%)
U SV. ANNY =

Lécba pokrodilych stadii Parkinsonovy nemoci:
Jak ovlivni kognitivni deficit Ié¢bu pacientii s
hybnym postiZenim?

prof. MUDr. Irena Rektorova, Ph.D.
Vedouci Centra pro kognitivni poruchy a demence

1. Neurologické klinika LF MU a FN u sv. Anny
Vyzkumna skupina Aplikované neurovédy, CEITEC MU

Obsah prednasky

Demence a mirna kognitivni porucha pri PN
Halucinace pri PN (£ kognitivni porucha)
Dopaminergni terapie hybnych symptomii PN:
Zadouci a nezadouci ucinky 1é¢by

Terapie pozdniho stadia vCetné infusnich
pump a hluboké mozkové stimulace

Terapie halucinaci (s a bez demence)

Terapie demence pri PN a zavéry




Nemotorické subtypy PN

L
S =
(Ca ‘* Brainstem dominant
-Jg ] foond = (often with
o late onset hyposmia)

Olfactory to limbic? I
GBS

Limbic dominant
(often with anosmia)

|

Cognitive dominant
(late onset PD)

NMS dominant profile (subtype)

Sleep dysfunction (RBD/EDS)

Dysautonomia (Adrenergic)

Depression/Anxiety
Fatigue (Sertonergic?)
Central Pain (Opioidergic?)
Weight loss

Amnestic MCI (Cholinergic)
Apathy
Anxiety

Falls with cognitive
impairment

Marras and Chaudhuri, Mov Disord 2016

Sydney Studie — PN po 15 letech

Mortalita: 1/3 ze 149 pacienti

Pady u 81% pacienti

Kognitivni porucha/ demence u 84%/ 48% pacientu
Halucinace, deprese u 50% pacienti

Dysfagie 50%, OH 35%, mocova inkontinence 41%

Dominuje nedopaminergni symptomatika!!!
Hely et al. 2005




Rizikové faktory demence u PN
Vyssi vék
Rodinné anamnéza PND

zazemi
Delsi délka trvani nemoci a tézSi hybna
symptomatika, MCI v zaCatku

Motoricky fenotyp: PIGD (posturalni instabilita,
porucha chuze), |[SPIR?

RBD (porucha chovani v REM spanku), halucinace
Genetické: SNCA, mutace v genu pro GBA

(glucocerebr051daza) tau haplotyp, COMT
polymorfismus, APOE4 alelicka varianta

Emre, 2007

Vyskyt demence u PN

* Prevalence 40% (Cummings, 1988), 31.5%
(Aarsland, 2005)

* Incidence zvySena 4 to 6x ve srovnani se
Z K (Hobson, 2004, de Lau 2005, Aarsland 2001)

» 8-mi leta kumulativni prevalence 78%
(Aarsland, 2003)




Klinicka diagnosticka kritéria PND:
Hlavni priznaky

Demence s pomalym rozvojem a progresi
(anamnéza, klinické/ kognitivni vySetieni)
PostiZeni ve vice jak 1 kognitivni doméné

Zména oproti drivéjSimu stavu

Kognitivni deficit interferuje s aktivitami
(pracovni, socialni, denni instrumentalni, denni

bazalni)
Emre et al., 2007

Klinicka diagnosticka Kkrirétia pro
PND

Asociované priznaky: 1. kognitivni
Pozornost

Exekutivni funkce

Zrakové-prostorové funkce

Pamét’ (volné vybaveni, ale také rekognice...)
Ret

Emre et al., 2007




Klinicka diagnosticka krirétia pro
PND

Asociované priznaky: 2. Behavioralni
Zmény osobnosti a nalady, apatie

Halucinace
Bludy

ZvySena denni spavost

Emre et al., 2007

I11. Priznaky, které nevylucuji
PND, ale dg méné pravdépodobna

Ko-existence napi. vyznamnych cévnich zmén
mozku na MRI

Interval mezi nastupem motorickych a
kognitivnich symptomil neni pfesné znam (nelze
spolehlivé urcit): dif. dg PND a DLB (demence s
Lewyho télisky)




Mirna kognitivni porucha (MCI) u
PN (Litvan et al., 2012)

