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Die Parkinsonnetzwerke auf einen Blick

Das sind unsere aktuellen Netzwerke

Q

Netzwerk:
multiprofessionelles
Versorgemetzwerk, das alle
Registrierungskriterien erfillt

Q

Online-Netzwerk:
multiprofessionelles Netzwerk,
das die interne Kommunikation
und Edukation vollstandig
digital ohne Présenztreffen
organisiert
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Telemedizinisches Netzwerk:
Netzwerk, das fur einen
definierten Teil des
Behandlungspfades
Telemedizin einsetzt, um
dadurch die Versorgung
spezifisch zu verbessem

Netzwerk in Entwickiung:
muttiprofessionelles
Versorgernetzwerk, das noch
nicht alke Registrierungs-
kriterien erfulit
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Region & Mitglieder
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Gemeinsam Fur Mitgliederbereich @
Menschen mit Parkinson

fur ein besseres
Leben mit Parkinson

Herzlich Willkommen, liebe Netzwerkmitglieder! Hier kénnen Sie
sich in den gemeinsamen Mitgliederbereich der Parkinsonnetze
Munsterland+ und Osnabrick+ einloggen. Fur weitere
Informationen zu unseren Netzwerken klicken Sie bitte auf die
Links weiter unten. Sie werden dann zu der jeweiligen Webseite
geleitet.

zum Mitgliederbereich p
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fir Parkinsonsyndrome
und Bewegungsstérungen

GRAFIK 1

Prodromal- | Frithes / Mittleres
Stadium Stadium

Erkrankungsbeginn

Depression Fatigue

Mild cognitive
Obstipation impairment

; Schmerzen
Hyposomie

Grad der klinischen Betroffenhei

Tagesschlafrigkeit

Fortgeschrittenes Stadium Spdtes Stadium

Posturale Instabilitat

Bliktuationsn und Gangstorungen

Axiale
Deformation

Dyskinesien
Dysphagie

Orthostatische

: Demenz
Hypotension

Blasenstérungen

Psychotische Symptome

[l Motorische Symptome
B Nicht-motorische Symptome

Auswahl motorischer und nicht motorischer Symptome mit Fokus
auf das fortgeschrittene und spate Stadium der Parkinson-Krankheit
Modifiziert nach Poewe et al, 2017

Erkrankungsdauer
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Stadien der
Parkinson -Krankheit:

Prodromalstadium

Fruhes/Mittleres
Stadium
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Claus und Warnecke. Perspektiven der Neurologie. Dt. Arzteblatt 06/2021. Ausgabe A13.12
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X @ A biological definition of neuronal a-synuclein disease:
~ towards an integrated staging system for research

Simuniet al. LancetNeurol2024; 23: 17890

Personal View I

A biological classification of Parkinson’s disease: & ®
the SynNeurGe research diagnostic criteria -

Hoglingeret al. LancetNeurol2024; 23: 198204

www.Kklinikumos.de



SynNeurGe valphaSynucleinStaging

Biological status

Genetic Parkinson’s disease*® G
Genetic predisposition for (i
Parkinson’s diseaset

Genetically indeterminatet G

Parkinson’s type synucleinopathy 5

disease§

Synuclein-negative Parkinson’s S

VvV VNV

Parkinson’s disease-associated N
neurodegeneration

Clinical status

Clinical signs and symptoms C

related to Parkinson’s disease
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Neuronal a-synuclein
disease genetic risk

Neuronal a-synuclein disease

>
>
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ent Disorders, Vol. 39, No. 2, 2024

Anchors

Genetic risk variants:
low (RY) versus

high (R") age-adjusted
risk

Stage 0: fully penetrant SNCA variant

Anchors
Fully
penetrant
genetic
variant
(SNCA)

v

Stages 1A and 1B: biomarkers of neuronal alpha-synuclein and dopaminergic dysfunction

Anchors
a-synuclein
pathology and
dopamine
dysfunction and

degeneration

Anchors

Clinical signs or
symptoms (non
motor or motor)
but no functional
impairment

Stage 3: slight Smgai

Anchors
Emergence and worsening of functional impairment

Hoglingeret al

. LanceiNeurol2024; 23: 19204
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Clinical sample Incubation Real-time reading Biomarker status Method of evaluation Sensitivity* Specificity™
- ) S Endorsed a-synuclein seed amplification assaysin ~ High High
CSF
S -
Recombinant < st Endorsed a-synuclein seed amplification assaysin ~ High High
£ k
CSF Olfactory : asyn » i Shin
Blood mucosa . '&& £ s Endorsed a-synuclein immunohistochemistryor ~ Moderate High
4 # B -0+ . & immunohistofluorescence in skin
b ¢
19000 ¢ 6% ThT s Investigational a-synuclein seed amplification assaysin  Insufficient evidence Insufficient evidence
- % neuronal exosomes from plasma
\ Brain __ Skin S Investigational a-synuclein seed amplification assaysin  Insufficient evidence Insufficient evidence
plasma or serum
-y Investigational a-synuclein seed amplification assaysin  Insufficient evidence Insufficient evidence

| |

Pathogenic seeds Fragmentation and
amplification

Exclusion criterion ruling
outS (eg, non-Parkinson's
disease synucleinopathy)

