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m Tato doporuceni byla vytvorena pro
potrebu praktickych neurologd,
geriatrl, psychiatrl a dalSich
specialistll zabyvajicich se péci o
nemocné s demenci.

m Prace se opira o vedecky podlozenée
postupy lecby

m a vychazi z revize EFNS guidelines




Cholinergni hypotéza

Progredujici ztrata cholinergnich nn. v ncl.
nasalis Maynerti

m Postizeni vsech casti cholinergniho systemu
snizeni ACh, ChAT, AChE, ale nartst BuChE

m Kognitivni poruchy, pokles pozornosti a rychlosti

zpracovavani informaci, poruchy chovani

m Terapie cilena na posileni aktivity zbyvajiciho
cholinergniho systemu

m Inhibice synapticke cholinesterazy lépe snasena
nez prima terapie agonisty, podporuje prirozené
fazicke uvolnovani ACh




Léky (u nas dostupné)

Donepezil

Rivastigmin

Galantamin

Lécivé pripravky

Aricept (5,
10mg)

Exelon (1,5, 3, 4,5,
6mg, nove naplasti
4,6mg/24h, 9mg/24h)

Reminyl (8, 16 , 24
mg Cps.)
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Inglis, 2002, 1JCP Supplement, The tolerability and safety of iAChE in the treatment of
dementia.




Inhibitory acetylcholinesterazy
(iIAChE) - studie

m Ucinnost prokdzana mnoha
randomizovanymi placebem
kontrolovanymi studiemi.

m Nejucinnéjsi v terapii lehke a
stredné tezke demence

m Pomalejsi progese symptomu az 5let
PO nasazeni




U¢innost a dobra tolerance iACHE v pocéatecni
= VAAN

Davka donepezilu 5mg 6 tydnd,
potom 10mg x placebo

Primarné hodnoceno ADAS — cog,
dale MMSE, CDR, patient global
assesment scale

Zlepseni po 12 i 24 tydnech ve
vsech sledovanych skalach, dobra
tolerance, vyskyt vaznych
nezadoucich ucinkd stejny jako v
placebo skupiné
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Figure 2. Mean+SE change from baseline through 24 weeks of treatment on
the Alzheimer Disease Assessment Scale—cognitive subscale (ADAS-cog)
total score for the donepezil and placebo groups. The difference between
groups was as follows: P=.03 at week 12, P=.008 at week 24, and P=.001
at the end point. LOCF indicates last observation carried forward.

Seltzer B. et al., Arch Neurol. 2004 Efficacy of donepezil in early-stage Alzheimer disease:a randomized placebo-

controlled trial




Dllezité je nasazeni terapie co nejdrive, pacienti

\aL & 4

nasazeni v pozdejsi fazi onemocnéni jiz neprofituji z
terapie tak jako pacienti nasazeni na terapii drive

6meésicni dvojite slepa, placebem | Open-xtension
kontrolovana studie galantamin vs. ] | improvement
placebo

+ 6 mésicni otevrené sledovani
nasazeni vsichni na 24 mg
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down titrace take nevyhodna Figure 2. Mean change from baseline in 11-item AD As-
sessment Scale cognitive subscale (ADAS-cog/11) scores

po 1 roce |é(‘fby Skupiny nasazenée over 12 months (observed cases analysis). B = Galan-

v s - TR tamine 24 mgl/galantamine 24 mg; A = galantamine 32
od Pocatl_(u JSOU lfogmtlvm funkce mglgalantamine 24 mg; ® = placebo/galantamine 24 mg.
na urovni vychozl hodnoty

Raskind MA, et al., Galantamine in AD: A 6-month randomized, placebo-controlled trial with a 6-month extension.
The Galantamine USA-1 Study Group, Neurology 2000




Pomalejsi progrese onemocnéni az 5 let
pri terapii iACHE ve srovnani s
prirozenym pribehem nemoci

RCT Open-label extension
: Lower scores
on the MMSE
indicate

Rivastigmin po ] pinl,
5 letech lécby
otevrené
sledovani,
srovnani s
hypotetickym ] et

—— [odel-based projection of
mOdeIem ol untreated decline

12 points = limit of eligibility fo
ChEIl treatment according to NICE

Mean MMSE score

Below 10 points = ‘severe’ Alzheimer's disease

T T T T
Week: 0 26 52 78 104 130 156 182 208 234
n: 1998 1835 1487 1233 1040 855 657 426 298 187

Small GW. et al., Cognitive performance in Alzheimer's disease patients receiving rivastigmine for
up to 5 years. Int J Clin Pract. 2005




Memantin
m Nekompetitivni antagonista glutamatovych
N-Methyl-D-Aspartatovych receptord.

m Blokuje chronickou hyperaktivaci NMDA
receptorl

m Blokuje vtok Ca do neurond, ¢imz snizuje
indukci apoptozy
a uvedeneho

receptoru, nutna pro proces uceni a
pamatovani, zlstava




Memantine - klinické studie
Alzheimerova nemoc

m Ucinnost a bezpednost u stiedné té7kého — t&zkého
stupne Alzheimerovy choroby:

m Placebem kontrolované, dvojite slepe,
multicentrickeé studie

m Reisberg B., et al., 2003
— memantin v davce 20 mg/den; MMSE 3-14

o Tariot PN, et al., 2004

— memantin v davce 20 mg/den nebo placebo u pacientd
se stabilni [ecbou donepezil (5-10 mg/den), MMSE 5-14




