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Basi generali della malattia
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Malattia di Parkinson
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Malattia di Parkinson
Realta clinica e terapeutica

” P dawwd ghxurarj fd ghjhghudwld=

¥ Wudwwdp hgwr idup dfraj Xrsvgwrp dwifr

Marsden, Olanow Ann Neurol 1998



Criteri Diagnostici

¥ Suhvhqg }d#gh#vhjglo rwrulfdugldd=
WUHP RUHHO UL I WDUODFIQ HVID
. HVRUGIR#DVIP P HNUIFR #

¥ Yhulif dighalfuhvsrgvliv< dad#ivhuds O#dup df racj d#
«hyrgrsd,

¥ HvixvIrghig#vhwrp Hewls I IE

Irvwdeldn< srvwxuddntisuhfrih A udvhigvdxwregrp 1B /4
ivhh }yj suhfrfh/Adexfhd} rglorg#dG # rushawh A
ghfdglb hguwrigwhadrvwwlyriisuhf rfh s duddy Hyhuwif dda#

ghar#vjxdugr b ryb hgwligyragwdulidwis If 1

Hughes AJ, Brain 2002



Sintomi all’esordio %

wuhp ruh 8319
eudglf ghvd Aul v« Ap urjudild 6919
grauhf#duwlf raluh 5316
ghsuhvvlrgh 431
htxBeulrfulbrwwr 419
glwrgh 31:
p duf Bid#s f frdfisdvvl 319
srvwxud#gtidvv irgh 315
dovur 618

DATABASE Centro Parkinson CTO; Antonini comunicazione personale
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Principali anomalie biochimiche

P dufdwditibx } rghighaitgrsdp d#rwuliwddn
Daghfhvvrishugidiglorsdp d#A tk 3 (

Shugwh#gihulru#dadB 3 ( #fvrgr#
dvwrp dwifkh

Y Judyl< glshugid#grsdp Ihuj fd fruuhcl#dat

p hijdr#f rg#dlv wrp réeudglf bhvd

Jellinger KA Mol Chem Neuropath 1991



—— Epidemiologia
¥ Suhyddg }d
U FLfd#53322 331333 #lwdA=H if Ak 53 13 3 3 #d } hawl,
" Igfbhqg}d

U532331B333#huiSGH#6632 331333 #ronh 193 #aql,

U Igfbhg}d dxp hqwd surjuhvvldp hquwh frg#
dlgyhf fkBuh ghal srsra } rgh

U 43 ( 0563 ( #ghlfdvligBjgrvwifdwlvraigrsr ddxgl
dgqgl

¥ Hw< glgvrujhg}d
U 8; # 43#dggbidp elvr gd 53 ##; 7#gqgl

Morgante L. et al.: Neurology 1992; 42: 1901-1907




Mortalita nella m. di Parkinson

¥ U brwwd#dvshwwdwld#g yivd
U Vrsudyy¥hg}d#p hgBi# 8 04 ; #dgqgl
U P d@jj kuh#ilgivri j hwwiif khigrg#rylxssdgrighp hgld

U Sureqijdwdigddikvrigihyrgrsd hitidup df 1
grsdp hujfl

¥ Vrsudyylvhqg }d#shu#SG #A A #f kh#shutt
sdunbvrglp 1

Y Oh#fdxvhigighfhvvri#vrgr=

U bih} kglsre rgduldigih} rglvhvE¥ddshp erdi#
srg rgduhth#f rp sdfd} gl dgxwhih#iudwwxuh



Mortalita nella malattia di Parkinson

Qxp ehuv ri
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Causa della malattia

Y Virgrvi kwdiighal#o djjrutsduwh#igh#fdvl
¥ Jhghwitd

U p xwd } rq¥ghdtj hgh#ighdD&ekd v |gxfdald
+Hffurp rvrp d#f7 t #ghgqwlilf dwd#giikgd#dp sB#idp I dd#
IWddgd#F rquxuv ] ihig #idp 1j dhilj uhfkh#tudvp Wviegh#
dxwrvrp Xd grp hdgwh,

U p xwd } Irgiohdij hgh#sdunhid bikqgd#irup dixwrvrp ¥do
uhfhvvid uhvsrgvde gl nf d#E6 3 06 3 ( #gh¥Edvikdg#
hvrugcirewc 7 3 #Hggl

” Dp ehgwdd

U Hvsrvl} ghtdg#ur f duexulisxrU fwhuihulh#f ro#fis
fruvrighalfp dawwld




Loci e geni nel Parkinson familiare

Orfxv Srvl}Irgh Jhgh Wudvp Wvirgh
SDUN4 755416 a0V |gxfdlg DG
SDUNS5 9t581505 : Sdunly DU
SDUNG6 5546 DG
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SDUNS 7547 X FK 004 DG
SDUNO 456803609 DU
SDUN : 4869 GMO4 DU
SDUN;; 45544150t4614 DG
SDUN< 4569 waiglthl
SDUN# 3 4565 J hgh#fkh suhg¥srgh dg#

hvruglr wduglyr




Malattia di Parkinson
Diagnosi differenziale
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Diagnosi Differenziale

Wuhp ruhthvvhg } Hd
Sdunbvrgip Hvhfrggdul
Dwuri1d#P xevlv vwhp 1fd

S duddv MV rsudgx fdiduh#S urj uhvvd

G hjhghud } Irgh#F ruwlf r OE dvddn
P dalwwBigd#frus g ¥ohz | #
Ghp hgth

P dadwwhihuhgduh

Hughes AJ Brain 2001



- Schema Diagnostico Parkinsonismi




Diagnosi Differenziale:
Neuroimmagini

Wuhp ruhthvvhg} dd=#V SHEFWH rgq#s DWV EFDQ

Sdunbvrgip #whfrggdulfdwurjhglfydvE raul
VSHFWH rgq#s DWVFDQ AJIP Q #fhuheudd

Dwurild#P xavlvvwhp EdAS duddv iV rsudgxfdduh#
Surjuhvvld/Ae hjhghud } rgh#f ruwlf r 0 dvddn=#
VSHFWHfrg#iE ] P AUP Q #fhuheuddn

P dawwd#gd#f rus Hg¥Ohz |4V SHF Wiiccvvr HUP Q #
fhuheuddn



Diagnosi Differenziale:
Risonanza Magnetica
Cerebrale
(meglioselTo15T)

Y Qhah#P VDT drvighdisxwdp hgttedggd#
shubwhavd#gins thg#gtghgv wdU surwrgld s
D wur 1d#ghdif huyhahwwr

Y Qha@i#sV S 4D wurild#P hvhgfhidar

7 Qhdisdunvrgtydvirauh=Ohvirgip xavlsd#igins #
ghal#ivrvwdq } d#e Hgf d#shulvhgwulf raluh#high#

jdgjdighalfedvh



Diagnosi Differenziale:
Neuroimmagini
funzionali

Y VSHFWHErgH#GDWV FDQ =#P dunhufishuffiwhup Ihdd#
grsdp ghuj If Hghar#vrwuldwr

Y VSHEFWHErgHiE ] P =P dunhutiuhf hwwrulf
grsdp bd frgwhgxwlghlghxurgljdedhu]j i #
vwuldwdd