\ Exclusion criterion ruling
out S’ (eg, non-Parkinson'’s
disease synucleinopathy)

FIGURE1 |
ples act as seeds to convert recombinant a-synuclein into amyloid fibrils. The process is accelerated by cycles of agitation and incubation. Increased
temperatures and the use of beads can enhance this process. Fibril formation is monitored in real time by fluorescence of the ThT dye. Created with

Principle of the seed amplification assay (SAA) applied to aSyn. Small amounts of pathological aggregates present in biological sam-

https://BioRender.com.

Endorsed means that we propose the bit

although some seed amplification assays applied to the CSF and i

For S’ testing unable to differentiate
Parkinson's disease from multiple
system atrophy

For S' testing unable to differentiate
Parkinson'’s disease from multiple
system atrophy

submandibular gland

Elevated neurofilament light chain

Neuroimaging features of multiple system
atrophy (eg, characteristic changes in the
putamen, cerebellum, and pons)

forthe op

of the SynNi riteria.

hemistry or i

High for atypical
parkinsonism (eg, multiple
system atrophy)

Moderate

High for multiple system atrophy but low for
specific diagnoses (eg, also elevated in
progressive supranuclear palsy, but these cases
would be S in the absence of co-pathology)

High

ional means that the biomarker might be endorsed once more reliable data become available
(appendix pp 2-23). S'=a-synuclein positive. S=a-synuclein negative. *High sensitivity and specificity: >80%; moderate sensitivity and specificity: >70% and <80%; low sensitivity and specificity: <70%. iTo date,
escence studies of the skin purport to be able to distinguish between Lewy pathology (ie, Parkinson's

type synucleinopathy) and multiple system atrophy, further confirmatory evidence is needed and therefore additional exclusionary testing is recommended.

Table 1: Proposed research criteria for Parkinson'’s type synucleinopathy

A Systematic Comparison of Alpha-Synuclein Seed
Amplification Assays for Increasing Reproducibility

| Tiago F. Outeiro?34>6

Proposed research criteria for A
t I NJ A Y anuflanopatbyl JS

| Tuane C. R. G. Vieiral-2

Manuela Amaral-do-Nascimento! | Daniela F. Santos?

Annals of Clinical and Translational Neurology, 2026; 0:1-18 |1 3t 83§ NID S[dange @i dem n

https://doi.org/10.1002/acn3.70384
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Acta Neuropathologica (2025) 149:20 L 4ooj
https://doi.org/10.1007/500401-025-02853-y SOOJ: : 7
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Check for

updates
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A quantitative Lewy-fold-specific alpha-synuclein seed amplification
assay as a progression marker for Parkinson'’s disease

200

100

Alexander M. Bernhardt' - Sebastian Longen? - Svenja V. Trossbach® - Marcello Rossi* - Daniel Weckbecker? -

Felix Schmidt? - Alexander Jack' - Sabrina Katzdobler! - Urban M. Fietzek' . Endy Weidinger' - Carla Palleis’ -
Viktoria Ruf>® . Simone Baiardi*’ - Piero Parchi®’ . Giinter U. Hoglinger'> - Torsten Matthias®3 . Johannes Levin'?>.
Armin Giese?

100

(o))
o

Median Fmax [% av. plate intensity]

Median AUC [% av. plate intensity]

of | e e g I gt e WG

o

PD/DLBCON MSA PSP AD FTD PD/DLBCON MSA PSP AD FTD

Differenzierung Parkinso#Krankheit vs. atypische ParkinseByndrome
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ORIGINAL ARTICLE

Detection of neuron-derived pathological
a-synuclein in blood

®Annika Kluge, Josina Bunk,? Eva Schaeffer, Alice Drobny,* Wei Xiang,?
Henrike Knacke,! Simon Bub,? Wiebke Liickstéddt,* Philipp Arnold,® Ralph Lucius,*
Daniela Berg"' and Friederike Zunke*'

