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Velké mnozstvi studii na AN — 2428 podle clinicaltrials.gov

-z toho aktivnich 456 intervencnich (klinickych) studii

- faze 4 — 15 studii, pouze symptomaticka terapie (jiné formy iAChE, dale
napf. lithium, methylfenidat)

- faze 3 -47 studii

- cca 40% se zamérenim na amyloid, cca 20% na tau, zbytek ostatni
mechanismy (neuroprotektiva, protizanétlivé léky, metabolické |éky)
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Nature Reviews Neurology published online 14 May 2013; doi:10.1038/nrmeurcl.2013.21-¢2
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The amyloid cascade is not the only pathway to AD
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Genetic and environmental risk factors
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Pathology Others
v
Others
. . : (vascular lesions,
Manifestation | Amyloid Synaptic | | Neuronal || | Neurofibrillary neuroinflammation,
deposition loss loss tangles activity/connectivity
ot ; alities, etc)
' ' e \l
Biomarker Amyloid || CSF FDG-PET sMRI CSF Others
imaging || AP hypometabolism atrophy tau (fMRI, DTI, PET with
other radioligands,
WMH on FLAIR, etc)




Beta amyloidové studie
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CTAD Task Force Paper

© The Author(s)

The Journal of Prevention of Alzheimer’s Disease - JPAD
Volume 7, Number 3, 2020

Non-Amyloid Approaches to Disease Modification for Alzheimer’s
Disease: An EU/US CTAD Task Force Report

S. Gauthier', P.S. Aisen?, . Cummings®, M.]. Detke®>, F.M. Longo®, R. Raman?, M. Sabbagh?, L. Schneider’,
R. Tanzi®, P. Tariot’, M. Weiner'®, ]. Touchon', B. Vellas'? and the EUJUS CTAD Task Force*

Anti — tau terapie (17 pfipravk():

- jenom 1 aktudlné ve fazi 3 — redukovana forma methylenové modfi (TAl — tau
agreggation inhibitor)

- gosuranemab, semorinemab — faze 2 + fada preklinickych studii

- gantenerumab — snizoval i hladiny tau, p-tau i NFL

Modulatory neutrophinového receptoru — molekula LM11A-31 (faze 2)
Anti-mikrobialni a protizanétlivé strategie a

- kromoglykat sodny + ibuprofen (ALZT — OP1)
- Atuzagingistat (COR388) — inhibitor gingipain proteazy
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* Prevence vaskularnich zmen, zivotni styl a dalsi
nefarmakologicke pristupy (napr. neurostimulacni
techniky)

* FINGER (Finnish Geriatric Intervention Study to

Prevent Cognitive Impairment and Disabillity) , Findings
from this large, long-term, randomised controlled trial suggest that a
multidomain intervention could improve or maintain cognitive functioning
in at-risk elderly people from the general population® Lancet, 2015
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Visanji et al. Translational Neurodegeneration (2019) 8:28

https://doi.org/10.1186/s40035-019-0172-x Tra nSIatlonaI
Neurodegeneration
REVIEW Open Access
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Naomi P. Visan

Targeting alpha synuclein and
amyloid beta by a multifunctional,
brain-penetrant dopamine D2/

D3 agonist D-520: Potential
therapeutic application in
Parkinson’s disease with dementia

DeepthiYedlapudi(®?, Liping Xu?, Dan Luo?!, Gregory B. Marsh?, Sokol V. Todi? &

Brainstem
-

AR in Alzheimer’s disease
Limbic/subcortical

Neocortical

*
Branst Aloke K. Dutta?! Neocortical
a-Synuclein in Parkinson’s disease a-Synuclein in Parkinson’s disease
AB merge a-Syn Tau merge a-Syn
Fig. 3 Predicted overlap (yellow) of aSyn in PD (green) with deposition pattemns for amyloid-B in Alezheimer's disease (red) in the brainstem, Fig. 4 Predicted overlap (yellow) of aSyn in PD (green) with deposition pattems for tau in Alzheimer's disease and primary age-related tauopathy
amygdala, hippocampus, anterior cingulate) and subcortical areas (e.g. basal ganglia) and neocortical areas. According to the Thal (red) in the stem, limbic (e.g. amygdala, hippocampus, anterior cingulate) and subcortical areas (e.g. basal ganglia) and ne

tion of amyloid-B follows a neocortical to limbic/subcortical to brainstem path [102], v ws a similar involvement of anatomical systems (i.e,,

to that seen for aSyn According to the Braak stages of neurofibrillary tau pathology [98] the deposition of tau follor
raak stages of Lewy pathology [97) brainstem to limbic/subcortical to neocortex) as seen for aSyn for Lewy pathology [97]
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Alzheimer’s disease: expedition into the unknown

Kombinované terapie

Lék zasahujici klicové procesy s modulaci vicero
patologickych mechanism( (napf. soucasné A-
beta i tau)

The Journal of Prevention of Alzheimer’s Disease - JPAD
Volume 7, Number 3, 2020 © The Author(s)

Next-generation Alzheimer’s Therapeutics: Leveraging Deep Biology
F.M. Longo', 5.M. Massa’

1. Department of Neurology and Neurological Sciences, Stanford University, USA; 2. Stephen M. Massa, MD, PhD, Department of Neurology, UC San Francisco and VA
Health Care System, San Francisco, USA

Prevence
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Dekuji za pozornost

* https://www.alz.org
e https://www.alzforum.org
e https://en.wikipedia.org
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https://www.alz.org/alzheimers-dementia/research_progress/milestones
https://www.alz.org/alzheimers-dementia/research_progress/milestones
https://www.alzforum.org/
https://www.alzforum.org/
https://en.wikipedia.org/
https://en.wikipedia.org/
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