **** p <0.0001
| | 1 I | L
0 3 6 9 12 15 18
Visit (months)
(N) Placebo: 875 849 828 813 779 767 757
(N) Lecanemab: 859 824 798 779 765 738 714

Note: Based on modified intention-to-treat analysis population. Adjusted mean change from baseline, SE and p-value are derived using mixed model repeat measures (MMRM) with treatment group, visit, treatment group
by visit interaction, clinical subgroup, use of Alzheimer's disease symptomatic medication at baseline, ApoE4 carrier status, region, baseline value by visit interaction as fixed effects, and baseline value as covariate.
CDR-SB, Clinical Dementia Rating, sum of boxes; LS, least squares; SE, standard error.
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Gentherapie in FTD U

Simultaneous bilateral Infusions

Percutaneously mounted
stereotaxic frame

Smartflow™ Neuroventricular Cannula

|

3 mm 10 mm o
1.65 mm (1/16”)
maximum diameter

© 2022 CLEARPOINT NEURO, with permission o
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L 1% ASPIRE-FTD

Trajectory plans developed based upon patient-specific anatomic considerations (atrophy,
gyral/sulcal pattern) with review by global expert neurosurgical committee

Trajectory Orthogonal 1 Trajectory Orthogonal 2 Trajectory Orthogonal 1 = Trajectory Orthogonal 2
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