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Disordini Cognitivi nella Malattia di Parkinson

|dentificabile settoriale 90%
grave 25%

Rischio X 3 popolazione normale
Incidenza 5% anno > 65aa

Prevalenza 15-40%



Bradifrenia
Disordine Disesecutivo . 19 % PD

Alterazioni delle funzioni visuo- ‘se S€nza
spaziali -~ demenza

Memoria (retrieval)

Apatia






Knigth & Grabowecky: Escape from linear time: prefrontal cortex and conscious experience

Cascata dei deficit prefrontali nelluomo
Primari

Deficit dei controlli inibitori
Deficit del riconoscimento di novita

Secondari
Distraibilita
Rumore di fondo interno
Ridotta attenzione fasica e tonica
Scarsa codificazione temporale degli eventi

Terziarl

Comportamento legato allo stimolo IB-UB
Insicurezza nelle decisioni
Perseverazione

Ridotta pianificazione e organoizzazione della meanor

Disturbo nella generazione di nuove idee

Disturbo di organizzazione temporale (passato, pneseuturo)
Disturbo di confronto di realta (reality cheking o mitoring)
Disturbo di creazione di ipotesi alternative (coerfictualscenarios)



Jonathan Franzen

Le correzioni

— Al?Cosa stai facendo ?

Si voltd verso la soglia dove era apparsa Enid. C ﬂmmﬂmi
una frase: — Sto... — ma quando veniva colro di sorpresa ugm
frase diventava un’avventura nella foresta; non appena pets
deva di vista la luce della radura da cui era entrato, si accors
seva che le briciole che aveva seminato per orientarsi erang |
state mangiate dagli uccelli, esseri che sfrecciavano silenzio-
si nelle tenebre e che luil non poreva vedere ma che si accal-
cavano cosi numerosi per la fame da sembrare tenebra lore’
stessi, come se l'oscurita non fosse uniforme, non fosse as-
senza di luce ma una cosa brulicante e corpusmlarc e in ef-
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Escape from Linear Time:
Prefrontal Cortex and

Conscious Eperience

Robert T. Knigth and Marcia Grabowecky



Rappresentazione dell’elettrodo per la stimolazicerebrale profonda

Perché ci sono disordini mentali nella Malattia diParkinson

» Tentato suicidio da elettrostimolazione

» Allucinazione da elettrostimolazione

» Riso gioioso da elettrostimolazione

» Disordine disesecutivo da elettrostimolazione

» Abulia o0 acinesia psichica da lacune del Nucleo leoolare
» Ipomania in lacune dei Nuclei subtalamici



Consensus guidelines for the clinical and pathologji
diagnosis of dementia with Lewy bodies (DLB):

Report of the consortium on DLB intranational workshop
(McKeith IG et al., Neurology 47, Nov 1996)

1. The central feature required for a diagnosis of DB is progressive cognitive decline of sufficient ngmitude to interfere with normal
social or occupational function.

Prominent or persistent memory impairment may not recessarily occur in the early stages but is usualgvident with progression.
Deficits on tests of attention and of frontal-subcuical skills and visuospatial ability may be espeally prominent.

2. Two of the following core features are essentiér a diagnosis of probable DLB, and one is esseatifor possible DLB:
a. Fluctuating cognition with pronounced variationsin attention and alertness
b. Recurrent visual hallucinations that are typically well formed and detailed
c. Spontaneous motor features of parkinsonism

3. Features supportive of the diagnosis are
a. Repeated falls
b. Syncope
c. Transient loss of consciousness
d. Neuroleptic sensitivity
e. Systematized delusions
f. Hallucinations in other modalities

4. A diagnosis of DLB is less likely in the presenas

a. Stroke disease, evident as focal neurologic sggar on brain imaging
b. Evidence on physical examination and investigain of any physical illness or other brain disorder sfficientg to account for
the clinical picture
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Systematic Review and Meta-Analysis Show
that Dementia with Lewy BodiesIs a

Original Research Article

Dement Geriatr Cogn Disord 2003;16:229-237

DOI: 10.1158/000072807

Visual-Perceptual and Attentional-Executive
Dementia

Daniel Collerton?