3062 | BRAIN 2022: 145; 3058-3071 A. Kluge et al.
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AntikOrper

npj | parkinson’s disease Perspective

Published in partnership with the Parkinson's Foundation a

httpsy/doi.org/10.1038/s41531-025-00886-4

Prasinezumab slows motor progressionin
Parkinsons disease: beyond the
clinical data

m Check for updates

Bin Xiao ®'?74 & Eng-King Tan ®"** (0

A post hoc subgroup analysis has suggested potential therapeutic benefits of prasinezumab, a
humanized monoclonal anti-a-synuclein antibody, in patients with rapidly progressing Parkinson’s
disease (PD), despite initial trials showing limited impact on primary outcomes. Caution isneeded due
to the retrospective nature of subgroup analyses, and potential confounding factors that may have
influenced the observed treatment effects in specific patient subsets. Critical considerations are
provided here for designing and implementing preclinical studies and clinical trials involving
monoclonal antibodies, suggesting that future research should prioritize refining preclinical models
and optimizing biomarker-based patient selection to reduce risks of false trial outcomes, eventually
advancing antibody-based therapies in PD effectively and safely.

npj Parkinson’s Disease| (2025)11:31
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BORSE
FRANKFURT

16.06.25 08:24:43
Roche bringt Parkinson-Kandidaten Prasinezumab in Phase Ill der
Entwicklung

BASEL (dpa-AFX) - Der Pharmakonzern Roche CH0012032048 wird mit seinem Parkinson-Kandidaten
Prasinezumab eine zulassungsrelevante Phase-llI-Studie starten. Dabei werde der Wirkstoff an Parkinson-Patienten
getestet, bei denen sich die Krankheit noch im Friuhstadium fortsetzt, teilte das Schweizer Unternehmen am Montag
mit. Im vergangenen Dezember hatte Roche mit dem Antikérper an sich einen Forschungsriickschlag in einer Phase-
lIb-Studie "Padova" gemeldet. Prasinezumab hatte darin zwar den primaren Endpunkt verfehit, gleichwohl aber einen
maoglichen Nutzen des Mittels bei der Parkinson-Krankheit im Friihstadium aufgezeigt.

Die Entscheidung, den Kandidaten nun in der Phase-lll weiterzuerforschen, basiere auf Daten aus der Padova-Studie
und den laufenden offenen Verlangerungsstudien der Programme Padova und Pasadena (Phase 1), hieR es nun.

Mehrere Endpunkte aus den Studien deuten demnach auf einen potenziellen klinischen Nutzen von Prasinezumab
hin, wenn es zuséatzlich zu einer wirksamen symptomatischen Behandlung im Frihstadium der Parkinson-Krankheit
eingesetzt wird.

Roche hatte im Dezember 2013 mit dem Biotechunternehmen Prothena eine Lizenz-, Entwicklungs- und
Vermarktungsvereinbarung fir monoklonale Antikdrper - wie beispielsweise Prasinezumab - zur Behandlung der
Parkinson-Krankheit geschlossen./hr/cg/AWP/niw/mis

www.Kklinikumos.de
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Prasinezumab

Prasinezumab selectively binds
aggregated a-synuclein

Aggregated extracellular a-synuclein
involved in synaptic loss and pathogenic
spread

ClinicalTrials.gov

klinikum®
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(] NcTo7174310

A Study to Evaluate the Efficacy and Safety of Intravenous (IV) Prasinezumab

in Participants With Early-Stage Parkinson's Disease

Conditions

Parkinson's Disease

Locations]
Fullerton, California, United States Los Angeles, California, United States
Palo Alto, California, United States Pasadena, California, United States

Show all 101 locations

0] nerorossoes

Prevent Cognitive Decline in GBA-associated Parkinson's Disease

Conditions

Parkinson's Disease

Locations
Paris, France Tlbingen, Germany
Brescia, Italy Milan, Italy

Show all 8 locations

www.Kklinikumos.de
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THERAPEUTIC ADVANCES in Hintergrund:

Neurological Disorders Original Research } } ..
Zentrale Insulinresistenz  istin
den pathophysiologischen

. . Ther Ady Neurol Disord Prozess der Parkinson -Krankheit
Efficacy and safety of glucagon-like ST involviert, GLP -1-Rezeptor -
peptide-1 receptor agonists in Vrsczsédzs 1 ceass Agonisten beeinflussen Inkretin -
Parkinson’s disease: a systematic J?E?ﬁﬁlﬁ?iﬁfﬂf’es _Flf.ezeptgr(ﬁn im geglrﬂé'lm

. . . e pournate: iermodell u.a. Reduktion von
review and meta-anal_ye?ls of ltandomlzed Entzandung, Hemmung der
placebo-controlled clinical trials Apoptose, Verhinderung

toxischer Proteinaggregation
Maria-loanna Stefanou"®’, Evangelos Panagiotopoulos, Anastasios Tentolouris, .
Aikaterini Theodorou( 2}, Georgia Papagiannopoulou, Athanasia Athanasaki, und Ste”t dySfunktlonaIe