Ubytek kognitivnich funkei referovany
pacientem, pecCovatelem nebo lékarem

Zhorseni kognitivniho vykonu o 1-2 SD oproti
normé ve 2 nebo vice testech (neurokognitivni
baterie)

Nepritomnost jiné kauzalni pri¢iny
kognitivniho deficitu (napr. deprese)

Mirna kognitivni porucha (MCI) u
Parkinsonovy nemoci

MCI u 1/4 nedementnich pacienti s PN

Frekvence se zvySuje s vékem, delkou trvani a tizi
nemoci

Neamnesticka jednodoménova MCI — nejCastéjsi
MCI u PN

MCI u PN je rizikovym faktorem pro rozvoj
demence u PN
Litvan et al, 2011




Vyskyt halucinaci u PN

Prevalence halucinaci 25-75%,
Kumulativni prevalence halucinaci 60-85%
Prevalence bludi 5-15%

Beanlien-Boire and Lang, Mov Disord 2014

Mozné etiologie halucinaci u PN
- MnoZstvi Lewyho télisek v kiife temporalniho laloku

- Neurochemie:

- Relativni ,hyperdopaminergni“ stav; antiparkinsonska medikace
(hypersenzitivita mezokortiko-limbickych DA receptoriu)

- Acetylcholin (|)
- Serotonin (1 SHT2A receptor; Ballanger 2010)

- SniZena zrakova ostrost
- Kognitivni deficit: visuospacialni funkce, pozornost!!!

- Jina probihajici onemocnéni




RESEARCH ARTICLE

Minor Hallucinations Occur in Drug-Naive Parkinson’s
Disease Patients, Even From the Premotor Phase N

Javier Pagonabarraga, MD, PhD,"? Saul Martinez-Horta, BSc,?** Ramén Ferndndez de Bobadilla, BSc, %
Jesus Pérez, MD,*® Roser Ribosa-Nogué, MD,?* Juan Marin, MD,** Berta Pascual-Sedano, MD, PhD,"#*
Carmen Garcia, BSc, PhD,'? Alexandre Gironell, MD, PhD,"'? and Jaime Kulisevsky, MD, PhD!-2:3:4.5+

Mikrohalucinace prospektivné 50 “de novo” PN pacientil a
100 ZK

Pritomny u 42% PN x 5% ZK

U 33.3% PN pacient MH ptedchazely rozvoji
parkinsonismu o 7-8 mésicii

Asociace s RBD (porucha chovani v REM spanku)

Dopaminergni 1écba hybnych
symptomu PN

Selegilin, rasagilin
Amantadin

DA agonisté

The Movement Disorder Society Evidence-Based Medicine Review
iCOMT Update: Treatments for the Motor Symptoms of Parkinson’s Disease

RESEARCH ARTICLES




ELLDOPA studie

(efekt levodopy je zavisly na denni davce)

Placebo

300 mg

_ I 0 mg_—
I P2

f T 6 10 14 18 26 30 34 38 * 42 46

Baseline Week Withdrawal
of study drug

Change in Total Score (units)

Fahn et al., 2004

Effect of Disease Progression on
Levodopa Therapeutic Window

Levodopa
(ng/mL)
Early Transitional Late

Pozdni hybné
komplikace pfri lé€bé
levodopou

0 S
0 100 200 300 0 100 200 300 0 100 200 300
Time (minutes) Time (minutes) Time (minutes)

9

4

= peak-dose only

W Off-period only

¥ Diphasic

® 'On’' and 'off'period
¥ 'On’' and diphasic

u 'Off' and diphasic

Aquino and Fox, 2015

'On', 'off', and diphasic




m Other issues

Neuropsychiatric aspects of
the on/off phenomenon

Irena Rektorova and Marek Balaz

Wearing off (WO)

Snizovani efektu jednotlivych davek u 50%
pacientii s PN po 2 letech 1é¢by L-dopa (Stacy,

2006)

Motorické i nemotorickeé fluktuace
(psychiatrickeé, senzitivni, vegetativni)

Ropinirol: 5-leta studie kontrolovana
levodopou: sniZena incidence dyskinezi
v monoterapii, ale zvySené riziko
halucinaci a somnolence!