¥ VSHF WHixvvr=##P dunhutglixqg}rqddwdU
ghxurqgddfigrg#vshf hiffr



Il trasportatore della
dopamina
nella malattia di Parkinson

Frqwurar

Antonini A Neurol Sci 2002



Malattia di Parkinson
Teraplia della fase iniziale
Strategie terapeutiche e
farmaci disponibili
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Trattamento della MP
Farmaci piu utilizzati

Ohyrgrsd wwdggdug AulovE Irfp rglhilfdwr Ao hwihvwhuh,
Grsdp bridjrglwk

IgkIrulighah P DR =sfivhdj dgd
Dp dgwdgld

Dgwlfrdghuj If1

FR P Wik WwrubHHgwdfdsrgh



Amantadina

Frgrvikwr frp h#djhgwhidgwldd Msxc #Hdgfkh#dyhuh#
dwwlyiv< dgwlsdunigvrgdgdl

Idp hffdglvp rigl } rgh frp h#idup df ridgwlsdungvrg grg#:
ghdtcwwr #f k Bur Awvxwwdyld - gqrwr#fkh#dtp dgwdghidige fh
a#ulfdswd } rghfghal#grsdp d/Avwb ra Huhfhwwrul

grsdp Ihuj I Hidyruhqgr#idiulvt r#gtgrsdp d/Ah#
surede lp hgwh#hvsdf d#xg@ } rght#dgwlf rdghuj ¥ d#shulihulfd

Uhfhgwhp hgwh - vwdwr#ulf rqrvExwriddtp dgwdggd#

xq@ } rght#dgwdj rqvwd d#dvhar ghdiuhfhwwruh Q Op hwifG 0
dvsduwdwr hgthiilf df B#ghdif rqwurarighdnig v Ghvh Ad } rgh#
fkh#isuredelp hgwh#vhvsdf di#ishulidea f frighal#

wudvp vIrgh#j xwdp dwhuj d#grvdjjlrfgd 433##6 334 j,1



Anticolinergici

Vrgrivwdwl Hsub Hidup df Hdgthvvhuh#vwdwi
b shjdwighdiwudwwdp hgwr#gHcxhvwdisdwrarj d

I hffdglvp riglE } Irgh - txharig¥dgwdjrglvp r#
p xvidulgfr di#dvharighjdfgwhughxurg
gh urvwuldwdd

Igeaffrfp xvidulgfrivihvhuf Wwd#dgfkh I#dowuh#
duhh ghdiV Q Fth#ivxdlv vwhp diighuyrvridxwrgrp r/#
frg#f rgvhj xhgwhh ithwwf radwhudaif hgwudd h#
shulihulf 1

othiilfdf H#ghj dtdgwf raghuj X1 - p rghvwdith#
suhydd#fvxdwuhp ruh h#tuh Oiv< #



Inibitori MAO - Selegilina

Oh#P DR #vrgrihqg} Mkh#tvyrg rgr xgixra#
b sruwdgwhighdif dwderdvp r#gwudghxurgddigh
ghxurwudvp hwwivrul

Oh#P DR CE #udssuhvhawdgr fLfd#d: 3 ( #ghah P DR thit
ghdp hdgr d#grsdp bdAsurgxfhggrivrvwdg thi#
wrvvIIEkh#itxdd Hudglfddidehul

Od#vhdnj gd#t- xg#P DR OE #fiuhyvhuvkeh frgfixg#
p rghudwrthiithwwri#v gwrp dwifr

Tud Mvxripo hwderdwividggrvhudgr a@#0dgihwdp gd Ah#
@# 0p hwdgihwdp jd Avrvwdg th#id f Bvdgwiouhddvhig
grsdp d/Avhssxu IgHo vxud#o ruh#ulvshwwrida G 0
dgihwdp Ld



Selegilina, Vitamina E e Parkinson
DATATOP
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Levodopa

¥ Vykxssriwhup dwri#ghjdidggld 3 gvhqggh#
uds dp hgwhiiidup df r#s kUxwl} }dwrighal#
whuds O#ghoiipo dawwid

¥ HUxqg#dp hrdfrighxwur#ulfk hgh#
wudv s ruwr fdwwiyridwwudyhuvridlgwhvwhr h#
shufirxshuduh ateduuhudthp dwrthgfhiddfd

¥ Udshd#ghfduervvid } Irgh Ifishulhuld vh#
grg#vixwd} }dgr#gk Wwrulighan#grsdo
ghfduervvidvl+#£due hrsd Aehgvhud } bh,

Cotzias GC Engl J Med 1967; 276: 374-379
Nutt JG Clin Neuropharmacol 7: 35-49
Le Witt et al. Neurology: 39 Suppl 1: 45-53




Metabolismo della L-Dopa e
Dopamina

P COMT
3 0-methyldopa

3, 4 dihydroxy-phenylacetic acid 3 methoxytyramine

MAOY

homovanillic acid




Inibitori COMT - Entacapone

¥ Igkwruh#ishulihulf rfuhyhuv e b Af ratixgthp yivd#
savp dwlifd#gl4 /8 #ruhl

¥ Hgwdfdsrgh#dxp hgwd#thp ¥ idigthdo bd}Irgh#ghas
O0grsd/Avhqg jd#dxp hqwduh d#F p d{ Aflgrouh#ulgxfh #
dvhaitisavp dwlf gl 6 R 0P hwkyrsd/Hp hwderdwd#
srwhq } Hd#f rp shwivruh#ighad 00grsd shuffbfduuhui#
d/harighaltedurhudihp dwrthgfhiddfdl

¥ Vwxglkdggrihybhqg } Bwr#f kh#ifixp hqwrighdhp lyivd#
salvp dwifdighal O rsd/#v]#ilvvrf 1 dg#xgd#
gl Ix}Irgh ghdiz hdLL?;fj orii frgiigfuhp hgwr Srgd gl
fufd#t #rud2) rugrl



OO0grsd#of rgfhgwudwlrg#igjd g

6333

53337

4333

Effetto dell*entacapone
sull*emivita della levodopa

OOgrsd#. thgwdfdsrgh

[ |
4 5 6 7 8 9 hours



Caratteristiche farmacocinetiche
delle diverse formulazioni di L-dopa

Wp d{=hp srig#x#Hyhgh#ud]j kqwdiaHp dvvp d#f rgfhqwud } Irgh#sdvp dwifds

W4 5 2hp Yid#sdvp dwlfd

Wp d{ WA S#
Idup dfr P I, wuh,
O0grsdHif qlgl 3/003 k<
OO0grsd. G 63453 4 06
OOgrsd. fduelrsd FUHHA 53 04 ; 3 HitHHHHHHHH7 08
O0grsd. ehgvhud }BhKEV 4530573 90;
O0grsdip hwihvwhuhHHHHHHEFHHRES 7 09 3 3/503 /9

