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Parkinson disease

Prodromal fasen

Perioden fére en

klinisk diagnos
- av Parkinsons

sjukdom

Kan-men behéver inte
foregas av

Intermittenta motoriska
Icke motoriska symtom

Mojliga mekanismer
Vid dopaminbrist har
kvarvarande nervceller
utvecklat kompensationer:
= » —TH, tyrosinhydrokinas (x 3- 5)
o - Dopaminomséttning (x 5 — 7)

- Mer fria radikaler/oxidation
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MDS Clical Duagnostic Crteris 1o Parkinaon's Dissass Diagnoskriterier for PD

Ar INTE uppfylida i prodromal fasen

Nedsatt luktsinne

Efter CoVID pandemin inte ett
anvéndbart symtom eller kriterium
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Lag rekuens at utvecda

(o) PD med prodromal symtom, med
MDS Research Criteria for Prodromal Parkinson's Disease den for aldern forvantad:

sgragech o

We futimate the Prioe Probshility According tn
§¥eur Age imervale

& abien i chance ot 2 eyenr o4 el NOTMAI frekvens att utveckla
b et s D Vid en viss uppnat alder
r\f Lol of 25w @r hog, utan prodromal symtom

Fprodmenai penod, peevalence s 2 5%
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Revidering och ny upplaga 2019

Update of the MDS Research Criteria for Prodromal
Parkinson's Disease

A Web-based Medical Calculator for Prodromal Risk in Parkinsonism

Authors: Setastian H
Architectured by: Ch

1 PhD, Daniela Berg MD, Thomas M. Gasser MD, Honglel Chen MD, Chun Yo Msc, Ronaid B. Postuma MD, MSc
Yao
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A Web-based Medical Calculator for Prodromal Risk in Parkinsonism

Authors: Sebastian

10, Daniela Berg MD, Tho

1o ASc. Rorakd . Postuma MD, MS

Architectured by o 5
Prodromal PD Calculator (movementdisorders.org

Scores and Diagnosis
Total LR Threshokd Reauied for Probssble Prodrom P
180

Total Estimated LR:
0.018526143595459815

Estimated Probability (34}
0.0003779414692617218

Probiable Prodromal PO:

o 1o
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Comparing the Two Prodromal
Parkinson's Disease Research
Criteria—Lessons for Future
Studies

Ingen avgérande forbéttring av
Klinimetriska data

Av 516 prodromal fas patienter
-> konverering till PD under 3 ar
23-25st Mycket lagt sensitivitet fér sannolik prodromal fas (80% niva) — 1/3
Prediktivt varde 67% (2/3)
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Tillagg av genetisk riskfaktor

| S———|
A Remote Longitudinal Observational Study of
Individuals at Genetic Risk for Parkin: Disease

Ranchoe Rests

277 LRRK2 G2019S carriers

Gen-prenetrans / alder

24 prodromal PD
9 probable prodromal PD
20 symtomatiska — flest &ldre
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Likelihood rate for fenotypisk konversion
Fér REM sémns sjuka (RBD)

PSG pavisad RBD 130

pRBD (anamnes/frageformular)

Duts of 41 purscipanss were snslymd (Table 1. Within

nes converted o PD. As 6 were disgroned
ol data were svailable for 17 converters

The posive predictive value was low with wide confidence
imtervals for bosh crieria. The speuificey and negative prediceive
values were very high. Thase rsules an: seviar 1 the fndngs of
xbes cohon with 10 pears” folow-up® and mdcate thas even
i an eniched cobort at risk for neiodegenerative duseases
fowed 2 decade, the inchaion of markers more spesifc © FD
i necemary 10 detect indivicksla i thei prodcenal sege. Ths,

high Ekeliood raios, polysomn
YATSkan is nembed t0 increase the
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American Academy of Sleep Medicine.
International Classification of Sleep Disorders. 3rd ed. 2014 Tal, rop och skrik under natten

ar inte tillrackligt for RBD diagnos

REM s6mnsbeteende stérning (RBD)

(1) Upprepade episoder av
Utlevda drommar — beteende / vokalisering under REM somn
- med afi
- om inte dokumenterad: fdrmodad utlevd drém

Differential diagnostik till RBD

Icke REM sémn parasomni
(sémngang)
(2) Upprepade episode av REM sémn utan atoni enligt polysomnografi
- Utan dokumenterad REM sémnsfas utan atoni Obstruktiv sémn apné
- Provisorisk REM sémnsbeteende stérnings diagnos, pRBD
- Hogfrekvent tillstand 5.65 (95% CI = 4.29-7.18%) av befolkning | PMLS — period limb movements
during sleep (vanligt vid RLS)

Utlevda drémmar (utan atoni) narkolepsi
lakemedel — SSRI / SNRI Narkolepsi
Utlevda drémmar (med atoni i REM) narkolepsi RBD
lakemedel — SSRI / SNRI
jartligt
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The REM Sleep Behavior D
A New Dia

