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FIGURE 2 Mechanisms of action of agents in Phase 3 (as classified using the Common Alzheimer's Disease Research Ontology approach).

Figure: J Cummings; M de laFlor, PhD, lllustrator
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,next generation medicine”
nové diagnosticko-terapeutické pristupy souvisi s
rozsirujicimi se poznatky o patogenesi AN

« kromé konvencnich hypotéz rozvoje AN (A a ﬁ—tau
akurpulace% s vékem jako hlavnimrizikovym faktorem
se predpokladaji dalsi zasadni vlivy:

- genetické predispozice

- epigenetické faktory

- environmentalni vlivy (exo- i endo- genni)

- na molekularni urovni - oxidativni stres (chronicky),
hormonalni dysbalance, mitochondrialni dysfunkce,
zanet, naruseni metabolismu kalcia, mitoticka

dysfunkce, poruchy funkce HEB, poruchy funkce
astrocytu a oligodendroglie

e zasadni role biomarkeru
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Fig. 2 Conventional and novel biomarkers related to molecular alterations and physiopathological changes of AD
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nove leCiva podle mechanismu ucinku

Mechanism of Action Neuroprotektiva/latky ovliviiujici (zlepsujici)

Em Amyloid synaptickou plasticitu
Tau - prekurzor riluzoru trotiluzole - glutamatovy
ynaptic Plasticity/Neuroprotectio modulitor

- Metabolism/Bioenergetics . iy (1
1 Inflammation/Infection/Immunity -low-dose levetiracetam redukujici neuronalni

B Vasculature hyperaktivitu indukovanou AR
Growth Factor/Hormone -blarcamesine — zmirfiuje oxidativni stres, protein

g Efcl)%zgi:;csus/Protemopathles misfolding (nespravné sklddani proteind),
mitochondrialni dysfunkce, zanét

...a dalsi latky zlepsuijici synaptickou dysfunkci

zpUsobenou AR

[ Symptomatic- Cognition
[ Symptomatic- Neuropsychiatric

Latky ovlivhujici bunécny metabolismus

- metformin — zlepsuje metabolismus glukdzy v CNS

- tricaplin —indukuje ketozu a zlepsuje mitochondrialni funkce
- benfotiamin — synteticky tiamin
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- atuzagistat — inhibitor bakterialni proteazy zamereny
na gingipain produkovany gingivalnimi bakteriemi
(snizuje neuronalni zanét a hipokampalni degeneraci)

- latky podporujici mikroglialni odbouravani Af3
- regulatory T-bunek
- vakcina proti tboc — imunomodulacni efekt

 Latky ovlivAujici cévni system
- losartan + amlodipin + atorvastatin
- telmisartan + perindopril
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Gut-brain axis a terapie modifikujici

mikrobiom
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Gut—Brain Axis: Role of Gut Microbiota on
Neurological Disorders and How
Probiotics/Prebiotics Beneficially Modulate Microbial
and Immune Pathways to Improve Brain Functions

Kanmani Suganya 2 and Byung-Soo Koo 1-2-*

oligosacharidy z morské rasy
— modifikaci stfevniho
mikrobiomu redukuje
periferni i centralni zanétlivé
zmeny
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Epigeneticke leky a regulatory
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DBS cholinergnich struktur

Journal of Alzheimer’s Discase 83 (20210 40]1-503 491
D00 10 3233/JAD-210425
HOS Press

Review

Cholinergic Deep Brain Stimulation
for Memory and Cognitive Disorders

Saravanan Subramaniam?®, David T. Blake™! and Christos Constantinidis®-<-9-2.1.#

Modulace (stimulace nebo potlaceni) aktivity/funkce struktury v okoli zavedené
elektrody = vybér cile ma zasadni vyznam

N\ ncl. basalis Meynerti

N fornix, entorinalni k.,frontalni ., talamus

- nizkofrekvecdni (vs vysokofrekvencni) a intermitentni (vs kontinualni) stimulace
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take home

komplexni mechanismus rozvoje i progrese AN

Genetic and environmental risk factors
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neuroprotektiva, latky
ovliviujici bunécny
metabolismus

G. Chételat, Nat Rev Neurol 2013
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