Ik wrulghaifgrsdghfduervviivIl

Ehqvhud | DhiffH 93 ?5
F due D1 s AHHHHHHARRAAAIIIIRIHHG 3 06 3 3 HAHHHHHHHHHHHS

Ohj 1
surwhyh#+( ,

qgl
dgl
qlgl
qgl
qdgl

qlgl
qlgl

E Irgksrqlk <
+(
<<
<<
: 3
93

<<

qgl
qlgl



Percentuale pazienti con grave disabilita in
epoca pre- verso post-levodopa
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Levodopa: Farmacodinamica

ORQJIH#SXUDWIRQH#THVSRQVH=

YV Mo dghhvwd#grsr# rugr#vhwwl dgh#gHwvudwwdp hqwrH# rgH#O0
G redih#ulf k hghiixgfdaouhwwdgwri#xqj rdshulrgri#gvhp srishu#
hvdxul ¥ddwhup bhighal#ivrp p ivwud } rgh#ghdtidup dfr

¥ suhyddighah#idv i1} Bdig o datwwl

VKRUWH{GXUDWIRQ #H1HVSRQVH=

P jdrudp hgwrigh#vIwrp Hfkh#gxud#o Ixwir#ruhs#iv o dglihvwd#
grsrikgdiivyjrd#vrp p lvwud } Irgh#g B 0G rsd Ag#HdvhH#f rg#n#
frgfhgwud } rglsadvp dwifkh#ghdtidup df ri#

” Suhyddiighah#idv ¥dydq jdwhig o dalwwh

Mauter MD et al. Mayo Clin Proc 46: 231-239 Nutt JG Ann. Neurol. 39: 561-573 Zappia M et al. Neurology 1999; 52: 763-767




Impiego della L-dopa
Importanza della singola dose
per la LDR

OG U #(

H A (250mg/24h)
B B (250mg/ 8h)
C (125mg/ 8h)

* 0 <0.05

- 5N B
-HEEE8HEHE
[ R Y Y I I R

Zappia et al Neurology 2000



USO DELLA L-DOPA NELLA
MALATTIA DI PARKINSON

Q ragthiifdfh#shuSivhh } Iy &/Agvwde Bv< srvwxuddn /A
glvdxwrgrp B h#ghp hg}dl

Q rgiduwhvwdtal#surjuhvv irghighalfo dawwldl

Euhyvhihp ivd#salvp dwifd frgdvvruel hgwr#
gkhgghgwhiigdar#vyxrwdp hgwr#jdvwulfrl

U ¥k hgh#vwdvs ruwridwwlyrtdwwudyhuv r#algwhvwrh#
shu#ivxshuduh#a#eduuhudthp dwrhgfhiddfdil

Vykxssrig#frp sdfdgth#p rwruhil




Effetto della progressione della
malattia sulla finestra
terapeutica della L-dopa

Discinesie

Discinesie BINE[EN[E
| =
4

off

3 HHHHHA 3 3 HHS 3 3 HHHHO 3 3 HHHHHHHHHIS HHHHAA 3 3 HHHS 3 3 HiHO 3 3 HHHHHAHHB H#t 4 33 #HE 33 #HH6 3 3

Whp srip Ixwl, Whp srp xwl, Whp sr#p hxwl,

Levodopa ( ug ml) Obeso JA, Olanow W, Nutt JG. Levodopa motor complications in Parkinson's disease.
Trends Neurosci 23 (Suppl. Basal ganglia, Parkinson's disease and levodopa therapy), S2-S7



Risposta acuta alla levodopa
nella scimmia trattata con MPTP

a8y - L-DOPA response

a

L
2
|
g
&
=
-
=]
™=

Rebound

B
I
I R——

Locomotor activity (counts/10 min)

I.-.—._-
G ] | I ] ] ] ] ] ] ] ]
0 60 120 180 240 300 360 420 480 540 o600 660
Time (min)

Jenner P Neurology 2003



Crescente Incidenza delle
discinesie

nella scimmia lesionata con MPTP
dopo inizio terapia con levodopa

=

Peak dyskinesia score
- In oW fn w  In

&

=

---------------

L J

1 23 45 6 7T K8 9101112131415 16 17 1819 20 21 22 23 24 25 26 27 28

Day

a#vrp p irwud } Irgh#gHgxh#grvido 0, ghwhup hd
gl fghvh#s T udsdp hqwhighail# i ral#grvh#og 0 Jenner P Neurology 2003




Discinesie e Fluttuazioni

¥ P hqg}Irgdwh#gd#F rw} Bvi#ghoQ #igjoM#P hg# <9 :

¥ Igwhuydar#wud#gl} Iriwudwwdp hgwr frgihyrgrsd h#
hvrugrighahig v ghvh # 4 9#sd } hgwl

Duvoisin Neurology 1974



Discinesie e Fluttuazioni

Median % of pt with dyskinesias

(weighted by N in each series)
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M Post-levodopa |

o

36 24 5-6 712 13-24 2.5-3.5 4-6 9-15°
wk mo mo mo mo yr yr yr |

Ahlskog, Muenter Mov Dis 2001



Complicazioni motorie e sindrome da
trattamento a lungo termine con levodopa

Igf xgrgraiccwwxd } rg¥o rwruh +z hdulyj Orii/
rqOrii,thiglf hvh#

Frp sdfdg}hip rwruh#kdggr xg#gf hg }digH
fufd#® 3 ( #Hshuidggrighawudwwdp hgwrH#l#
xq]riwhup Oh#f rgihyrgrsd

Grsr 8#dgglglwhudsd frgfhyrgrsdf ufd#bo
83 ( #ghl¥esd} hgwlsuhvhgwd z hdulyj Orii

Od#vwlb rd } Irgh#isxordwin#f rg#idup df #
grsdp bhuj If Hd#euhyhihp ivd +hvihyrgrsd,#
vhp eudthvvhuh#igp hf fdgip r#uhvsrgvde in

Koller WC et al, 1999. Poewe WH, 1994. Fahn S, 1992



Razionale per Stimolazione
Dopaminergica Continua

¥ oUgixvIrgh#f rqwlhxdig HhyrgrsdisxrUulgxuuh#
p dufdwdp hgwh#fh#iccwwxd } Irg¥p rwruh

2

¥ Vwudwhi hishutirwwhghuhivwp rd ) rghigrsdp huj d
f rqwhxd#s rvvrgrivhxuh#h#iccwwxd } rg#o rwruh#

hvwhagwitdgthvhp slrfigrsdp ridjrgivwiidixqgjdihp ivd#
frp h#fdehujrdyd,

¥ Vwb rd}Irgh# rqwhxdfgrsdp Lhuj fdAvh#
1} Bwd#ddlg 1} Ir#ghdivudwwdp hgwrisxrUulxuuh#
dgf bhg}dig#erp sdfd} rgp rwruh



Levodopa arilascio modificato

POTESI: Formulazioni di levodopa a rilascio modificato
se iniziate all’inizio, potrebbero ridurre
Il rischio di complicazioni motorie

IIUVWH wxd |

94 ; #5G H#edwhqwv Aihyrgrsdigdyh=

G rxedledgg Audggrp Lhg Asdudahaiwxg |
8 #| hduv wuhdwp hqw
Sub du|thggsriw E wb hiwrfrqvhw rifo rwrus