4Bensham Hospital, Gateshead, and PRegional Neurosciences Centre and “Walfson Research Unit,
Institute for Aging and Health, Newcastle General Hospital, Newcastle upon Tyne, UK

David Burn®
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Table 2. Discription of sludies included in systamatic roviaw

John Q'Brien®

Authors Yearol Dig- Clinical (O Quality Controls DLB ADVPD
E:Llll'i-:'-ln Bnoss :;T_:::TFI seare N Aape veArs 1 npe veErs
diagnosis mean 5D mean 5D mean A0
Camparisong with A
Hansan et al. [6] 1950 LBV P 4 9 748 5E
Saghal el al. [20] 952 EDLT C 1 I6 748 L3 w7807
Sughal el al [21] 1952 SDLT C 2 16 748 13 1w 78 17
Galkorway el al. [22] |92 SDLT C 1 16 748 L3 ([ T
Farsit et al. [23] 1993 LRY P 3 p
Sughal el al. [5] 1905 SDLT C 2 I6 748 52 9
Salmon el al. [5) 1996 DLRD P 3 5
Gitlasko el al. [24] 195k LBV P 4 13
snanalinghameat al, [25] 1986 LED C 3 16 754 14
Granalingham et al [7]! 1997 LRD C 4 2 73F Al 25
Walker el al. [26] 197 SDLT C 4 17
Shimomura et al. [27] 1908 DLBrc) C 3 52
Connar el al. [28] 1998 LBV P 5 23
Walker el al. [13] 2000 DLBich C 2 I 775 43 15
Calderon et al, [29] 2000 DLBrcy C 3 1T 683 53 9
Mo et al. [30] 000 D LB C 3 43
Lamton Ratph et al.[9] 2001 DLRic) C 3 15 715 i3 10
Ballard e al. [31] 00 DLBich C 2 35 738 T4 15
Alaetal [32] 2001 DLRic) P 2 n
[T ons with PD
Granalingham et al. [7] 19497 LBD C 4 7Ry Al 16 Thd 72 13 7146 B3
Diewnes et al, [34]° 1050 DLBie) C 3 I 4647 2 I &6d 364 o els 917
Mallow et al. [unpubl] 002 DLRic) C 2 2 T4 i oTh

I Gnunalinghamel al. [7 Jincludad both AD and PD groups.

O Walkera al. [13] reparted only variabili iy tmerefones inciudad in the variabilicy bul not in the elTect size analyss,

Diownis et al. [34] used two PO comparison groups: aany and e
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Fig. 1. Resuls olcomparnisons betwemn DLR
and comtrols, AD, and PD patienis oo fhe-
tors. @ = DLR compared to conlmls; & =
DLR compared 0 AD; & = DLR compared
tiv PO, Values are mean and 95% C1L
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Dementia with Lewy bodies

Improving diagnostic criteria

Clarol F. Lippa, MD; and Ian McKeith, MD

Editorial

17
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Cognitive Fluctuations in AD — LBD - VaD

NEUROLOGY 2000;54:1616-1624

Quantifying fluctuation in dementia with
Lewy bodies, Alzheimer’s disease, and
vascular dementia

M.P. Walker, PhD; G.A. Ayre, PhD; J. L. Cummings, MD; K. Wesnes, PhD; 1.G. McKeith, MD;
J.T. O’Brien, DM; and C.G. Ballard, MD

Abnormality of
electrocortical arousal

Figure 6. Continuous mean
EEG frequency brain map plot
(2-second epochs) across 90 sec-
onds (resting eyes open) in a
patient with dementia with
Lewy bodies (DLB) with severe
fluctuating cognition (clinical
FC score = 12). The pattern of
electrocortical arousal demonstrates an unstable, continually fluctuating rhythm of activation across the 90-second period.



Clinical Newrapharmacology
Vol. 26, Mo, 4, pp. 000000
i 2003 Lippincott Williams & Wilkins, Inc., Philadelphia

The Effects of a Cholinesterase Inhibitor Are Prominent in
Patients With Fluctuating Cognition: A Part 3 Study of the Main
Mechanism of Cholinesterase Inhibitors in Dementia

*Marco Onotry. *Astrid Thomas, *Diego lacono, *Anna Lisa Luciano, and TAngelo Di lorio

¥Department of Oncology and Newroscience, Institute of Newrophysiopathology, fDepartment of Medicine and Ageing,
Geriatric Unit, University "G IV Annunzio,” Taly
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- If cut-offs are based on LBD features only 46% of PD have features of LBD

- In this group cluster highest NPI, CAF scores, RBpositive patients



Registrazione polisonnografica di un paziente con RB
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FIG. La polisoonografia mostra la presenza di attivita diversi distretti muscolari (in particolare a

livello degli arti inferiori) durante la fase REMetlsonno in un soggetto con Malattia di Parkinson
Idiopatica ed RBD



