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MKN 10 klasifikace deprese

ZAKLADNI P [ZNAKY DEPRESE

1) depresivni nalada
2) ztrata zajma radosti
3) sni ena energie a aktivita, unavnost

P IDATNE P 1ZNAKY DEPRESE

4) ztrata sebed ry, sebepodcevani

5) pocity provinni a sebeobviovani

6) suicidalni dvahy a chovani

7) neschopnost rozhodovani, soedtni a zpomalené mysleni
8) psychomotoricka retardace nebo agitovanost

9) poruchy spanku

10) sni ena i zvySena chuk jidlu
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Deprese vamci hybnych fluktuaiz

= subsyndroralni deprese
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Wearing off (WO)

Zkracovani efektu jednotlivych davek (L-dopa)

Wearing-off se objevuje a u 50% pacient
|é enychlevodopoupo dobu 2 let Gtacy, 2006)

Posuzowani stavu dle deriku hybneého stavu, dle
dotaznik

CAVE fluktuace motoricke, ale i nemotorickée
projevy fluktuaci (psychické, senzitivni,
autonomni)!
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Visit I
Pramipexole 59,6 6 7 49 5 9 8
Pergolide 60,4 7,3 43,4 10,8
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Rektorova et al., Eur J Neurol 20




Teoretické vyhody DA agonist
viéb PN

 Nedochazi ke kompetici s AK v potrav
(monoterapie)

e V tsina agonist madelSipolo asu inku ne |i
L -dopa, nedosahuj U _inku L -dopal!

* Prevence rozvoje asnych motorickych
komplikaci

« R zné mo nosti aplikace— nové [ekove formy!




Ropinirol : 5ti leta studie
kontrolovana placebem

Incidence of dyskinesias Neuropsychiatric side effects

0 REQUIP® (ropinirole HCI) O REQUIP® (ropinirole HCl) n=179
(n=177) ]
45% OLevodopa n=89
O Levodopa (n=88)
36%

27.4%

% Patients

% Patients

5%

Prior to L-dopa After L-dopa
Hallucinations Somnolence Insomnia

Rascol O et alN Engl J Med 2000;342:148¢




DA agonisé — dlouhodobé sledovani

 Pramipexolvs. L-dopa: 4-leta studie, PPX neén
fluktuaci a dyskinez, vice zaraz , somnolence, otok
a ni Sisymptomaticky efekt ve sroviani s L-dopa
(Holloway, 2004)

Pramipexol vs. L-dopa: 6-ti leté sledovani ADL,
celkovy skor v UPDRS neni rozdil mezi ob ma
skupinami lé iv. PPX: mén hybnych komplikaci,
zvysena denni spavost ve srovani sL-dopa
(Parkinson Study Group CALM Cohort Investigators,
Arch Neurol 2009)




VedlejSiu inky DA agonist

* B neé: nauseayomitus, OH, psychiatricke
komplikace, zacpa, unava, zvysena denni
spavost otoky DKK

* VVzacne: retroperiton&lni a pleuralni fibrosa,
kardialni valvulopatie(primarni regurgitace)

e |ICD: porucha kontroly impuls




Inhibitory COMT

Inhibice 3-O-methyldopa (30MD)
Zvy3u|i biologickou dostupnost L-dopa
Prodlu uji efekt L-dopa

Indikov an u pacient s“wearing off”

Kurth et al. Neurology. 1997;48:81-87.

Nutt. Adv Neurol. 1996;69:493-496.

Rajput et al. Neurology. 1997;49:1066-1071.
Rinne et al. Neurology. 1998;51:1309-1314.




L -dopainfuze

PEG: kontinualn intrajejun aln (Duodopa)

EFFECT OF INTRAINTESTINAL LEVODOPA
INFUSION ON MOTOR COMPLICATIONS (n = 6)

levodopa oral
B levodopa infusion
*p<0.01

inesia

Dyskinesi are based on questions 32—-34 on the Unified
i”z‘irkinson”s Dl‘stSL Rating Scale (UPDRS).

Source. Stocchi F, et al. Arch Neurol 2005:62:905-911).




| -dopa - motorick &€ komplikace:
chirurgie PN, ale POZOR deprese!!