Ixfwxdwlrgv Block et al, 1997
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Non ci sono differenze nel rischio di
complicanze motorie tra levodopa standard e
levodopa a rilascio modificato

Kaplan-Meier Survival Distribution per fluttuazioni motorie

100 +
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Percent (%)
o

r 2 3
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Months

36 42 48 54 80

E rwk#J #iqg#F U #irup xawlrgvip dgwdlghgidivd Inlutthyhdlr #f rqwurgig#S G #liwhuf8 #| hduv

D iwhu#8 #|hduv Aiwkhuhi#z dvigriivl ghitf dgwig lithuhgfhiehwz hhg#j urxsvirgip rwruf
ixfwxdwlrgvihkhute |#0u | #rutt xhvwirggd h

Block et al. 1997



Prevenzione delle complicanze
motorie

Evidenza clinica da studi controllati in pazienti con MP iniziale

Guxj vt G xudwlrq ritwuhdwp howit| u, HHHHHHH 111EAE |
(0000000000000000000000000000000000000000OO00000000000OO000000000000OO0000000000O0000000000000O00000
Suraqgjhgfhyrgrsdfdevruswirqg

OhyrgrsdXduebrsd FU 8 IdIxuh
Ohyrgrsdzhgvhud }bh KEV 8 IdIxuh
FRP WigkkeWwlg Hgwdfdsrgh 0 Wr eh#whvwhg
Wrddsrgh Wubdigwhuux swhg HHHHHHHHHHHHHHIIN T e hiwhvwhg
P DR (E#gkkWwlg Vhdjhagh 8 Idxuh
Ohyrgrsd . #grsdp hi#djrglw
Ohyrgrsd . #eurp rfulkwlh 8 Hithfwlh
G hfwigrsdp hOuhfhswrufivwlp xa@wlrg
Sudp kh{rd 507 Hithfwlh
Urshlrd 8 Hithfwkh
Fdehuj rdgh 608 Hithfwlh
Shujrdgh 6 Hithfwkh

Barone Neurology 2003



Meccanismo d'azione del farmaci
dopaminergici

Dopamine

Dopamine
receptor
sites




Dopamino agonisti:
Ipotesi di lavoro

Wudwwdp hqwr#gl} Hdn frgfigrsdp r djrgiwl

2

UbxfrariBulvfkIrig¥frp sdfd} rqlo rwruh

G dggriehghilf Bl v Bidwiihyrgrsd

K dggr xgisuritrigivrdiude Bwnd0df fhwwde h



Sviluppo deil dopamino agonisti:
Storia

DggOrgf#d#hyrgrsd

2

P rgrwhudsd suﬁdﬁghaxﬂ#ﬁnyrgrsd

Whuds B#gl} Ad frg#ehghilfld#xqgjriwhup h

2

Whuds B#g L Bd frgfehghilf1d#xg]j rivhup Lh

2

Q hxursurwh } Irgh



Dopamino agonisti

Vwhp ragriglhwwdp hgwh#ijuhfhwwruligrsdp bhuj ifl
srvwOv gdswif 1 4p b dqgr#ﬂi}quh#ghaxﬂ#grsdp hd

Surfxudgrikgtehghilf Irfiv gwrp dwlf r#v HH#oHd] j kgwd#
@l ks d) Ogrsd JHE kh#{hcdn#hdvltﬁtﬂ} Ybdiboto rgrwhuds dl

Grsr## 06 Hdgglglp rgrwhudsd frgfgrsdp rdjrglvwl
hi#ff rgfidisur j uhg bh#ighaol#p dalwwd A rgwur arighal#
viwrp dwrarj BHulfk hgh#ifl] j kqwd#ghal# 0grsd
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Dopamino Agonisti: Dosi medie

Huyrdffk
OEurp rfukwhd : /84 8i#p 7
0 Shujrdh 5061 j
0 Fdehujrdyd 6 07#p j

QrgfHujrQyIE
0 Sudp kBh{ra 4 /806 j
OUrshlira 94 5# J



Dopamino Agonisti: Dosi equivalenti

Huyrdffk
0 Shujrdgh 4 #p 3
0 Fdehujrdgd 4 /B#o

QrgtHuyrfE
0 Sudp Bh{rar 4#p ]
O0Urshlra 8#p J



Il trattamento precoce con
dopamino agonisti riduce il rischio
di complicazioni motorie

P rwru
P hdg# rvh P rwruf Frp sdfdwkqg
Vuxg | G xudwlrq Ohyrgrsd Frp sdfdwkg Tuhtxhgf
00G rediyvi g#hduv ~ URS=#75:#p J G |[vnhvi OGRSD#78 (
urshlira O0GRSD=#: 86# j URS#53 (
JTGVETGHD 333 s
O0G rsd#yvi# 8 #| hduv FDE=#/651# J G |[vnlghvH ru O0GRSD=H6 7 (
fdehujrdd O0GRSD=: ; 7# ] P rwru#l xfwxdwlrg FDE=#55 (
T O € S
O0Gred 5#/hd SS 97 ] G hvd
rsdiyvi # hduv (=597 ] [vibhvh ru OGRSD=#84 (
sudp Eh{ra O0GRSD=#83<#o j P rwruficxfwxdwlrqg S5 [d5 - |
SVJ 45333 ’

¥ Hdud #whdwp hawiz Wwk#grsdp ghidj rqlvwvikdviehhgiivkrz give#
uhvxoiigirz hufiuht xhgf |#rifp rwrulfrp sdfdwlrgv#

¥ Igfuhdvlyj#grvhvirithyrgrsd ryhuth {whgghg#shulrgviuhvxonw
bk khu#uhtxhgf [#ip rwru#frp sdfdwirgv



Cabergolina: Studio a 5 anni

Rischio di sviluppare complicanze motorie

1.0 1
0.9 1
0.8 1
0.7 1
0.6 1

Cumulative Probability of Developing a Mator Complication

Months

Cabergoling  ---ee-e- L-Dopa

Bracco et al Drugs 2004



Cabergolina: Studio a 5 anni

Rischio di sviluppare discinesie

Cumulative Probability of Developing Dyskinesia

1.0 1
0.9 1
0.8 1
0.7 1
0.6 -
0.5 1
0.4 1

0.3 1

_______

0.2 - - |

0 5 10 15 20 25 30 35 40 45 50 55 60
Months

Cabergoline  --------- L-Dopa

Bracco et al Drugs 2004



Shuf hqwir 8 dwhgqwv

Cabergolina Studio a 5 anni

Comparsa di complicanze motorie

54.1%

B Cabergoline monotherapy (n = 76)
B Cabergoline + L-dopa (n = 135)

O L-dopa monotherapy (n = 110)
M L-dopa + L-dopa (n = 98)