Panagiota-Eleni Tsalouchidou, Melpomeni Peppa, Vaia Lambadiari, Spiridon Konitsiotis, Signalwege f(_]r Insulin Wieder
Annerose Mengel(lz), Georgios P. Paraskevas, Nikolaos Tentolouris h
and Georgios Tsivgoulis er.

www.Kklinikumos.de
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Gen und Zelltherapie

= wend TAGESSPIEGEL @ armetgen |
=WirtschaftsWoche 100 7 e A

Millionen betroffene Patienten Bayer vor
entscheidender Phase gegen Parkinson

Die Pharmaforscher von Bayer setzen auf Gen- und Zelltherapien. Die konnten
nicht nur Parkinson-Kranken helfen, sondern auch dem defizitaren Konzern.

Von Hannes Heine

BAYET . ] Handelsblatt
Millionen Parkinson-Kranke —
konnen auf diese Medika- So will der Konzern in die Top Ten
te hoff der Pharmaindustrie aufsteigen
m e n e o e n Der Pharmakonzern setzt auf riskante Zell- und
Gentherapien. GroBe Hoffnung ruht auf einem Wirkstoff
Bayer arbeitet an gleich zwei innovativen Therapien gegen gegen Parkinson. Er kénnte das erste wirksame Mittel

’ ! y ’ egen die Nervenkrankheit sein.

Parkinson. Eine davon wird nun beschleunigt getestet. 99
Helena Smolak

JUrgen Salz 22.09.2025 - 12:00 Uhr —

23.09.2025 - 10:48 Uhr

www.Kklinikumos.de
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Zelltherapie:Bemdaneprocel

Article

Phasel trial of hES cell-derived dopaminergic
neurons for Parkinson’s disease

V. Tabar~*“, H. Sarva®, A. M. Lozano®®, A. Fasano®™, 5. K. Kalla®®, K. K. H. Yu', C. Brennan',
¥. Ma™, 5. Peng”, D. Eldelberg™”, M. Tomishima", 5. idon", W. Stemple”, M. Abid",
A. Lampron'”, L. Studer*®* & C. Hencheliffa™"

hitps:/idol.org/101038/241586-025-08845-y
Recelved: 26 July 2024
accepted: 26 February 2025

Published enline-16 April 2025 Parkinson’s disease Isa progressive neurodegenerative conditlon with a conslderable
Open access health and economic burden'. It Is characterized by the loss of midbrain dopaminerglc
| ®|Check for updates neurons and a diminished response to symptomatic medical or surgical therapy asthe

disease progresses®. Cell therapy alms to replenish lost dopaminengic neurons and
thelr striatal projections by Intraseriatal grafting. Here, we report the results of an
open-label phase | clinical trial (NCT04802733) of an Investigational cryopreserved,
off-the-shelf dopaminergic neuron progenitor cell product (bemdaneprocel) derived
from human embryonic stem (heS) cells and grafted bilaterally into the putamen of
patients with Parkinson's disease. Twelve patlents were enrolled sequentlally In two
cohorts—alow-dose (0.2 millicn cells, n = 5) and a high-dose (2.7 million cells, n=7)
cohort—and all of the participants recelved one yearof Immunosuppression, The trial
achleved Its primary objectives of safety and tolerabilicy one year after transplamtation,
withno adverse events related to the cell product. At 18 months after grafting,
putaminal ®Fluoro-DOPA positron emission tomography uptake Increased, Indicating
graft survlval. Secondary and exploratory clinical outcomes showed Improvement or
stability, Including Improvement In the Movement Disorder Soclety Unified Parkinson’s
DHsease Rating Scale (MDS-UPDRS) Part 111 OFF scores by an averageof 23 pointsinthe
high-dose cohort. There were no graft-induced dyskineslas. These data demonstrate
safetyand support future definitive clinlcal studles.

Dopaminerge Neurone, die aus embryonale
menschlichen Stammzellen gewonnen wurden

. F @SN b
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“F-DOPA
PET

MRI MRI
(Baforg)
[

(Day 1) (3 months) (& months)

MRI MRI MRI MRI MR

(12 months) {18 months) (24 months)

Monthly assassments

the timeline ofimmunosuppression, menthly laboratory and clinical

Mean image of "®F-DOPA uptake (12 individuals)

Fig.3|PETimages of *F-DOPA uptakesignal in the striacum. Images of

the *F-DOPA PET uptake signal at multiple sections through the striatum,
presented asthe mean uptake of all patients (n =12 atall timepoints except at
18 months, for which n = 11). Images of *F-DOPA uptake were produced by
dividing each original PETImage by the occlpital count and then subtracting 1.
Formula:image of ®F-DOPA uptake = (PET Image/occipital count - 1).