Chronick a stimulacencl. subthalamicus(DBS)

PN spozdnimi motorickymi komplikacemi
resistentnimi na dostupnoumedikaci (s vyjimkou
komplikaci, které neodpovidaji na dopaminergni

terapii)
Dobra responsibilita na L-DOPA (pozitivhi L-DOPA
test— pokles UPDRS motoricleho skore o 33 %)

Nep itomnost afektivni, psychoticke a/nebo kognitivni
poruchy

V kdo 70 let
Normalni nalez na MR mozku




Depreseu PN

Prevalence40% (Cummings and Masterman, 1999
Lehka—st edn t ka deprese

Ztr ata iniciativy a sebevdomi, dysforie,
iritabilita , smutek, suicidalni myslenky x pocit
viny, sebeobvi ovani

Anxieta, panické ataky
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Deprese a kvalitaivota u PN

Factors Impacting on Quality of Life in Parkinson’s Disease:
Results From an International Survey

The Global Parkinson’s Disease Survey (GPDS) Steering Committee*

Abstract: Current management guidelines for the treatment of
patients with Parkinson’s disease (PD) are limited due to the
lack of knowledge of factors that influence health-related qual-
ity of life (HRQL). To assess the HRQL of people with PD, and
to systematically identify and evaluate those factors (other than
disease severity and medication, which could have an impact),
we undertook a cross-sectional, randomized selection, multi-
center intemational survey of patients with PD, caregivers, and
clinicians, Face-to-face interviews were conducted with sub-
jects in six countries, Disease severity, medication, and other
factors hypothesized to influence HRQL were assessed using a
combination of specially developed questionnaires and vali-
dated instruments including the Parkinson's Disease
Questionnaire-39 (HRQL), Hoehn and Yahr Stage (disease se-
verity), and Beck’s Depression Inventory (BDI; depression).
Multiple linear regression models were used to demonstrate
whether the factors investigated contribute significantly to
HRQL. The results obtained indicated that Hoehn and Yahr

stage and medication explained only 17.3% of the variability in
HRQL of patients with PD, although both were significant (R?
= 0.173, P < 0.05). Other factors increased the explanatory
power o adjusted R? = 0.597, with BDIsbeing:the,most.sig:
nificant predictorof variabilityinHRQL (adjusted R* = 0.582;
P < 0.001), followed:by:“Satisfaction-with-the-explanation-of
the condition at diagnosis” and “Current feelings of optimism”
(both P < 0.05). These factors, in addition to disease severity
and medication, explain §9:7% of"the variabilityin HRQL
across the population: In conclusion, depression (as measured
by the BDI) in PD, “satisfaction with the explanation of the
condition at diagnosis” and “current feelings of optimism” have
a significant impact on HRQL. The completion of this initial
analysis is the first step towards developing management
guidelines that truly influence the HRQL of patients with PD.
©2001 Movement Disorder Society.

Key words: Parkinson's disease; quality of life; Beck’s De-
pression Inventory

Schraget al, 2000:Deprese posturalni instabilita,
kognitivni deficit, ti e hybného posti eni




Depreseu PN

Depresvni symptomy p edchazeji rozvojl
motorickych symptom PN vel2-37% (Taylor et
al., 1986;Shibaetal., 200G Chaudhuri et al., 2005

Nejasm korelacemezi incidend deprese a

ti 1 motorick ého posti eni PN/ délkou PN
(Richard, 2000; Chaudhuri, 2006
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DaTSCAN

Zdravy dobrovolnik Pacient s PN

ra
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Rektorova et al, Mov Disord 2008



Dopamin a depresivii symptomy u PN

* Fronto-subkortik alni okruhy (Mayberg 1994
Weintraub, 2005;Koerts 2007

* Mesokortikolimbicky dopaminergni sysem -

“odm ovani“ (D3 receptory) (Nestlerand
Carlezon 2006)

® GABAergic

@ Glutamatergic

® Dopaminergic

@ Peptidergic
NEergic/5HTergic




Pramipexoi Pergolic sl alirzlnlelonizeVziE
SloViEvaarstliaiertuNIaCIENLS POKIOIIOU RN
MU NERE SEURN T KeUl G epresiviapetichen

m PRAMIPEXOLE
m PERGOLIDE

Navst va
Pramipexol
Pergolid

Celkovy pr m rny pokles v
MADRS skore byl signifikantni
pouze ve skupinu ivajici
PRAMIPEXOL

Rektorova et al. Eur. J.
Neurol. 2003, 10:399-406




Ropinirol —efekt na depresivii symptomy PN
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O0x3M:p=0.278 0 x 3M: p = 0.004
0 x6M: p=0.913 0 x 6M: p = 0.007
3M x 6M: p = 0.199 3M x 6M: p = 0.359

Rektorova et al.,Clin Neuropharmaca2008




RQ dosage
UPDRS Il

RQ dosage

UPDRS Il

HAMA

VA BIZES 0.442

PDSS -0.340 -0.362
ESS

Rektorova et al.,Clin Neuropharmaca2008




Pramipexole for the treatment of depressive symptoms > @ ™
in patients with Parkinson’s disease: a randomised,
double-blind, placebo-controlled trial