34.7%

6.1%

3.7%
m B

HggOriogrvh G |vohhvBv X gsuhgfwdeda

Bracco et al. Drugs in press



Cabergolina: Studio a 5 anni

% Pazienti con miglioramento clinico

Percentage of Patients with Clinical Improvement

100 —

90 —

80 —

70 —

50 —

40 —

30 —

20 —

10 —

l:! Levodopa
- Cabergoline

End-of-dose 6 months
titration

12 months 24 months 36 months 48 months 60 months

Timepoint

Bracco et al. Drugs in press



Cabergolina: Studio a 5 ann

XSGUV (I -
DGO

:]hlﬂl‘lﬂl—l_ﬂ_n

mzﬂmamm 12 menths 24 months 38 months 48 months S0 mangh

e

X SGUV (L =
P rwruld )

W Cabargoling 0 L-dopa

ﬂﬂnnﬂﬂﬂ

Baseline ﬁ-uf-dnn Emonths  12months 24 months 36 menths 48 months 6D manths

Bracco et al. Drugs in press
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CALM-PD:
Pramipexolo vs Levodopa

Surededw|##5 hyhasyj#

Ohyrgrsd
P dwru#P rwruff rp sdfdwlrgv
S ? #3334
Sudp kh{rd
200 400 600 800

Gd|v#lurp #7dggrp 1}dwirg



V xuylydals hwukexwirgf#l xgfwlrg

Tempo all’esordio di discinesie
(UPDRS Part IVA)

413
31

31;
31
319
318
317
316
315
314
313

3 6 6 < 45 48 4; 54 57 5: 63 66 69
W h#p rgwkv)

Oertel et al. (abstr) Mov Disorder 2000



( #rifsdwhgwv

Effetti sulle Discinesie: Risultati

O ohyrgrsd
B Sudp Bh{rd
100 B Fdehujrdgh
90 1 O Ursglrd
80 -
70 -
60 -
50 - 79
40 1 64 69 -
30 A 5 4 53
20 47 -
I
0 . L1- =1 .
CALM-PD Cabaser 09 Requip 056

*Monotherapy.
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Dopamino Agonisti
Complicazioni motorie

CALM-PD Cabaser 09 Pelmopet
5 #/hduv 8#/hduv 6 #/hduv

[Johyrgrsd MiSudp Bh{rca [ Fdehujrdgh | JShujrdh



Dopamino agonisti e neuroprotezione

Progressive loss of Striatal DAT

measured by B-CIT Uptake

@@

BASELINE 15 MONTHS 36 MONTHS

Merek et al JAMA 2002



CALM-PD

Neuroprotezione

% Change in Striatal 3-CIT Uptake from Baseline

43
—®— gudp kh{rd
; —C— Ohyrgrsd
043 ; c
O T
I L
053
N
06 3 l

3 43 53 63 73 83  Mercketal JAMA 2002



REAL PET

Ropinirolo nella MP iniziale

% Cambiamento nella captazione della
Fluorodopa/PET

N Pazienti 68/93 54/93
% Discinesie 3,3 25,3
% Riduzione

FDOPA uptake - 13,43 - 20,28
nel Putamen

Whone et al. Ann Neurol 2003



Dose di levodopa supplementare nei
pazienti con trattamento precoce
con dopamino agonista

Sdwhqwv# rp sdwlyj Sdwhaquwvi#Uhtxilyi
% rﬁg d‘ivlhgﬂwrv Vwxg |#qis rsdp h Ohyrgrsd
vvlghg .

Vwxg | G xudwlrq D4 rqirw Djrglvwi rgrwkhuds| +( J Vxsshp hawdwlrg
L- Dopa vs ROP = )
Rascol, 2000. | 5years 179 29/179 (16%) ROP = 56/179 (31%)
(Requip 056) L-Dopa = 16/89 (18%)
L- Dopavs CAB _
(Cabaser 09) L-Dopa = 98/208 (47%)
L- Dopavs PPX | 2 years 151 48/151 (32%) PPX = 80/151 (53%)
Re 2000 L-Dopa = 58/158 (39%)
(CALM-PD)




Dopamino agonisti
Conclusioni

¥ Ghwhup dgr#xgd#vwlp rd}rgh#
grsdp ghuj ¥d frgwlhxd#iexgijdihp ind #

¥ Ubxfrgridulv fkIr#g Hiocwwxd } rg#o rwruh

¥ Srvvrgriudahgwduh afsurjuhvvIrghigl
p dawwldl vhigl} Bwisuhfrfhp hgwh



Come e quando iniziare il trattamento
nel paziente con M. di Parkinson

Idtwudwwdp hgwrivwrp dwlf rigryuheeh#igl} Buh grg#
dsshqgd Wwhwrp HE QI Hgvhgwdgrihybhgwl

Horsdp hridj rgvwigryuheehurthvvhuhfisuhihuivi
dalgl} Ir#f rgv hudwr#ldis rwhqg } Bduth ithwwr #rxaol#
surjuhvvIrghi#glp dadwwld hgH#idubrwwriulvfk g
frp sdfd}rgip rwruh

Od#thyrgrsdisx ¢ thvvhuh#dj j kgwd#ivxf fhvvidp hgwh p d#
Hgrvdjj Hgryuheehurthvvhuh#po rghudwl+? #8833 # jZh,



TERAPIA DELLA FASE INIZIALE

IDWNRUBFKIDYH=

Linee guida per il trattamento della MdP:
Neurological Science 2002 Suppl. 23
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Malattia di Parkinson
Terapia della fase avanzata
Strategie terapeutiche



Scelta della terapia iniziale

[e]

Richiesta funzionale

non elevata elevata

1 L-Dopa #

risposta soddisfacente — e ([¢ risposta
‘ l soddisfacente
si si
l Associazione J
DA-agonista / L-Dopa |
Csmbilizzato) Stabilizzato
S| —== risposta soddisfacente ~—no L, INcremento

l L-Dopa
CStabi Iizza‘ro) ——— risposta soddisfacente )T

* Dose minima efficace / massima consentita| Dubbio m|, CS'rabiIizza'ro)
# Dose minima efficace / massimo 600 mg diagnostico




Malattia di Parkinson
In fase avanzata

Frp sdfdg}h#p rwruh Frp sdfdq thigrg#p rwruhi#

—| Ixwwxd}Irg#P rwruh

—*| P ryb hqwliqyrarqwdul

hifrp rue v«

Frp sdfdq}h#svifkifkh

A\ 4

" G wxue Hghdvrggr

G dxwrgrp h

D avuh

Linee guida per il trattamento della MdP:
Neurological Science 2002 Suppl. 23




M di Parkinson avanzata

¥ 0 j kaqwdig¥grsdp hridjrgivwd L#
sd } hgwl #p rgrwhuds B frgihyrgrsd#
frgvhagwhigE



L'infusione sottocutanea di

apomorfina
“OFF” Dose of L-DOPA
(hours, % variation) (% variation)