Incidence of dyskinesias Neuropsychiatric side effects

O REQUIP® (ropinirole HCI) OREQUIP® (ropinirole HCI) n=179
(n=177)
O Levodopa (n=88)
36%

45% OLevodopa n=89

Rascol O et al. N Engl J Med. 2000;342:1489.
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o

ong-term effectiveness of dopamine agonists anc
monoamine oxidase B inhibitors compared with levodopa

as initial treatment for Parkinson’s disease (PD MED): a large,
open-label, pragmatic randomised trial

PD MED Collaborative Group*

1620 pacientu, 1:1:1 randomizovanych pro L-dopa, DA, MAOBI (PDQ-39, EQ-5D)
Zadné rozdily mezi skupinami v mortalité, hospitalizacich nebo incidence demence
Dyskineze po 7 letech |éCby bez zavislosti na |ékové tfidé a niZzSi mnozstvi n.u. u L-dopa !

—— Dopamine agonist P pam
e — Levodapaonly 1007 — levodopa109/528
£ Az — Levodopa sparing 121/878
7% 75 P=0-003 two-sided
E _ 7| HR152, 95w A 116-2.00
p=0.0001 y - ’§
; i g g 50
. e a &
e 25
b P el gl
= e b 1 1 i i i :
‘ 1 7 3 . 1 3 s 7 Harmbe Time from randomisation (years)
Numberat risk E e Levodopa 528 454 355 258 186 129 78 46
Levodopa sparing 878 764 630 455 320 208 123 57

Lancet Neurol 2014

Nizsi symptomaticky efekt DA agonistii vs.
L-dopa: antidepresivni u¢inek DA agonista?

Number Duration AUPDRS partlll score  Dyskinesia Wearing-off
on (vears) (% of patients) (% of patients)
levodopa

(agonist)

Levodopa Agonist levodopa Agonist Llevodopa Agonist

levodopavs 89 (179) -4-8:8.3 -08:101 45 20 34 23
ropinrole
Levodopavs 151 (150) 73:B6 -3.4:86 307 9.9 380 238
pramipexole?
Levodopavs 146 (148) 2.8:7.8 2.8:08 26.0 82 438 30.6"
pergolide®

AUPDRS=change in unified Parkinson's disease rating scale. *Frequency of motor complications {fluctuations plus
dyskinesia).

Table 2: Results of the main trials of levodopa versus dopamine agonists in early Parkinson’s disease

Antonini et al., 2009
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Pramipexole for the treatment of depressive symptoms
in patients with Parkinson’s disease: a randomised,
double-blind, placebo-controlled trial

Paala Barone, Werner Poewe, Stefan Albvecht, Catherine Debieuvre, Dan Massey, Olivier Rascol, Eduardo Tolosa, Darmlel Welntraub

Summary

Background Depression is common in patients with Parkinson's disease, but evidence on the efficacy of antidepressants  Lancet n
in this population is lacking. Because depression in patients with Parkinson's disease might be related to dopaminergic
dysfunction, we aimed to assess the efficacy of the dopamine agonist pramipexole for treatment of depressive
symptoms in patients with Parkinson's disease.

12 tydnii, dvojité slepa randomizovana studie,
76 center, 287 pacientii bez motorickych
fluktuaci, GDS >5 a UPDRS I >2

BDI, UPDRS III

20— ® Placebo
- Pramipexale

BDI score

el © Regresni analyza
prokazala, Ze 80%

LA e e e e e antidepresivniho efektu

vyvolano primym

pusobenim na

depresivni symptomy

UPDRS part 3 score
-

Ne efekt na depresi!!!
20 - Barone et al., 2010
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DA agonisté v 1écbé PN: souhrn

* Symptomaticky efekt nizsi nez L.-dopa

« Efekt na depresivni symptomy v ¢asné fazi PN

* Nemotorické n.u. (ICDs: poruchy kontroly impulsti,
halucinace, periferni edémy, somnolence, fibroticke
zmeny kardialni)