Paolo Barone, Werner Poewe, Stefan Albrecht, Catherine Debieuvre, Dan Massey, Olivier Rascol, Eduardo Tolosa, Daniel Weintraub

Summary

Background Depression is common in patients with Parkinson’s disease, but evidence on the efficacy of antidepressants  Lancet Neurol 2010; 9: 573-80
in this population is lacking. Because depression in patients with Parkinson’s disease might be related to dopaminergic  published online
dysfunction, we aimed to assess the efficacy of the dopamine agonist pramipexole for treatment of depressive May10,2010
symptoms in patients with Parkinson’s disease. zfl;[(;;:;)b;;:‘i‘?

e 12 tydn , dvojit slepa placebemkontrolovana
studie, 76 center, 287 pacientbez motorickych
fluktuaci, GDS 5a UPDRS | 2

 BDI, UPDRS Il




BDI score

* Regresri analyza
prokazala, e80%
antidepresivniho

efektu pramipexolu
Zp sobenop Imym
efektem na depresivin
symptomy

UPDRS part 3 score




DA agonisiev le b depresivnch
symptom u PN

DA agonise maji efekt na depresivri
symptomy PN framipexol, ropinirol )

e Prvni dvojit slepa studie spramipexolem!!!




Parkinsonovanemoc:
deficity v neurotransmiterovych
sysemech

eDeprese u PN:
DA, 5HT, NA deficity
(Burn, 2002; Remy et al., 2005)

Lol

0o

Cools, 2006




Deprese- farmakoterapie

e SSRI

TCA (nortriptylin : Nortrilen ®)

Inhibitory MAO - A (moclobemid Aurorix ®, Apo-
Moclob ®)

Agonisté dopaminovychreceptor ! (D2/D3)

Jina (nova) antidepresva (bupropion, reboxetine,
nefazodon venlafaxin, mirtazapin..)

Atypicka antipsychotika
ECT? I TMS?




P ipravky SSRI - |

e Citalopram:

Apo-Cital ®, Apo-Citalopram ®, Cerotor ®, Cita ®,
Citalec ®, Citalopram ®, Dalsan®, Seropram ®,
Pram ®, Zyloram ®

e Fluoxetin:

Apo-Fluoxetine ®, Deprex®, Floxet ®, Fluoxin ®,
Magrilan ®, Portal ®, Prozac®

e Paroxetin:

Apo-Parox ®, Arketis ®, Parolex®, Paroxetin ®,
Remood®, Seroxat®




P ipravky SSRI - Il

e Sertralin:

Adjuvin ®, Apo-Sertral ®, Asentra®, Serlift
®, Setralin ®, Stimuloton ®, Zoloft ®

e Fluvoxamin:
Fevarin ®

o Escitalopram:
Cipralex ®




Antidepresiva u PN: metaanalyzySSRI

(Chungetal., 2003)

*Nedostatek kontrolovanych
studii

*Nen signifikantri efekt
oprotiplacebu

*PN—ni Siefekt SSRI
Ve sroviani s pacienty
S depresbez PN??

VyssSiplaceboefekt??

(Weintraubetal., 2005)
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JJ|JJJ refaxtory deprese-
oraclrenalin
. Kgrelace ezl 1 1 deprese a vycryavanirn C-
52 v LC, medial, tnalarmu, l2vém VS,
orrlverlm/g cdale (Remy, 2003
> Nortriptylin , parosetin
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Deprese- farmearoieraple
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T CA (noririptylin : Norirllen ®)
Innioliory MAO - A (moclopernict Auroris ®, Apo-
Moclob ®)

Aconisié doparninovycnrecepior I (D2/D3)

Jina (nova) anticeoredva (Dupropion, reboseting
nefazodor) vemlgugmm, rmirtazapin..)

Atyplcké antipsycnoiiixa
ECT? rTMS?




ornoinovang o loraviy

> Mirtazapine:
Fsor]'tal ®, Mirtazapin ®, Celixia ®, Rerneror
®, Mirzzaien @

> Venlaraxine:
Argofan ®, efectin ®, =lify ®, Lafaon ®,

Mollorne, ® QIWHA/HQ B, Velaudn ®, Venlafaxin
®
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Depreseu PN

Vyznarmn oviiv ujekvaliiu  Ivoia
Ma vliv na progndzu onermocnil

/

Jenedostaten diagnostikovérna

Vo oasradiagnostia a g isluinalé pa
vyznarnn oviivil rvalitu  dvoia lidi s PN



