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MKN 10 Kklasifikace deprese

ZAKLADNI PRIZNAKY DEPRESE

* 1) depresivni nalada

e ?2) ztrata zaymu a radosti
 3) snizena energie a aktivita, unavnost

Nl

PRIDATNE PRIZNAKY DEPRESE

4) ztrata sebeduvery, sebepodcenovani
5) pocity provinéni a sebeobvinovani
6) suicidalni uvahy a chovani

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

9) poruchy spanku

10) sniZzena ¢i zvySena chut k jidlu




Movement Disorders
Vol. 21, No. 2, 2006, pp. 148-158
© 2005 Movement Disorder Society

Research Review

Provisional Diagnostic Criteria for Depression in Parkinson’s
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Deprese v ramci hybnych tluktuaci

= subsyndromalni deprese
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Wearing off (WO)

ZKkracovani efektu jednotlivych davek (L-dopa)

Wearing-off se objevuje az u 50% pacientu
léCenych levodopou po dobu 2 let (Stacy, 2006)

Posuzovani stavu dle deniku hybného stavu, dle
dotazniku

CAVE fluktuace motorické, ale i nemotorické
projevy fluktuaci (psychické, senzitivni,
autonomni)!




Pramipexole

Pergolide

m Pramipexole
m Pergolide

—— Pramlpexole
UPDRS IV —=— Pergollde

Rektorova et al., Eur J Neurol 2003




Teoretické vyhody DA agonistu
v 1écbé PN

* Nedochazi ke kompetici s AK v potravé
(monoterapie)

e VétSina agonistii ma delSi poloc¢as ucinku nezli
L-dopa, nedosahuji ucinku L-dopa!!

* Prevence rozvoje ¢casnych motorickych
komplikaci

e Ruzné moznosti aplikace — nové lékové formy!




Ropinirol: 5ti leta studie
kontrolovana placebem

Incidence of dyskinesias Neuropsychiatric side effects

O REQUIP® (ropinirole HCI) O REQUIP® (ropinirole HCl) n=179
(n=177) ]
45%, OLevodopa n=89
O Levodopa (n=88)
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Prior to L-dopa After L-dopa
Hallucinations Somnolence Insomnia

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




DA agonisté — dlouhodobé sledovani

* Pramipexol vs. L-dopa: 4-leta studie, PPX méné
fluktuaci a dyskinezi, vice zarazii, somnolence, otokiu
a nizsi symptomaticky efekt ve srovnani s L-dopa
(Holloway, 2004)

Pramipexol vs. L-dopa: 6-ti leté sledovani ADL,
celkovy skor v UPDRS: neni rozdil mezi obéma
skupinami lé¢iv. PPX: méné hybnych komplikaci,
zvySena denni spavost ve srovnani s L-dopa
(Parkinson Study Group CALM Cohort Investigators,
Arch Neurol 2009)




Vedlejsi ucCinky DA agonistu

 Bézné : nausea, vomitus, OH, psychiatrickeé
komplikace, zacpa, inava, zvySena denni
spavost, otoky DKK

e Vzdcné : retroperitonedlni a pleurdlni fibrosa,
kardialni valvulopatie (primarni regurgitace)

 ICD: porucha kontroly impulsu




Inhibitory COMT

Inhibice 3-O-methyldopa (3-OMD)
Z.vysuji biologickou dostupnost L-dopa
Prodluzuji efekt L-dopa

Indikovan u pacienti 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-dopa infuze

 PEG: kontinualné intrajejunalné (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).




L-dopa - motorické komplikace:
chirurgie PN, ale POZOR deprese!!

Chronicka stimulace ncl. subthalamicus (DBS)

PN s pozdnimi motorickymi komplikacemi
resistentnimi na dostupnou medikaci (s vyjimkou
komplikaci, které neodpovidaji na dopaminergni

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

Nepritomnost afektivni, psychotické a/nebo kognitivni
poruchy

Vék do 70 let
Normalni nalez na MR mozku




Deprese u PN

Prevalence 40 % (Cummings and Masterman, 1999)
Lehka — stredné tézka deprese

Ztrata iniciativy a sebevédomi, dysforie,
iritabilita, smutek, suicidalni myslenky x pocit
viny, sebeobvinovani

Anxieta, panické ataky
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Deprese a kvalita zivota 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

Schrag et al, 2000: Deprese, posturalni instabilita,
kognitivni deficit, tize hybného postizeni




Deprese u PN

e Depresivni symptomy predchazeji rozvoji
motorickych symptomii PN ve 12-37 % (Taylor et
al., 1986; Shiba et al., 2000; Chaudhuri et al., 2005)