¢ 2 OK (f SIxERNIREOANET {LASQIEG A TOR

Fig.1| The study design. Summary of thestudy design. Patientswere enrolled
sequentially Into alow-dose then a high-dose cohort. The diagramindicates

Cohort A: Low dose - 1 L 1 L 1 | l | l | l | 1 | l ! Voo b
0.9 million cells per putamen TV L e -~ - - ==, .
n=5s “,
Immunaosupprassicn B
regimen Follow-up period 2
Cohort B: High dose -
2.7 million cells per putamen
n=7v 12 months 18 months (reported here) 24 months 5 years
Transplantation Primary end points Secondary and Secondary and
into putamen Safety and exploratory end points  exploratory end points
tolerability Motor, non-motor Motor, non-metor

Safety and tolerability Safety and tolerability

assessments, and imagingstudies throughoutthe study. Ongoing follow-upis
anticipated for aminimum of 5 years.

Baseline 6 months 12 months 18 months

—— R PR

) v A
| ) (%) |

mass, lesion, and/or cellular
I Flair ke
baseline, 6 months, 1 18 month:

ebestseen

inthe lower
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Gentherapie: ABLOOS

RESEARCH ARTICLE

Intraputaminal Delivery of Adeno-Associated Virus Serotype 2-Glial
Cell Line-Derived Neurotrophic Factor in Mild or Moderate
Parkinson’s Disease 3

Amber D. Van Laar, MD," (& Chadwick W. Christine, MD,? (¥ Nicolas Phielipp, MD,® © Paul S. Larson, MD,* (A) (B) Basslliia 6 Months 18 Months
J. Bradley Elder, MD,® Aristide Merola, MD, PhD,” {2 Waldy San Sebastian, PhD,' Massimo S. Fiandaca, MD, MBA,’ 100 —
Adrian P. Kells, PhD,” Michael E. Wisniewski, PhD," and Krystof S. Bankiewicz, MD, PhD"®

80 -
Movement Disorders, Vol. 40, No. 7, 2025

e

>

o 60

o

5

%) (C) .

E 40 Baseline 6 Months
o

[

o

20 +

Viren (AAVjvermittelte intrazerebrale Transduktion
einer spezifische cDN&equenz zur Expression von GDNF °~

Mild Moderate

FIG. 1. (A) Mean (+SE) putaminal coverage. Mild cohort, n = 6; moderate cohort, n = 5. (B) Baseline and postoperative MRIs of infusion trajectories.
(C) MRIs highlighting a radiographic finding. Red circles on insets indicate hypointensity adjacent to the putamen.
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I Early motor fluctustions (wearing OFF) I g
Preteradie oonon
tage > 75 yrs
orfand cognene
MOt
Adpast L-DOPA+ Add DA agonist Add MAD-B |, (R agine or Add COMT-I (INT Add NMDA antagonist*® Add adenosine A2A
carbidopa or {orafransdermndl) Safinande; Soddne & second- or OPC: TOL s {AD5-5102} d R not gven antagonist (only in
benserazide (R.CR) i n0t given eoxdy Ene choxel  not given already sexond-ine choxe) Seexdy (onlkyin US) bapan)
or switch vs. (R
|

| l

|
Worsening of motor fluctuations: ol previous options, considering that amantodine is the only one thot
con improve both dyskinesic ond off-time, consider akso “on-demond” device-cided theropies
!
! | }

|_ssmiieors: || | et ] ey [ ey

Kok = |

\®) - -
£ 2t | severe motor fluctustions : consider “second-fine” device-aided therapies if no dementa |
" 1 | '
&-‘.\ H 1 O . : l—_..l Oy 10 320 270 75 yis ]
B ] [ o
R I e e | Bt
infusion continuous infusion | L e v - | IR st pagutghting. L —— -

Algorithm for treatment options for the management of Motor fluctuations,
from the early advanced stage to the appearance of troublesome MF in the severe advance®sttgklinesndicate treatments with lower levels
of evidence (to be considered with limitations, i.e. radiofrequency pallidotomy) or with few data available and still keteti§CLSI).