5 (yes) p — misstéankt RBD
Utredes vidare med PSG for definitiv diagnos

FABLE ). 00 Sreenieg Qarnlismmbr TABLE 3. Sensitivity and specificity of single RBDSQ items

pre RBOSQ  Semitivily  Specific

wem Hemdeat conn

[

0.00%)
0008

0.0005)
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Valdaion of 4 bew KEM sieep beliavioe disordee questionsaine (REDQ-HK)

Cut off <18/>19/100
Cutoff <7/>8/70
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% Hjérnligen « Skanes universitetssjukhus
Neurologiska En del av Region Skine

Kliniken-Lund

12



Exploring the Sensitivity of Prodromal Dementia with Lewy
Bodies Research Criteria

Jomeph R Phillips 13, [lie Matar b
Golenda M. Halliday 153 and Simon | €

s A, Dhgoets Mo

1/ 13 patients who would have satisfied the current
guidelines for probable pDLB transitioned to DLB after two
years
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Progression of clinical markers in prodromal }
Parkinson's disease and dementia with Lewy i
bodies: a multicentre study
L]
>1200 iRBD patienter
i
3 ars konvertering till PD/DLB ca 20% 1‘ |
k] § | ——
Kognitiva symtom — tillkommer fér DLB i -
endast 3
Hjartligt
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) prrmchip Luxos
Prodromal symtom som inte har nagot prediktivt varde:
- nedsatt luktsinne CoVID
- forstoppning  (definition:
daglig bruka av laxantia
varannandags tarmtdmning bestaende Gver tid)
mkt ospecifikt Samband finns — retrospektivt av PD patienter

mkt lagt

hég andel har haft langvarig forstoppning

Prediktivt varde av dem som har férstoppning

- depression mkt ospecifikt Mild/moderat depression — x 6-7 (dopaminbrist ?)
Svar depression ingen okning
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Kéanda genbarare

Tidigare lakemedelsbehandling

neuroleptika
antikolinergika
narkotika

Begransningar med begreppet “prodromal fas”- 2ndar parkinsonism

Smakairls sjukdomar — diabetes, hypertoni, hyperkolesterolemi, rékning

metamfetamin

amfetamin

MPTP och analoger

MME, Mangan-metkatinon encefalopati

Symtom utan dopaminbrist (SWEDD) annan atypisk DAT/PET scan

2023-11-20
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among community dwellers with and

The diffesence was malnly explainad by the quetiapine use, which
was the most commonly intiared antipeyehatic among people with PD
y. In addition o treating peychatic symproms, quetiapine is
used i off.Iabe] wreatment of insomunia. This offlabel use i relatively
Common 1o

PEyenone SYmpIOTE My De CRAUEARING (0 MCOPNTe a5
prosromal symptosms of PD simce they can oc 3 befoce the motor
symptoms and thue, they eannot be clinteally asoctated with the disg
Boeks of PD.

Tidigare lakemedel
viktig faktor som inte ar fullt kartlagd
i prodronal fasen / roll i utveckling

Neuroleptika
Anti-kolinergika

BMJ Journals

i
Notirology, Neurosurgets.
& Paychiatry Eo

TSI The cognitive decline was higher
Use of drugs with antichalines !
effectand impac: in those who had been taking
Parkinson's disease AA drugs (median decline on

MMSE 6.5 points) compared
with those who had not taken
such drugs

Jourmotof Newroloy,Newrosrgery & Pychity 2010;81125-129
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REviEw
Unexpected ("1)FP-CIT SPECT findings: SWIDD, SWEDD and all DAT
Baterring Roberts' . Barocs Phci’ - Fllpi Masiea™ 3. v Robartal
SWEDD: Scans Without Evidence of Dopaminergic Deficit Patients with a clinical diagnosis of PD

SWIDD: Scans With Ipsilateral Dopaminergic Deficit

exclude other atypical parkinsonisms

A negative DaTSCAN excludes a diagnosis of PD, it does not

SWEDD
3.6%  CALM-PD study
19.6% European FP-CIT study
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Nya begrepp — prodromal subtyper
Prodromal Parkinson disease subtypes — key to understanding heterogeneity

D Berg, P Borghammer, S:M Fereshiehneiad, § Heinzel, | Horsager, E Schasffer, RE Postuma

Noture Reviews Neurology volume 17, pages34s-361 (2021)

Possible subtypes of prodromal PD are

REM sleep behaviour disorder subtypes

brain-first and body-first subtypes

genetic subtypes and

biological subtypes.
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Nya begrepp - sjukdomsdefi

Proposal for a Biologic Staging System of
Parkinson's Disease

[S—
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Prodromal fasen av Parkinsons sjukdom

Av intresse endast som ingsbegrepp (inte fardig !
Patientgrupper med klinisk relevans — dar det finns ngt konkret att félja
Genbérare

PSG verifierad RBD
Asymtomatisk DA brist p4 PET
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