* Nejasna korelace mezi incidenci deprese a

tizi motorického postizeni PN/ délkou PN
(Richard, 2000; Chaudhuri, 2006)
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DaTSCAN

Zdravy dobrovolnik Pacient s PN
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Rektorova et al, Mov Disord 2008



Dopamin a depresivni symptomy u PN

* Fronto-subkortikalni okruhy (Mayberg, 1994;
Weintraub, 2005; Koerts, 2007)

 Mesokortikolimbicky dopaminergni systém -

“odménovani‘‘ (D3 receptory) (Nestler and
Carlezon, 2006)

® GABAergic

@ Glutamatergic

® Dopaminergic

@ Peptidergic
NEergic/5HTergic




m PRAMIPEXOLE
m PERGOLIDE

Navstéva

Pramipexol
Pergolid

Celkovy prumérny pokles v
MADRS skore byl signifikantni
pouze ve skupin€ uzivajici

PR AMIPEXOL Rektorova et al. Eur. J.

Neurol. 2003, 10:399-406




Ropinirol — efekt na depresivni symptomy PN

Early disease Advanced disease
(stage A) (stage B)
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0x3M:p=0.278 0 x 3M: p = 0.004
0x6M: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 Neuropharmacol 2008




Spearman’s rank correlation of changes in values of scales

RQ dosage
UPDRS III

RQ dosage

UPDRS III

HAMA

MADRS 0.442

PDSS -0.340 -0.362
ESS

Rektorova et al., Clin Neuropharmacol 2008




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
DOI:10.1016/51474-

symptoms in patients with Parkinson's disease. B

e 12 tydnu, dvojité slepa placebem kontrolovana
studie, 76 center, 287 pacientu bez motorickych
fluktuaci, GDS =5 a UPDRS 1 >2

. BDI, UPDRS III
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DA agonisté v 1¢Cbé depresivnich
symptomu u PN

DA agonisté maji efekt na depresivni
symptomy PN (pramipexol, ropinirol)

e Prvni dvojité slepa studie s pramipexolem!!!




Parkinsonova nemoc:
deficity v neurotransmiterovych
systémech

*Deprese u PN:
DA, SHT, NA deficity
(Burn, 2002; Remy et al., 2005)
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Cools, 2006




Deprese - farmakoterapie

* SSRI

TCA (nortriptylin: Nortrilen ®)

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

Agonisté dopaminovych receptori !! (D2/D3)

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

Atypicka antipsychotika
ECT? rTMS?




Pripravky SSRI - 1

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

* Fluoxetin:

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

e Paroxetin:

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




Pripravky SSRI - I1

e Sertralin:

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

 Fluvoxamin:
Fevarin ®

e Escitalopram:
Cipralex ®




Antidepresiva u PN: metaanalyzy SSRI

Results of included tr
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Results
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at the end (p << 0.001)
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*Nedostatek kontrolovanych
studii

*Neni signifikantni efekt
oproti placebu

*PN — nizsi efekt SSRI
ve srovnani s pacienty
s depresi bez PN??
Vyssi placebo efekt??

(Weintraub et al., 2005)




Biologické faktory deprese -
noradrenalin

e Korelace mezi tizi deprese a vychytavanim C-
RTI 32 v LC, medial. thalamu, levém VS,
pravé amygdale (Remy, 2003)

e Nortriptylin, paroxetin
versus placebo (Menza et al., 2003

® GABAergic

@ Glutamatergic

® Dopaminergic

@ Peptidergic
NEergic/5HTergic




Deprese - farmakoterapie

 SSRI

e TCA (nortriptylin: Nortrilen ®)

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

* Agonisté dopaminovych receptori !! (D2/D3)

e Jina (nova) antidepresiva (bupropion, reboxetine,
nefazodon, venlafaxin, mirtazapin..)

Atypicka antipsychotika
ECT? rTMS?




Kombinované pripravky

e Mirtazapine:
Esprital®, Mirtazapin ®, Calixta ®, Remeron
®, Mirzaten ®

e Venlaftaxine:

Argofan ®, Efectin ®, Elify ®, Lafaxon ®,
Mollome, ® Olwexya ®, Velaxin ®, Venlafaxin
Q




Magstim Super Rapid Stimulator
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Zaver

Deprese u PN:

 Vyznamné ovliviiuje kvalitu zivota

 Ma vliv na prognozu onemocnéni

e Je nedostatecné diagnostikovana

e Vcasna diagnostika a prislusna lécba
vyznamné ovlivni kvalitu zivota lidi s PN