Pozitivni efekt Duodopa infuzi
na nemotorické projevy PN

m and Related Disorders }14) 1-5

Contents lists available at ScienceDirect

Parkinsonism and Related Disorders

journal homepage: www.elsevier.com/locate/parkreldis

Global long-term study on motor and non-motor symptoms and
safety of levodopa-carbidopa intestinal gel in routine care of advanced
Parkinson's disease patients; 12-month interim outcomes

Angelo Antonini *~, Ashley Yegin °, Cornelia Preda °, Lars Bergmann °, Werner Poewe ©,
on behalf of the GLORIA study investigators and coordinators

* Parkinson and Movement Disorders Unit, IRCCS Hospital San Camillo, Venice, Italy
" AbbVie, Ine., USA
© Dept of Neurology, Innsbruck Medical University, Austria
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RESEARCH ARTICLE

Eurolnf: A Multicenter Comparative Observational Study of
Apomorphine and Levodopa Infusion in Parkinson’s Disease

Pablo Martinez-Martin, MD, PhD," Prashanth Reddy, MBBS, MRCP,? Regina Katzenschlager, MD,* Angelo Antonini, MD, PhD,*
Antoniya Todorova, MD, PhD,2 Per Odin, MD, PhD,® Tove Henriksen, MD,® Anne Martin, BSc,? Daniela Calandrella, MD,*
Alexandra Rizos, MSc.2 Narissah Bryndum, RN,® Ame Glad, RN.® Haidar Salimi Dafsari, MD,” Lars Timmermann, MD,”
Georg Ebersbach, MD,? Milica G. Kramberger, MD, PhD,? Michael Samuel, MD, FRCP,2 Karoline Wenzel, MD,°
Wolker Tomantschger, MD,"" Alexander Storch, MD," Heinz Reichmann, MD,'? Zvezdan Pirtosek, MD, PhD.?

Maja Trost, MD, PhD,® Per Svenningsson, MD, PhD,"® Sven Palhagen, MD,"® Jens Volkmann, MD, PhD,™*
and K. Ray Chaudhuri, MD, DSc®*

» Oteviena prospektivni observacni multicentrickd 6-mésicni studie
* 43 PN na s.c. apomorfinu (vek 62+10 let, délka PN 14+4 roky)
* 44 na intrajejunalni levodop€ (v€k 63+ 9 let, délka PN 16+7 let)

Mov Disord 2015

Vysledky

TABLE 1. Descriptive and comparative statistics at baseline and follow-up for each group of treatment

Intrajejunal Levodopa Infusion Apomorphine Infusion

Baseline Follow-up Baseline Follow-up

Mean 8D Mean sD P Value Mean 8D Mean sD

UPDRS part 3* 27.29 12.28 15.07 10.37 <0.0001 30.79 10.40 17.48 8.08
UPDRS part 4° 9.93 329 4.36 3.07 <0.0001 10.02 468 5.93 3.35
NMSS domains
Cardiovascular 33% 369 1.86 267 0.0076 3.19 457 207 249
i 16.68 10.97 8.64 8.26 <0.0001 16.98 10.12 12.98 10.13
15.79 12.85 11.89 13.04 0.021 18.81 18.00 9.98 1017
Perceptual/hallucinations 354 554 1.95 451 0.010 3.02 518 1.40 314
Attention/memory 10.20 9.35 7.60 868 0.011 877 824 579 6.35
Gastrointestinal 9.48 7.68 4.25 4.80 <0.0001 6.21 582 4.65 549
Urinary 11.5 10.42 5.48 578 0.0001 9.07 740 7.93 8.03
Sexual functioning 573 7.93 2.32 412 0.014 2.56 529 1.93 3.59
Miscellaneous 14.66 9.25 9.68 787 0.0008 13.77 10.94 9.49 8.15
NMSS total score 90.95 45.00 53.66 3867 <0.0001 82.37 4954 56.21 2.2
PDO-8 summary index® 48.58 14.62 31.9% 1489 <0.0001 49.85 16.59 35.03 18.00

Paired t test: the rest of comparisons, Wilcexon's test. Significant if P < 0.027, after correction for multiple comparisons.