Efekt memantinu v kombinovane terapii
s |AChE

Battery (SlB) - Primarné sledovano -
T population, LOCF Severe impairment battery
(SIB), ADCS-ADL19

Vedlejsi vystup -CIBIC-
Plus — pohovor s
pecovatelem a NPI,
Behavioral Rating Scale
i for Geriatric Patients

Placebo/ChEl

Change from
baseline
(mean + SEM)

Prokazan benefit ad on
terapie memantinem,
proti pouze iAChE s

/ “p<0.05; “p<0.001 (Least square mean change, ANCOVA]) place bem

Treatment week

Tariot et al., Memantine treatment in patients with moderate to severe AD already receiving donepezil: a
randomized controlled trial, JAMA 2004




Dalsi moznosti farmakoterapie AN

® Ginkgo biloba, nesteroidni antirevmatika,
estrogeny, statiny, Cerebrolysin, vitamin
E, nicergolin, piracetam, selegilin,
nimodipin

m V soucasné dobé neni dostatek dikazu
pozvrzujicich ucinek téchto preparatt v
této indikaci




Mild cognitive impairment a terapie

m Heterogenni skupina onemocneni

m Jen 15% pacientt za rok progreduje do
demence

biologickych markert, které by pomohly
blize specifikovat nemocné s vetsSim
rizikem progrese do demence a tedy
drivéjsi nasazeni terapie




Vaskularni demence a iAChE — studie s
donepezilem

Zlepseni v

§ kognitivnich a
%5 | globalnich
3 Skalach, a také v
2 behavioralnich
E 4 skalach a v
—i R 8 T AT m‘ = = 4 4
3 e TG T O R e ot aktivitach denniho
0 6 12 18 24 End point V.
Bt week By ZIvota
Con10mg rmi128 182 182 148 143 188
DonSmg rmiB88 178 1™ 154 163 185
Placebo rm 188 174 168

Black et al., Stroke 2003, Wilkinson et al., Neurology 2003, randomizované placebem kontrolované studie s
Donepezilem



Vaskularni demence

m Pro ostatni iIAChE preparaty i memantin
chybi dvojite slepée studie, ale presto bylo
v meta analyzach prokazano zlepseni
kognice u rivastigminu (Craig, Birks 2004),
galantaminu (Craig, Birks 2006) |
memantinu (Areosa et al. 2005)




Dalsi moznosti farmakoterapie Vad

m ASA — metaanalyza bez prikazu zlepseni
kognitivnich funkci (Rands G et al., 2000)

m Pentoxyphyllin (4 randomizované dvojitée
slepé studie) — efekt srovnatelny z
placebem

m Nimodipin efekt na kognici srovnatelny s
placebem




Terapie Parkinsonovy nemoci s demenci —

studie s Rivastigminem
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Emre et al., Rivastigmine in Parkinson s disease patients with dementia: a randomised, double- blind, placebo-
controlled study, 2004



Efekt rivastigminu na
behavioralni poruchy u LBD hodnoceno
Skalou NPI

Procento patientti zlepsenych o >30% od
baseline

* *
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McKeith et al., Efficacy of rivastigmine in dementia with Lewy bodies: a randomised, double-blind, placebo-
controlled international study, 2000; Lancet




Terapie behavioralnich a psychiatrickych
symptomt demence

Meta analyza z 29 kontrolovanych studii prokazala
pozitivni vliv na neuropsychiatrické symptomy bez
rozdilu mezi zminovanymi leky (Trinh et al., 2003)




Zaver — doporuceni pro terapii
Alzheimerovy nemoci

= Nasazeni (donepezil, galantamin,
rivastigmin),

m U pacientt se A\
je mozno nasadit v monoterapii

Ci v kombinaci s iAChE
L]




Zaver — doporuceni pro terapii
vaskularni demence

. VaD zvazit
nasazeni (t.C. jsou dukazy pro
Donepezil)

- ., dlsledna

lécba hypertenze a internich komorbidit
(Forette F. et al., 2002)




Zaver — doporuceni pro terapii
Parkinsonovy choroby s demenci a
demenci s Lewyho telisky

m U pac. s zvazit nasazeni




Soucasna regulacni omezeni pro
preskribci lecby




Odlisnosti v odbornych
doporucenich

m Schvaleni pro AN, PDD i pro VaD, smisené
demence a LBD

m Maximalni efekt v casnem stadiu AN — t.c.

neni pro MMSE 24-20 lecba hrazena

m Nevysazovat lecbu pri poklesu MMSE o
vice nez 2 body, ani pri zlepseni nad 20




V nasledujicich nazvech mést byla preskupena pismena, takZe
na prvni pohled jde o nesrozumitelna slova. Pifeskupte pismena
tak, aby z kaZzdého nesrozumitelného slova vznikl spravny nazev
c¢eského mésta.
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