Fabbri et alNeurolTher. 2023 Apr; 12(2): 3e424;

Creative Commons Attribution (CC BY) license https://creativecommons.org/licenses/by/4.0/ .
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Research

JAMA Neurology | Original Investigation

IPX203 vs Immediate-Release Carbidopa-Levodopa
for the Treatment of Motor Fluctuations in Parkinson Disease
The RISE-PD Randomized Clinical Trial

Robert A. Hauser, MD, MBA; Alberto J. Espay, MD; Aaron L. Ellenbogen, DO; Hubert H. Fernandez, MD; Stuart H. Isaacson, MD;
Peter A. Lewitt, MD; William G. Ondo, MD; Rajesh Pahwa, MD; Johannes Schwarz, MD; Fabrizio Stocchi, MD; Leonid Zeitlin, PhD;
Ghazal Banisadr, PhD; Stanley Fisher, MD; Hester Visser, MD, PhD; Richard D'Souza, PhD

IPX203:
Phase 3 Studie

Figure 3. Change From Baseline in Good On-Time, Least Squares Mean

B IPX203
: I.l!:;gzt;ents IRCD-LD dose-conversion
dose-adjustment period Double-blind maintenance
IR CD-LD period (open label) Easeline period
12.54
12.04
= 11.54
o
E
=
= 1104 5
a i =
- o o
o E H
g 10.54 = E
3 S g
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Hauser al. JAMA Neurology. 2023
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Good on-time was defined as on-time
without troublesome dyskinesia.
EOSindicates end of study;

IR CD-LD. immediate-release
carbidopa-levedopa.
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i IPX203 ™
l T S |
Advancing the Treatment of Motor Fluctuations
in Parkinson’'s Disease with a Next-Generation Immediate-release (IR) granules Extended-release (ER) pellets
Levodopa/Carbidopa Formulation Enteric polymer:
, delayed disintegration
Fabrizio Stocchi® - Mathias Knecht - Ivan Marjanovic - Achim Wach - Jaakko Kopra® . : Mucoadhesive polymer:
Jaime Kulisevsky® Di"_':‘"d’_g" "";t E°'Y'“°" prolonged absorption*
b ki Sustained-release
polymer: slow release
—_ Drug core

LD (25% of dose) + CD (100% of dose)

Fast drug release

Rapid onset of action

Fig. 1 Modified-release formulation of IPX203 enables
sustained levodopa exposure for optimised PD symprom
control. Schematic representation of the IPX203 modi-
fied-release capsule, composed of immediate-release (IR)
granules and extended-release (ER) pellets. This novel for-
mulation enables both rapid onset and sustained levodopa

LD (75% of dose)

*Exact site and duration of absorption are unknown

Sustained LD plasma levels

4

Longer-lasting symptom control

delivery, resulting in prolonged therapeutic plasma concen-
tradions. The enhanced pharmacokinetic profile supports
improved control of PD symptoms, fewer motor fluctua-
tons and side effects, reduced dosing frequency, and poten-
tially better patient adherence and quality of life. CD carbi-
dopa, LD levodopa
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35 mg/140 mg 52.5 mg/210 mg 70 mg/280 mg 87.5 mg/350 mg
carbidopa/levodopa | carbidopa/levodopa | carbidopa/levodopa | carbidopa/levodopa

Fig. 1. IPX203 dose strengths. Capsules not shown to scale.

Table 2
Conversion table from IR CD-LD to [PX203 thar can be used in clinical practice.

1 Identify the starting IPX203 dose based on most frequent single IR CD-LD dose

Most freq g d starting Conversion to IPX203
IR CD-LD single dose IPX203 single dose
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350 10 6.2%

n=25/257
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2 Initiate patients on the above individual IPX203 dose TID. For patients receiving a
total daily dose of < 500 mg IR LD, initiate IPX203 BID.

2x per day 3x per day 4x per day

3 Adjust the dosing regimen to achieve oprimal balance of efficacy and tolerability by
minimizing “Off" time without causing troublesome dyskinesia or ather
dopaminergic side effects. IPX203 can be dosed two to four times daily based on

pationt revponte. Fig. 2. IPX203 disaibudon of dosing frequency during randemized double-blind period.

Abbreviaton: BID, twice daily; IR CD-LD, immediate-release carbidopa-
levodopa; LD, levodopa; TID, three times daily.

Hauser al. Clinical Parkinsonism & Related Disorders. 2025
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Fig. (2). Comparison of tavapadon and levodopa on motor activity in an MPTP-model of PD in nonhuman primates. Higher doses
of tavapadon (0.1 and 0.15 mgkg) led to an improved duration of efficacy versus levodopa. MPTP, l-methyl-4-phenyl-1,2,3,6-
tetrahydropyridine; PD, Parkinson’s disease. Adapted with permission from Young D, Popiolek M, Trapa P, ef al. ACS Chem Neurosci

Home > News > Journal Club 2020; 11(4): 560-6 [33]. “Copyright 2020 American Chemical Society. (4 higher resolution/colour version of this figure is available in the
electronic copy of the article).