Martinez-Martin et al., Mov Disord 20
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Apo Group

JLI Group

Subcutaneous/local site discomfort
Persisting nausea < 3
Severe somnolence < 3
ICD=4
Hypersexuality = 2
Compulsive shopping = 1
Compulsive internet use =< 1

Minor:
Stoma site irritation =< 8
Abdominal bloating = 7

Serous:

Tube dislocation > 9

Peritonitis = 1 (not requiring
discontinuation of [JLI)

Martinez-Martin et al., 2015

Lécba pokrocilé PN
infusemi: souhrn

Duodopa intrajejunalné
Invazivita - PEG
Lécba v monoterapii

Kont. denni infuse

Efekt na motorické
komplikace ++

Efekt na nemotorické
symptomy ++

N.u.: technické i medicinské

(sonda), polyneuropatie (B12),
nechutenstvi a hubnuti

Dacepton subkutanné

* Nejméné invazivni (s.c.)

* Lécba v monoterapii/
kombinované terapii
Dtto + ranni akineze
Efekt na motorické
komplikace ++
Efekt na nemotorické
symptomy +, deprese++
N.1.: nausea, OH, panniculitis,
anemie, somnolence, ICD

15



Pacienti s kognitivnim deficitem
a infusni dopaminergni terapie

* Mozna indikace infusni dopaminergni
1écby u PN s kognitivnim deficitem

(L-dopa, apomorfin)

(Konsensus.: Trenkwalder et al., Odin et al., Park Rel Dis
2015)

Chirurgie PN

Chronicka stimulace ncl. subthalamicus (DBS)

PN s pozdnimi motorickymi komplikacemi
resistentnimi na dostupnou medikaci (s vyjimkou
komplikaci, které neodpovidaji na dopaminergni
terapii), EARLY STIM i ¢asné

Vék do 70 let
Normalni nalez na MR mozku

Dobra responsibilita na L-DOPA (pozitivni L-DOPA
test — pokles UPDRS motorického skore o 33 %)

Nepritomnost afektivni, psychotické
a/nebo kognitivni poruchy!!!

16



Terapeutické pristupy u demence
pri PN (PND)

Individualizovat terapeuticky pristup

Lécit komorbidity (kardialni, infek¢ni,
metabolické...)

Lécit poruchy nalady a chovani (halucinace, bludy)

Nasadit specificka “kognitiva”

Seznamit s podpirnymi sluzbami

Snazit se co nejdéle o aktivni Zivotni styl, kognitivni
trénink, fyzickou aktivitu

1. Terapie halucinaci

Vsechna antiparkinsonika mohou navodit
halucinace a psychotickou poruchu!

Anticholinergni leky
Dopaminomimetika

Serotoninergni leky

Hluboka mozkova stimulace (DBS)

17



Lécebny postup

Ovlivnéni spoustécich faktori
terapie infekce (plicni, mocové, a;j.)
uprava parametra vnitiniho prostiedi (ionty, voda)
terapie poruch spanku
SniZeni polypragmazie
sedativa, anxiolytika, antidepresiva
s antimuskarinovym tcinkem

»Coping strategies*

Napomahaji zvladnout situaci

* vizualni techniky (zaméreni pozornosti na
halucinatorni objekt nebo naopak na jiny objekt)

* kognitivni techniky (rozsviceni svétla a ujiSovani
sebe sama, Ze halucinace jsou nerealné a brzy zmizi)

* interaktivni metody (komunikace s peCovatelem,
ktery pacientovi potvrdi, Ze vidéné je nerealné a ze
halucinace brzy vymizi)

18



Lécebny postup

SniZeni davek antiparkinsonik
Terapie atypickymi antipsychotiky (clozapine

quetiapine)

Terapie inhibitory acetylcholinesterazy
(IAChE u pacientii s demenci)

Pimavanserin ¢, NIH Public Access

S 7 Author Manuscript
ECT (elektro3oky) [

The Movement Disorder Society Evidence-Based Medicine
Review Update: Treatments for the Non-Motor Symptoms of
Parkinson's Disease

Klaus Seppi, MD' . Daniel Weintraub, MD*, Miguel Coelho, MD”, Santiage Perez-Lloret,
MD, PhD*, Susan H. Fox. MRCP (UK), PhD". Regina Katzenschlager, MD", Eva-Maria

Hametner, MD ', Werner Poews, MD ', Olivier Rascol, MD, PhD*, Christopher G, Gostz, MD7,

and Cristina Sampaio, MD, PhD®"

Atypicka antipsychotika u starSich
nemocnych: mozna rizika a n.u.