Kxjkhv DM#hw do# << 6 08< (

Sranin S#hw do#t << 6 095 (

Srhzh Z thwdo# <<6 08 ; ( [— e

Vwrffk M #hw do << 6 08 8 ( | —

Fravi r Fthwdo# <<6 3 ( [

UxjjhulV#iw do << 9 086 ( ———

TudgnhoMS thw do# < < 3 087 /8 ([ —

Vwkh FP K#hw do# < ; ; 295 [ —

J dgfkhu Vithw do# < < 8 e ; (

Sranin Sthw do# < ; < 0; 5 ( [ ———

Vwhihu P Mthw do#t << 5 0T

Frd1lD#hw do# << : o:3 ( I

Srain SHw do# << 3 -9 : % [ ——

FkdxgkxulN#hw A < ; ;7 i



Effetto dell’aggiunta di pramipexolo
sulle fluttuazioni motorie

Ohyrgrsd vwdggdug#. #ulkdvfIrfip rghiffdwr

| | | | |

Djjkgwdfisudp Bh{ra igrid /: #{# #. #hyrgrsd




Pramipexolo come add-on

Vwxgl bfsd | hawl £ ra#p, dalwwididydg fdwd

Vwxgle Sxeedfd}Irgh Q riisd}hawl
343# Qhxuraj[/4<<: 693
#yv salfher,
369 Qhxuraj [/4<<: 579

wviieurp rfulkswlhd h#
salfher,



Pramipexolo come add-on nella MP
avanzata

Studio 010: Metodi

Y P xavifhgwhu/fgrxedledgg/
safherOf rqwurahg Asdudahdjurxs

¥ Sul du|thgg#srgwv
U X SG UV #isduwvHEKRgoHIL
¥ Vhfrggdu|thgg#srgwv
U P hdg#( #Srii® wb h
U P hdg#vhyhulv| #xrii® whp h
U Ohyrgrsd grvhithgxfwlrqg
U Sdunkvrg#s |vaghvy V£dd



Pramipexolo come add-on nella MP
avanzata

Studio 010: Risultatl

Salfher Sudp kh{rd
Q ri#hgwhuhg 4:; 4 ;4
Q rifrp sciwhgHHHHHAHHA 7 3 #e: 2 25 ¢, 484#,617(,
SG#z ruvh <H#H8B (, 6HeI: (,
Dgyvhuvhihvhqwhitit 4 ; #esz ¢, 54H#u4a219(,
Q r#hiilfdf | 3 3
Surwrfrayhrawlrg 3 44319 (,
Orvwiwr #L X S5Hheu (, 3

Z IWkguhz #f rgvhqwhitio #< 2 ¢, THsI5 (,



X SGUVHSduwflEP hdg#v fruh

Pramipexolo come add-on nella MP

avanzata
Studio 010: UPDRS Part Ill-- Score motorio
25 1
20 : - - " . C 73 x A . 4
* B o ] u
15 Fek * * * * *
10
» Pramipexole
S « Placebo
O I I I I I I I I I I I |
2 3 4 5 6 7 8 9 11 13 15 16 18 /
Weekly Visits .
Monthly Visits
* p<=0.05

o+ p<=0.01 Y Vi) xp ehu



Pramipexolo come add-on nella MP
avanzata

Studio 010: % tempo in off giornaliero

45
40
35
30
25
20
15
10

= Pramipexole
+ Placebo

P hdg#( #riid Wp h

2 3 4 5 6 7 8 9 11 13 15 16 18

Weekly Visits  yIyIwH#) xp ehu  Monthly Visits



Pramipexolo come add-on nella MP
avanzata

Conclusionis Studio 010

¥ Sudp kh{ra#vxshulruh dfsdfher=
0X SGUVHED IL
0 Ubrwwr Srii® whp h
0 Urwwdij udylv< ghlishulrglgl Sriis
0 U brwwhigrviglhyrgrsd

¥ Edvvd#gf bhq }dig dhyhaqwidyyhuy HBo £ ghvh /4
daxfhd} gl



Pramipexolo come add-on nella MP
avanzata

Studio 036: Metodi

Y P xavlDEhgwhu/MHf rqwurahg Asurvshfwlh /#
grxedledyg AMudggrp Lthg Asduddngdt urxstwr#
frp sduh#ivdihw| Awrdiudgfh Adgg#hiilfdf | #ei#
sudp khi{rd +» @ #718#p jyd| #qg#
eurp rfulkkwigh +? @ # 3#p j#yd| #yv safher




Pramipexolo come add-on nella MP

avanzata

Studio 036: Popolazione

Sudp kh{rd _Eurp rfukwihh Salfher Wrwdo

Qxp ehuiiri
Sdwhqgwv

;7

; 6 579

Vh{#( ,
P ddn
IThp ddn

7 o4 (,
64te<(,

88%#99/(,
S5<#e7/(,

86#o7(, 48995,
63#s9(, <3t6:(,

D j hi#+| hduv,
# hdq,

951

9418

961: 951.

SG #gxudwlrgiH ,
# hgHgqg,

: 14



Pramipexolo come add-on nella MP

avanzata

Studio 036;: UPDRS Part Il — Motor Score

Q xp ehuir S dwhgwv
P hgUdg#fkdqgjh#tiurp
edvhdgh#sxgivw #

P hgHdag#fkdqgjh#tiurp
edvhdgh#+( ,

sHydxh#if rp sduhg#
z Wki#salfher

Sudp kh{rd

: <

0671; ;

313339

Eurp rfukbwbh

Safher

;7

5616

313446

; 6

0513

081: 4



Pramipexolo come add-on nella MP
avanzata

Studio 036: % tempo in off medio settimanale

% ore off
IE MPramipexolcliadRromocriptincliMPlacebo
10

3 .

AL

Study Week



Pramipexolo come add-on nella MP
avanzata

Conclusioni (a) Studio 036

D, Hggf#srbwisulp dulr

Hgwudp el grsdp gr#djrglvwip Ijdrudgr DG O#h#
V fruh#p rwrulrfulvshwwr disafher

Y Igpb Jdrudp hgwr - p djjIuh h#sT gxudwxur shu#
sudp Bh{ra#ulvshwwr dfeurp rfukswhd



Dopamino agonisti nella MP avanzata

Considerazioni Einali

Frp hishutisudp sh{ra#iijjxqwdigtgrsdp bridjrqvwi
ghwhup yd#ehghilf Ho rwrulf rqvivwhgwiighdisd } hgqwh L#
p rgrwhudsd frg#hyrgrsd

Od#vrahude dw< ghlgrsdp r#djrgwl - Io#j hghudd#

frp sdudelh d#txhalighali#hyrgrsdiht fhwwr shutist
p djjIruuvEk rig#daxf d } Irgl

othithwwrigh¥grsdp hridj rglvwiv o dgwhgh#ghowhp sr

G rsdp bhr#djrgvwld#o djjruthp ivd «dgthvi#
fdehujrdyd #srvvrgr#dudgwlih#kgd#s I hiiffdfh#
vwhb rdl}rgh#grsdp hujfd frgwhxd
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Pramipexolo come add-on nella MP
avanzata

Conclusioni (o) Studio 036

AHga#S rhwivhf rggdulr @ #whp Sr#]q#éR 4

Sudp kh{ratugxfh#vi gliff dwldp hgwh d8rii®d wp h/h#
ghwhup id xgilgfuhp hgwri#p hglr ghdbrgd giis 18 #ruh
ddf Irugr