Comella CL, Tanner CM, Ristanovic RIRolysomnographic sleep measures in
Parkinson’s Disease patients with treatment inducetiallucinations. Ann
Neurol 1993,34:710-714

Schenk CH, Scott RB, Mahowald MVibelayed emergence of
parkinsoniandisorder in 38% of older men initially diagnosed with idiopahtic
rapid eyemovement sleep behavior disordeNeurology 1996;46:388-393

Plazzi G, Corsini R, Provini F, Pierangeli G, Martinellilontagna P, Lugaresei
E, Cortelli P.REM sleep behavior disorders in multiple system atrohy.
Neurology 1997;48:1094-1097

Comella CL, Nardine TM, Diederich NJ, Stebbins Gleep-related violence,
injury and REM sleep behaviour disorder in Parkinson’s DiseaseNeurology
1998;51:526-529.

Boeve BF, Silber MH, Ferman TJ, Kokmen E, Smith GE, Ivnik Raki& JE,
Olson EJ, Peterson R&EEM sleep behavior disorder and degenerative
dementia Neurology 1998;51:363-370

Boeve BF, Silber MH, Ferman TJ, Kokmen E, Smith GE, Ivnik Raki$t JE,
Olson EJ, Petersen RBEM sleep behavior disorder and degenerative
dementia: an association likely reflecting Lewy body teaseNeurology. 1998
Aug;51(2):363-70.

Olson EJ, Boeve BF, Silber MHRapid eye movement sleep behaviour disorder: =
demographic, clinical and laboratory findings in 93 cass. Brain. 2000 Feb;123 ( .

Pt 2):331-9.

Boeve BF, Silber MH, Ferman TJ, Lucas JA, Parisi 8&sociation of REM sleep
behavior disorder and neurodegenerative disease magflect an underlying
synucleinopathy. Mov Disord. 2001 Jul;16(4):622-30.

Ferman TJ, Boeve BF, Smith GE, Silber MH, Lucas J/AsffSRadford NR,
Dickson DW, Parisi JE, Petersen RC, Ivnik Ré@mentia with Lewy bodies may
present as dementia and REM sleep behavior disordevithout parkinsonism
or hallucinations. J Int Neuropsychol Soc. 2002 Nov;8(7):907-14.

REM sleep behavior disorder
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Cognitive differences when compared with AD
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Prevalenza di LBD in Demenza

25-34% vs NIL < 1%

Operat
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information sheet

e;nentia with Lewy hodies (DLB)

ementia with Lewy bodies (DLB) is a form of dementia that shares characteristies with both
hedaner’s and Parkinson's diseases, It may account for 10 to 15 per cent of all cases of dementia
0 ol people. This information sheet outlines the symptoms of DLB, how it is disgnosed and

treated

What are Lewy hodies?

Lewy bodies (named after the doctor wh

identifid them i 1912) are tiny spheical protein
<in i

deposits found in netve cells. Their preses

brain disrupts the brain’s nomal Functioning

rupting the action of important chemical

messengers nchding acetylcoline and doparing
Lewy bocies ere also found in the brairs of

people with Pakinson's disease (2D),a progressi

neurological disease that affects movement. Some

people whoare inticlly ciagnosed with PD later go
on 10 develop a dementiz that closely resembles
DL3. Researchers heve yet to understand fully wh

Lewy bodies occur in the brain,

Dementia with Lewy bodies (DLB) is somesime]
referred to by other names, including Lewy body
entia, Lewy body variant of Alzhimer's discase,

diffase Lewr b

dy disease, cortical Lewy bod:
a cf Lewy body type. All
ne disorder

fiscase and senile demen

hese terms cefer to the

Symptoms

DL3 s a progressive disease. This means that over
time the symptoms will become worse. In general
DLB progresses at about the same tate as