ZhorsSeni parkinsonismu
Utlum

Pady

Hypotenze

Inkontinence

Zrychleni progrese kognitivniho deficitu
ZvySené riziko cévnich mozkovych prihod
ZvySena mortalita

19



Kognitiva pro 1éCbu psychozy?

* Rivastigmin:
— ZlepSeni v NPI (Skala Neuropsychiatricky
inventar; Emre et al. 2004)
— Vyznamnéjsi ucinek rivastigminu u PN se
zrakovymi halucinacemi (Burns 2008)

— Ale: bez efektu na zrakové halucinace
(Burns 2008)

e Memantin:
— Bez efektu na NPI (Aarsland 2009)

Ma rivastigmin protektivni uc¢inek na VH?

Table 3. Most Frequently Reported Adverse Events.™

Rivastigmine Group Placebo Group
Adverse Event (M=362) (MN=1739)
ne. (2o}
Aoy 303 (83.7) 127 (70.9}
Mausea 105 {290y 20 {11.2)
Vamiting 60 [16.6) 3 (1.7}
Tremor 37 (102} 7 (3.9)
Diarrhea 26 (7.2) 2 (4.5)
Mrnorexia 22 (6.1} 5 (2.8)
Falls 21 (5.8B) 11 {6.1)
Dizziness 21 [(5.8) 2 (1.1}
Hypotension 19 {5.2) 14 (7.8)
Constipation 17 (4.7} 12 (6 )

Hallucinations 17 (4.7} 17 (2.5)

Confusion 13 {3.6) 10 (5.6)
Orthostatic hypotensisn 6 {1.7) 9 (5.0)

Emre et al., 2004
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CTro ééu DS ch()z /2 dese

Study Sample Meuropsychiatric disorder Measurements Findi

Calderén-Fajardo et al., 2015

Pimavanserin, a Serotonin,a Receptor Inverse Agonist, for the
Treatment of Parkinson’s Disease Psychosis

[
Herbert ¥ Melzer®', Roger Mills®, Stephen Revell?, Hilde Williams®, Ann Johnson®, Daun Bahe?
and Joseph H Friedman®

* 90 placebo (PLA), 95 pimavanserin (PIM)
 6-ti tydenni CRT (dvojité slepa studie)
* | SAPS-PD: - 5,79 PIM, - 2,73 v PLA, ES 0.50

* Neni zhorsSeni parkinsonismu, 10 vPIM a2v
PLA skupiné nedokoncilo studii pro n.u.

Cummings,
Lancet 2014
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Lécba psychozy: souhrn

» Zrakové halucinace ¢asté u PN, maji klinicky
relevantni nasledky

* Léchba:
— Lécit komorbidity, snizit polypragmazii
—,,Coping* strategie
— Symptomaticka l1écba antipsychotiky
—IAChE u PN s demenci
—ECT?
— Pimavanserin?

Dementia in Parkinson disease
Functional imaging of cholinergic and
dopaminergic pathways

R. Hilker, MD*; A.V. Thomas, MD*; J.C. Klein, MD; S. Weisenbach, MD; E. Kalbe, PhD; L. Burghaus, MD;
A.H. Jacobs, MD; K. Herholz, MD; and W.D. Heiss, MD

disease (PD) associated dementia (PDD)
e (MP4A) and *8F-

Abstract—Objective: To assess neurochemical deficits in patients with Park
in vivo. Methods: The authors performed combined PET with N-[*!C]-met
fluorodopa ( 'OPA) for evaluation of ¢’ -
PD and 10 pa its with PDD. D
voxel-based Statistical Parametric Ma)
PD and PDD without differences betw
, p < 0.001 vs controls) and mo:
al MP4A uptake
atal FI

ance of stri Figure 3. Regions with significantly
decreased cortical MP4A binding vs
controls in the Parkinson disease
(first row) and the Parkinson disease
with dementia group (second row).
Sagittal, transversal, and coronal
views (from left to right panel) in pro-
Jection onto a standard MRI as three-
dimensional surface projection
(SPM358).