Tavapadon als neue Therapieoption bei Parkinson

24. Mdarz 2026

Tavapadon, ein selektiver partieller D1/D5-Agonist, zeigt in zwei randomisierten Studien
vielversprechende Effekte bei frihem und fortgeschrittenem Morbus Parkinson. Sowohl
motorische Symptome als auch ,on-off“~Fluktuationen verbesserten sich signifikant.
Sicherheitssignale wurden nicht beobachtet.
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September 26, 2025

AbbVie Submits New Drug Application to U.S. FDA for Tavapadon for the
Treatment of Parkinson's Disease

e Submission supported by data from the Phase 3 TEMPQO program that demonstrated symptomatic improvement across the Parkinson's disease spectrum

s Positive results across all three Phase 3 TEMPO trials reinforce the potential of tavapadon, a novel selective dopamine D1/D5 receptor partial agonist, in Parkinson's
disease

» [fapproved, tavapadon will enhance AbbVie's leadership in Parkinson's disease by providing patients with a once daily oral treatment option

www.Klinikumos.de



Therapie von OffEpisoden bel Fluktuatione
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Algorithm for treatment options for the management of Motor fluctuations,
from the early advanced stage to the appearance of troublesome MF in the severe advance@stagklinesndicate treatments with lower levels
of evidence (to be considered with limitations, i.e. radiofrequency pallidotomy) or with few data available and still ketet&CL SI).
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Paradigmenwechsel: Gleichzeitige Behandlung von K|iNniKuU m"'
Off-Zeit und OftEpisoden OSNABRUCK

4%
A. Conventional Approach B. Treatment Paradigm Shift
“On-demand” OFF episode treatment “On-demand” OFF episode treatment
used later in the treatment paradigm used at the onset of OFF episodes

PD diagnosis PD diagnosis

Oral carbidopallevodopa Oral carbidopa/levodopa

Onset of OFF episodes Onset of OFF episodes

Addition of adjunctive 7 . 5
Adjust oral treatment that extends Addition of adjunctive Earlier addition of

carbidopallevodopa ON time Adjust oral treatment that “on-demand” OFF
(i.e, “ON-extenders”) carbidopa/levodopa extends ON time

(i.e, “ON-extenders”) SpeaUe Eapy

Later addition of “on-demand”
OFF episode therapy

Fig. 1. Two pharmacologic approaches to manage OFF episodes in patients with PD. (A, Conventional Approach; B, Treatment Paradigm Shift) PD, Parkin-
son’s disease.
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448

UPDRS part 1l

UPDRS part ili least-squares means

Fig. 1. Effect of on-demand therapies in motor symptoms. A) subcutaneous apomorphine, B) sublingual apomorphine strips. C) inhaled
LD powder. D) A comparison of the effect size (Cohen’s d) as compared to the placebo group in each of the studies. Note that there are
differences in the design of each of these clinical trials that should be taken into account while comparing them (see Table 2). Data adapted
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Individuelles On Demand

Assessment Klin | KU m"'

Wie guter | Wie Nebenwir OSNABRUCK
| Effekt? lange kungen?
effekt?
L-DopaTest 60 56% 120 Leichte
Minuten Minuten Ubelkeit
Inbrija 30 add OKg N 50 keine
Minuten Minuten _ _ _
_ AL L oA _ Wann Wie guter Nebenwirku
Kynmobi20 15_ ao0Saas 8Q keine Effekt? ngen?
mg Minuten Minuten
Ggt. |- ' - - L-DopaTest 30 63% 145 Dyskinesien
Apomorphin Minuten Minuten
subkutan — . _
Inbrija 15 aa OKg N40 keine
Minuten Qa Minuten
Kynmobi Kein Effekt Kein Effekt Kein keine
Effekt
Gdf. S.c nicht - - -

Apomorphin gewilnscht
subkutan



Medikationsdysphagie

npj | parkinson's disease www.nature.com/npjparkd

ARTICLE OPEN 7") Check for updates
Dysphagia for medication in Parkinson’s disease

Bendix Labeit ('™, Elijahu Berkovich?, Inga Claus', Malte Roderigo’, Anna-Lena Schwake’, Dvora Izgelov?, Dorit Mimrod?,
Sigrid Ahring‘, Stephan Oelenberg‘, Paul Muhle'?, Verena Zentsch', Fiona Wenninger‘, Sonja Suntrup-Krueger"z, Rainer Dziewas® and
Tobias Warnecke®