Q hvvxg#fdp eldp hgwr#vj ghlfdwlr frgteurp rfukwhd

othithwwrip dvvi riglsudp kh{ra#viudjjxqgjh#
uds bdp hgwhthgwur 7 #vhwwlp dgh +eurp rfulswlhd =#; #
vhwwipp dgh,

Othithwwriglsudp kh{ra - frgvhuydwr shufdlgwhur#
shulrgr +ddif rqwudulrigeurp rfukswlyd,



Malattia di Parkinson
Complicanze non-motorie



Malattia di Parkinson in fase avanzata
- Complicanze non motorie e
comorbilita

Frp sdfdq thigrgfp rwruhih#frp ruelin<

A 4

Frp sdfdqglh#svifkikh

—»

G hsuhvvIlrgh

D avB#d] d } Irgh#p
Awwd £ Fk HgBedqfr

—>

A 4

A 4

G Iwxuellsvirwlfl

G Iwxue¥frigwkr
frp sruwdp hawdd

Linee guida tratt della MdP:

Neurol Science 2002 Suppl. 23
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Disturbi del sonno nella
malattia di Parkinson

U brwwd#cxddw< glyind#h ) dwdi#dal#cxddw< ghalvrggr

¥ Sd} hgwig#idvhi#gl} Hdn
U @ lifrax dg#dggrp p hawduvl
U Ulyhjdrisuhfrhiddp dwwkr
¥ sd}hgwig#idvhip rghudwd0judyh
U DfhhvBigrwwxugd
U Iudp p hgwd}rghighdivrggr
U G wrqB#h#Fudp slgraurvl
U Q ¥wxuld
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Disturbi del sonno nella
malattia di Parkinson
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Y Fdxvh=

U Shjjudp hqurighlvwrp HedunkivergBg#
gxudqwh digrwwhitxdggr Hed}hqwlgrg#
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Parkinson’s disease Sleep Scale
nei pazienti con MP e neli

controlli

Mean score

10

- —

S 8 9 10
ltem number

11 12 13 14 135

Chaudhuri et al JNNP 2002:73:629-635



Parkinson's disease Sleep Scale

Parkinson's Disease Sleep Scale (poss)
How would you rate the following, based on
your experience during the past one week.
[Place a cross ol the appropriate point on the line)
1. The overall quality of your night's i | e} f st
sleep is: AWFUL EXCELLENT o 1 2 3 4 5 6 7 8 9 10
2. Do you hove ificulyfllng skeop | : D P
each night? ALWAYS NEVER o 1 2 3 4 5 & 7 8 % 10
3. Do you have difficulty staying asleep? i J f | } f i f t f } f :
ALWAYS NEVER e 1 2 3 4 5 & 7 & 9 10
4. Do you have restlessness of legs or } | e e e B e L e
arms f night o in the evening ALWAYS MNEVER 1] 1 2 3 4 5 & 7 8 2 10
causing disruption of sleep?
5. Do you fidget in bed? I { R e e e
ALWAYS NEVER o 1 2 3 4 5 & 7 8 % 10
6. Do you suffer from distressing ’ | [ L G R A e e R R R
dreams at night? ALIWAYS NEVER e 1 2 3 4 5 & 7 & 9 10
7. Do you suffer from disiressing I { I . f [l f Tt f i t :
hallucination at night (seeing or hearing Apways NEVER ¢ 1 2 3 4 5 & 7 B8 10
things that you are fold do not exisij?
8. Do you gel up af night fo pass urine? [ { i e e e e L L
ALWAYS NEVER e 1 2 3 4 5 & 7 8 9 10
9. Do you have incontinence of urine } { i B e L L e
because you are unable to move due  apways MEVER ¢ 1 2 3 4 5 & 7 8 9 10
1o "off* symploms?
10.Do you experience numbness or I { f } 1 f ¥ f ¥ t : T {
tingling of your arms or legs which ALWAYS MEVER o 1 2 3 4 5 6 7 8 9 10
wake you m\ sleep at night?
11.Do you have painful muscle cramps I | R e e e e e
in your arms or legs whilst sleeping ALWAYS MEVER e 1 2 3 4 5 & 7 8 ¢ 10
at night?
12.Do you wake early in the morning with F { f } f } i f } f } f :
painful posturing of arms or legs? ALWAYS MEVER o 1 2 38 4 5§ & 7 ®B % 70
13,00 woking do you exparionce amor? | : i
ALWAYS MEVER [+] 1 2 3 4 5 & 7 8 o 10
14.Do you feel fired and sleepy after } { i i i L B e B L e ]
waking in the morning? ALWAYS MEVER o 1 2 3 4 5 & 7 8 9 10
15.Have you unexpectedly fallen asleep i { R e e e e e ]
during the day? FREQUENTLY NEVER o 1 2 3 4 5 & 7 & 9 10

Chaudhuri et al JNNP 2002:73:629-635



Parkinson’s disease Sleep Scale
Progetto Morpheus (interim analisis)

score

100 ~

o0 - Malattia di Parkinson
80 -

70 ~

60 -

50

.
.
40 ~ M

30

- paseline

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

items




SCORE

100

90

80

70

60 -

50

40 -

30

Parkinson’s disease Sleep Scale
Progetto Morpheus (interim analisis)

2 3 4 5 6 7 8 9 10 11 12 13 14 15

cases baseline controls baseling =—

week 1 ... week 1 .......



EPWORTH SLEEPINESS SCALE

V Ivwly] #dgg#uhdg 1]
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44 #vd kwifkdqFhir g ) I #
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Disturbi del sonno nella
malattia di Parkinson

701

( #sd}hgwl
™ 60-

8 Gruppo controllo
B Pazienti Parkinsoniani

Difficolta a Frammentazione  Durata<6 ore Parasonnie
prendere sonno del sonno

Rubio P et al, Rev Neurol 23 (120),1995



L-Dopa/carbidopa a rilascio
controllato in pazienti con disturbi del

sonno
Risultati
3,51
3 ] #5723 /34
2.5
5| O Basal
m Pl acebo
1,5 m L-dopa/Car bidopa CR
1_
0,5
O_

Stocchi et al: J Neurol 1998-245 (Suppl 1): S15-S18




MODAC Study:
Cabergoline Versus Pergolide -
Motor Function During “On” and “ Off”

Hours*

30

25 ol m Cabergoline*

m Pergolide *
20
m%fo?lzfolrlels 2,3 pOintS/13%{

15 Onl|

10

)

Baseline Treatment

" Blinded, primary endpoint. Adapted from Ulm. G., et al. Akt Neurologie,1999



ELCEC

Cabergoline Versus Controlled-Release
Levopada:
Nocturnal Disabilities

4.0

=
o

3.5
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I—“I\.)(.JQ-I> o1, 0N 00, ©

Hours

Modified King's College Hospital
Parkinson’s Disease Rating Scale

]

Noctural “off” periods/akinesia Changes in painful dyskinesias/dystonia

o
o

Pre-cabergoline (n=25)
Cabergoline (n=25)
Pre-controlled-release levodopa (n=15)

Controlled-release levodopa (n=15)