ted patients with P
8 ated dementia (PDD) p;
associated striatal FDOPA and cort
transmitter deficiency syndrome in PD

NEUROLOGY 2005;6

716-1722

= 005 corrected

» | FDOPA ve striatu v PD i PDD
* | MP4A v zadnich kortikalnich oblastech u PDD vs. PD

Hilker, 2005



ChAT activity in midfrontal cortex

Deficit v cholinergnim systému a demence

(nmol/h/100 mg)

Controls PDD

Tiraboschi, 2000

Léky, které mohou zhorsovat nebo
navodit kognitivni deficit

Anticholinergika
Amantadine
TCA

Poruchy paméti, pozornosti, exekutivnich
funkci Dubois et al., 1987; Cooper et al., 1992
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>

Change from Baseline in ADAS-cog

Rivastigmine for Dementia

Associated with Parkinson’s Disease

M Rivastigmine (n=329) [J Placebo (n=165)

2.5 P=0.002
P<0.001 o
-2.0- - )
ivastigmine -
-1.54 (n=329) Impr E 25-]
™ _— 3
p -104 ®F 20
$ Placebo e5 s
had (a-161) SE 15
M 106
e et e Baseline 8& o
0.5-] & .
l Detel 2 5|
He ] ! .:] 24
g 16 2
& & g P & P
0“‘ é‘ 'é& é\\o & &
& \ ‘
\@Q \6&
& t,g." _4:»\
Drop-out: P

Riv 27.3% vs Pla 17.9%

N Engl ] Med 2004;351:2509-18.

Terapie PND: iAChE

* Prokazana ucinnost rivastigminu na kognitivni
funkce v¢. exekutivnich funkei a na
behavioralni projevy PND (541 pacientii,

randomizace 2:1, 6 més.)

e Mira efektu u PND srovnatelna s efektem
rivastigminu u AN (ADAS-cog, ADCS-CGIC)

* N.u. takeé srovnatelé, zhorSeni tiresu

Emre et al., 2004
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Nezadouci ucinky

Table 3. Most Frequently Reported Adverse Events.*

Rivastigmine Group Placebo Group
Adverse Event (N=362) (N=179) P Value
no. (%)
Any 303 (83.7) 127 (70.9) <0.001
Nausea 105 (29.0) 20 (11.2) <0.001
Vomiting 60 (16.6) 3 (L.7) <0.001
Tremor 37 (10.2) 7 (3.9) 0.01
Diarrhea 26 (7.2) 8 (4.5) 0.26
Anorexia 22 (6.1) 5 (2.8) 0.14
Falls 21 (5.8) 11 (6.1) 0.85
Dizziness 21 (5.8) 2 (1.1) 0.01
Hypotension 19 (5.2) 14 (7.8) 0.25
Constipation 17 (4.7) 12 (6.7) 0.32
Hallucinations 17 (4.7) 17 (9.5) 0.04
Confusion 13 (3.6) 10 (5.6) 0.36
Orthostatic hypotension 6 (1.7) 9 (5.0) 0.05

Emre et al

Memantin u PND?? - RCT

Aarsland et, 2009: pacienti s PND nebo DLLB
(demence s Lewyho télisky)

V tydnu 24 pacienti na memantinu
signifikantné lepsi skore v CGIC (globalni
zména hodnocena lékaifem) ve srovnani s
placebem

ZlepSeni pozornosti ve skupiné s memantinem
(oproti skupiné na placebu)

Emre et al., 2010: efekt (CGIC, NPI) jen u
pacientii s DLB!
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Lécba PN s demenci (PND): Zavéry

— L-dopa (= iCOMT)
— Mozna indikace infusni dopaminergni 1é¢by
u PN s kognitivnim deficitem (L-dopa,

apomorfin) (Konsensus: Trenkwalder et al.,
Odin et al., Park Rel Dis 2015)

— Neindikovat DBS!
—IAChE (rivastigmin, dle studii také donepezil!)

— Memantin: efekt +, je dobre tolerovany

— Léky modifikujici prubéh nemoci nutné!
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