Dysphagia is common in Parkinson’s disease (PD) and is assumed to complicate medication intake. This study comprehensively
investigates dysphagia for medication and its association with motor complications in PD. Based on a retrospective analysis, a two-
dimensional and graduated classification of dysphagia for medication was introduced differentiating swallowing efficiency and
swallowing safety. In a subsequent prospective study, sixty-six PD patients underwent flexible endoscopic evaluation of swallowing,
which included the swallowing of 2 tablets and capsules of different sizes. Dysphagia for medication was present in nearly 70% of
PD patients and predicted motor complications according to the MDS-UPDRS-part-IV in a linear regression model. Capsules tended
to be swallowed more efficiently compared to tablets, irrespective of size. A score of =1 on the swallow-related-MDS-UPDRS-items
can be considered an optimal cut-off to predict dysphagia for medication. Swallowing impairment for oral medication may
predispose to motor complications.

npj Parkinson’s Disease (2022)8:156 ; https://doi.org/10.1038/541531-022-00421-9

Ordinale Skala Schluckeffizienz Schlucksicherheit
: Das Medikament wird beim ersten|Das Medikament wird geschluckt, ohne
0: keine s g ‘
LEERee Schluckversuch vollstdndig geschluckt, ohne|dass die Gefahr von Penetrationen oder
Beeintrachtigung | 5 )
sich aufzulosen. der Aspiration besteht.
Das Medikament oder Wasser gelangt
Das Medikament wird beim ersten Versuch | vorzeitig (vor auslésen des Schluckreflex)
1: leichte nicht geschluckt, lasst sich aber bei weiteren|in den Rachen oder verbleibt nach dem
Beeintrachtigung | Versuchen leicht schlucken, ohne sich|ersten Schluckversuch prolongiert im

aufzulésen. Rachen, ohne dass es zu einer Penetration
oder Aspiration kommt.

Das Medikament steckt vortbergehend im
Oropharynx fest und kann nur durch intensive
2: maBige Schluckversuche (25 Versuche oder zusatzliches
Beeintrachtigung | Wassertrinken) gelést werden und/oder es
kommt zu minimalen Auflésungserscheinungen
(Medikamentenbelag auf der Schleimhaut).

Das Medikament oder das Wasser dringt
in den Larynxeingang ein, wird aber durch
Schutzreflexe wirksam entfernt.

Das Medikament oder Wasser dringt in
den Larynxeingang ein und wird trotz
Schutzreflexen nicht entfernt.

3: schwere Das Medikament kann nicht vollstindig
Beeintrachtigung geschluckt werden und I6st sich teilweise auf.
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Gleichzeitige Behandlung von &#it und OfEpisoden:
Neudefinition von akut wirksamen Therapiestrategien
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Neurol Ther (2023) 12:1033-1049 1045
Early LEVODOPA ADJUNCTIVE MEDICATION ON DEMAND SURGICAL
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oS gk e alsBoosterzu verstehen, bei
der ein sehr schneller und
stabiler Effekt unter
Sehrins ¥ ¢ ' y Umgehung des Magen

Fig. 4 Treatment options for motor fluctuations from
carly to advanced PD incorporating on-demand treatment
[84-86]. CD carbidopa, CLES CD/LD enteral suspen-
sion, COMT catechol-O-methyltransferase, CR controlled

release, DBS deep brain simulation, ER extended release,
IR immediate release, LD levodopa, MAO-B monoamine
oxidase-B, NMDA N-methyl-D-aspartate, SC subcutaneous

Pahwaet al. Neurol Ther. 2023

DarmTraktes erzielt wird, so
dass eine OfPravention
erfolgen kann.
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Prodromal- | Friihes / Mittleres
Stadium Stadium

Erkrankungsbeginn

Depression Fatigue

Mild cognitive

Obstipation impairment

Schmerzen

Grad der klinischen Betroffenheit

Hyposomie
Tagesschlafrigkeit

Fortgeschrittenes Stadium

Fluktuationen

Dyskinesien

Orthostatische
Hypotension

Blasenstérungen

Spdtes Stadium

Posturale Instabilitat
und Gangstorungen

Axiale
Deformation
Stlrze

Dysphagie

Demenz

Psychotische Symptome

[ Motorische Symptome
B Nicht-motorische Symptome

Erkrankungsdauer

Auswahl motorischer und nicht motorischer Symptome mit Fokus
auf das fortgeschrittene und spate Stadium der Parkinson-Krankheit
Modifiziert nach Poewe et al, 2017
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Stadien der Parkinson -
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5-2-1-Kriterien: 5 x
Levodopa, 2 Stunden Off,
1 Stunde Dyskinesien

Spates Stadium

Hoehn & Yahr IV oder V
Im On und/oder < 50%
Unabhangigkeit auf der
Schwab & England ADL
Skala im On
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Therapie von Fluktuationen im fortgeschrittenen Stadium

Klinikum®

OSNABRUCK

Algorithm for treatment options for the management of Motor fluctuations,

el levels

of evidence (to be considered with limitations, i.e. radiofrequency pallidotomy) or with few data available and still keteti§CLSI).
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