05 Adapted from Chaudhurl KR, et al. Eur J Neurol 1999,6 (suppl 5)
* p< .05,



Levodopa Supplementation In
Early PD Patients With

Dopamine Agonist Monotherapy

PSG, 2000.
(CALM-PD)

No. Patients Sdwhqwvif rp sdwlyj| sdwhqwviThtxlilyj
Vg Gauivkq DvvH ghgtwr Vwxg |#cq#s rsdp th Ohyrgrsd
Djrqlw DjrgivwiP rqrwkhuds | +( W xssdp hqwiwlrg

L- Dopa vs ROP = 0
Rascol 2000, | 5years 179 29/179 (16%) ROP = 56/179 (31%)
(Requip 056) L-Dopa = 16/89 (18%)
L- Dopa vs CAB —
Rinne, 1998 5 years 211 761211 (36%) CAB = 135/211 (64%)
(Cabaser 09) L-Dopa = 98/208 (47%)
L- Dopavs PPX | 2years 151 48/151 (32%) PPX = 80/151 (53%)

L-Dopa = 58/158 (39%)

Rascol O et al: N Engl J Med,342:1484-1491;2000
Rinne UK et al, Drugs 1998; 55 Suppl. 1: 23-30

Parkinson Study Group:

JAMA 2000; 284: 1931-1938




DA Studies to Prevent
Motor Complications:
Key Adverse Effects (%)

FDOP 0SG HiHHHHHHHHHO T S4B 8 O HiHHHHHHE E V 1B < fiHHHHHHHS heo rshw

Dgyhuvhifivhaqwv P S [###O00G rsd UT SHHHHOG rsd##iF EV ##H0 0G rsd#iis huj ##00G rsd

Q dxvhd 6 9 17 HhHHAHG O 1: 6 < FHHHHHHHHG 5 6 : 17 #ifH6 5 15 7 3 HHHHHS 3

Vrp grdigfh 6 5 17 HHHHRAH : 16 5 5 HiHHHHHA 5 5918 -5 ; 17 - 6 TS

K daxf Idwlrg < 16 HiHHHHRRHG 16 4 - HHHHHHHHO 7 16 HHHHART 1; AR 3 HHAFHHS

Rascol O et al: N Engl J Med,342:1484-1491;2000
Rinne UK et al, Drugs 1998; 55 Suppl. 1: 23-30

_ _ _ Parkinson Study Group: JAMA 2000; 284: 1931-1938
*Includes sleep disorders and insomnia. Oertel et al. Mov Disord 2000 Suppl 2




Depressione
Malattia di Parkinson

Y Od#ghsuhvvirgh# BglvwxuerfisvikEri#sT
frp xghp hgwhidvvrf Bwridal#P Ho
Sdunvrg=su#ivht xhqg }d#o hgB#g#gf bhqg }d#

- sdul

a7 3 ( #udgjh 70: 3 (,

Fxpp jvik<<5,



Il sistema extrapirimidale

Alexander et al Prog Brain Res 1990



ITatt ar personalta, 0epressione e stato al
salute in gemelli monozigoti (6) e dizigoti (9) di

Olih#vdwlridfwhqg

V rf Haruhgwdwlrg

D fkhyhp hgwi#ruhgwdwlrg
Igk  IWwhgghvv

Ip sxorlyhghvv

D jjuhvvilhghvv
Vrp dwiE#frp sadwv
Khdak# rgfhug
Tudgnghvv

H {wudyhuvrg

Hp rwirgda

G hsuhvvIrg

V wdwhir itkhdavk
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4415

4 :16
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: 18 #
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33 7<#
318; #
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Heberlein INNP 1998



Strategie Farmacologiche nel
Trattamento per Depressione nella MP

DEPRESSION

_ i OH
X (5 nu). Cardiac effects Serotonin syndrome
(0.24%)

Chaudhuri Neurology 2003



Sertralina nel pazienti depressi con
malattia di Parkinson: miglioramento
della BDI senza variazioni
significative alla UPDRS

50,

404

304
p=0,03

204

10

BDI UPDRS
RA Hauser e TA Zesiewicz, 1997



SSRI e inibizione del re-uptake della
dopamina

K; (nM)

12000, 1100C

10000+
8000-

8600

60004 5300

4000 3050 280

20004 1700

260 179

. &\9’ . 0& . e&’ . y
g M & @4?@? 4"4’% ‘{y & 4 f Qdi’?

C Boden-Watson e E. Richelson, 1993



Demenza e Malattia di Parkinson

¥ Odi#ghp hqg }d#udssuhvhgwdiixgd#ghan#
frp sdfdqg}h#sxUivhtxhgwiighad P S#

¥ Sub di#p hg}rgh#gd#sduwh#g HI uhghulfk#
Ohz |#gho4 <56 #vx : 3 #d}hgwihvdp gdwl
8 7 #hudgrf#ghp hgwl+: : ( ,

¥ Qhdthsrfd srvwihyrgrsd#ilgf bhq }d#yduld#
wud#b4 3 ( th#b7 3 (



Rischio di Demenza nella MP

Y Vwxgrtargj wxglgdd#f dvr of rgwurar=

l 7H#ggl irarz #xs

¥ UlfkIr#g¥ghp hg}d 9#yrah A #fkh#ighalf#srsrd } Irgh#
frgwurar

¥ Idwwrulg Hulvfk Ir=

Aarsland D Neurology 2001



Parkinson ed Alzheimer
Realta’ clinica

giwxuer#frp sruwdp hgwdd

PS P SH. yduHqwhiDG #. DG
ghp hg}d daxfhd}Irgl frusHg¥ohz |
yvh

Galvin JE Arch Neurol 2001



Rivastigmina
Demenza con corpi di Lewy

Variazione media NPl score vs basale

P Jdrudp hgwr Basale 12 20 settimane

J

4 -

McKeith et al., Lancet, 2000




Donepezil e Indice Neuropsichiatrico

(NPI) Miglioramento in pazient
con Alzheimer medio-grave

f =
g = 00083

" p = 00005
n]
+I
£
= Climical
E , ;,,-*i improvement
P ‘} A ~ T
£ ke ~J —
E |::|_ -::-__-____TI.__.__ = = s = A — P Basel]ne
=
E 5 ] ~# Donepezil
W
- e Placebo Clinical

p decline

] ] I ] ] 1
0 4 8 12 18 24 Week 24
Study week LOCF

Donepezil n=138 130 114 124 118 1149 {138)
Macebo n=144 138 116 128 128 125 {144)

Feldman H Neurology 2001



Donepezil
Demenza con corpi di Lewy

Variazione media MiniMental score

30 -
25
o 20.3++
:
0 20 T
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Baseline Week 20 withdrawal 3 month
extension

Minnet et al., Int J Geriatr Psychiatry, 2003



Donepezil

Demenza con corpi di Lewy

Variazione media NPI

50 -
g 40 - 37.0°
8 N\
z 7N\
% 30 - V4 \ — DB
8 220 — — PD+DLB
= ~ /
e 20 - ~ 15{3,'; N\
e 21.0 -~ N
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©
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0 T :
Basaline Week 20 Withdrawal 3 month
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Minnet et al., Int J Geriatr Psychiatry, 2003