Alzheimer's disease, typically over several years.
Peaple with DLB will ypically have some of the
symptoms o Alzheiner's ana Parkinson’s discases

ople who have DLB often experience the
memory loss, spatal disorizntaion and
culies assoctated vith

communicaticn d
Alzheimer's disease

o They may also develop the symptoms o
Packinsor's diseass, including slowacss. muscl
siiffness, trembling of he limbs, a tendency to
shuffle when walking, loss of facial expressisn

aid caunges in the strength and tone of the voice

Symptoms characteristic of DLB
here are also symptoms that are characterist
DLB. Peopl: with DLB may:

sience detailed and convincing visaal

of

mv”m nations, oftzn of people or animals.
« Fall asleep very easily by day and have restless.
disturbed nights with confission, nightmares and

hallucinations,
LI mcits Trattcct both e and women

equally. As with all forms of dementia, DLB s
mor pravalent i people over the age of 65
However,in certain rare ases people under 65 may

develop DL3,

sil
D) b
8
atia. The diagnosis s m il S
symptons, particularly visual hallucinations,
fluctuation end the presence of the stifness ard

wemblirg of Parkinson’s.
Wil s s mposan 0 n s

Jia)
b
sindl peag
ad Crtai

DLB and neuroleptics

Neuroleptics are streng trancuillisers usuelly given

: proer diagnosisis
\7\ B
have been shown 0 rexce

cascs of suspectod

5 of medication (see below).

to people with severe meatal heals \w problems, In
he past they have been prescriled go paple with

w
ghitiv
Vit o} cllandlishit harWlf not

line 084 Alzheimer’s

| A therels 1o cure for nus Recent

PDD
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Tipo LBD Tipo AD

Ing Definition
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This information sheet vas written by
Professor lan hcKeith
Department of Old Age Psychiatry

involve medication. Under no circumstances should

neuroleptics be prescribed as a substitute For good

quality care.

For people with DLB neuraleptics may be
particularly dangerous. This elass of drugs induce
Parkinson.like side-cffects, including rigidity,
immobiliy, and an inability to perform tasks or to
communicate, Studies have shown that when
preseribed for peaple with DLB they may cause
sudden death,

[f a person with DLB must be prescribed a
neuroleptic it should be done with the uimost care

A constant superiBion, and they shoydd B
o gy

T o lmn \H s @ i
M A 1ab) ’

appearing i el e e generic P

Institute for the Health of the Elderly
Neweastle General Hospital

siven first, followed by some of the common
proprictaty (drug company) names for that

particular compound

{ tivity

M apiTe (Zypreey
Promazine
Quetiapine (Seraquel)

Risperidone (Risperdal)

Sulpiride (Dolmaril, Sulpates, Sulpitil
Triflumperazine (Stelazine]

Arthe moment
research suggests that the cholinesterase inhibitor
drugs used 1o trea Alzheimer’ disease may also be
useful in treating DLB, although they are not yet
licensed for this use

Symptoms such as hallucinations may resond to
being challenged, but it can sometimes be ushelpful
10 try to convince the person that there is nothing
there, Itis then better to try to provide reassurance
and alternative distractions.

People who are experiencing rigidity
owing to parkinsonism may beneit from anti
Parkinson’s disease drugs although these can make
d confusion worse. Physiatherapy
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L’Ipotesi colinergica:

Maclean et al Int Psychogeriat 2001 - LBD

McKeith et al: Int J Geriat Psy 2000 - LBD
Lancet 2000 - LBD

Reading et al Mov Disord 2001 - PD

ma

Agitazione, confusione, allucinazioni, psicosi

Rivastigmina 5%
Eptastigmina 15 %
Donepezil 9%
Galantamina 8%



Vie colinergiche e Nucleo basale di Meynert Via colinergica pontina

nucleo basale
di Meynert

Ventricolo
laterale

Nucleo
caudato

Putamen

- ) anteriore

Nucleo basale
di Meynert

Chiasma
ottico

_}'@ — Locus ceruleus
g o~ —Rafe SHT NA (-
x '.

Acetilcolina (+)

Ac. glutammico (+) + Nucleus reticularis
» Pontis rostralis
e caudalis
Glicina (-)
J
Motoneurone



The Gr‘and H: ei T'rnee and Vllla Flora
Taormina, Ita_l_y

Professor Sube Banerjee Professor Harald Hampel
: avid Goldberg,(:entna Lo

Ph: 514 340 8260 eldr. 5116
Fax: 514 340 8295

howard. merﬂ(ow@mcgill.-ca pdadinet.dk szczudilk@heumrcm-u]kmkuwpl

Plrofossor Murat EI‘I‘II‘& Dr. Secundino Lopez-Pousa Professor Bruno Vellas
Istanbu Hospﬂal santa Caterina Hosﬁitel die Toulwse

Dr Howard Feldmarn
Um\tamly of British Galumbia

hans foersti@Irz fum.do

.da\rld.willeinsm@m nhs.uk







