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Founded in 2005, Cure 
Parkinson’s is a medical research 
charity that is focused on disease 
modification of Parkinson’s.

“The aim of Cure Parkinson's is to 
fund, facilitate and encourage 
research which leads to a cure 
for Parkinson’s, with urgency for 
people currently living with 
Parkinson’s”
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Up to the 31st December 2023, there were 171,308 reports in 
total and >82% were published since the year 2000.

There were 11,608 scientific reports in 2023 alone



1997
(Dolly, Diana, DiCaprio & DNA)



In 1997, scientists reported on an Italian family, of which 61 of the 574 members 

of the extended family tree had developed Parkinson’s.

The researchers found that genetic variations carried by these family members 

put them at a higher risk of developing Parkinson’s.

The variations lay within the alpha synuclein gene.





The early 2000s
The first decade of the new century 
was a gold rush of genetic sequencing:

 1998 – PARKIN

 2003 – DJ-1

 2004 – PINK1 & LRRK2

More than 80 genetic reggions 
associated with Parkinson’s

The early 2000s was a very busy period 
of establishing the biology associated 
with these genetic risk factors.



The 2010s
A better understanding of the biology 
associated with these genetic variants has 
pointed towards pathophysiology 
associated with Parkinson’s, as well as 
opportunities for therapeutic intervention.

For example, genetic variations in the GBA1 
gene are associated with reduced activity of 
the protein connected to this gene.

The 2010s was a period of drug screening 
and drug development based on the 
identified biological pathways.



The 2020s

And now in the 2020s, researchers, 
biotech firms and pharmaceutical 
companies are lining up clinical trials 
based on these newly identified agents.

And hopefully these more targeted 
experimental drugs will provide better 
treatment options for the Parkinson’s 
community in the future – ideally slowing 
the progression of Parkinson’s.



Alpha synuclein



Alpha synuclein has lots of 
functions inside of cells, 
including aiding in the 
communication between 
neurons.

But in Parkinson’s, the protein 
starts to clump (or aggregate) 
together for unknown reasons, 
and this is believed to put stress 
on cells.

Research has indicated that 
alpha synuclein aggregates 
may be passed between cells, 
providing a mechanism for 
disease progression.



If alpha synuclein is being passed 
between cells is a means of disease 
progression, researchers have 
proposed blocking this process as a 
therapeutic intervention.

One approach to doing this is using 
antibodies.

These are naturally occurring 
proteins and can be designed to 
target any protein.

So, the question was can antibodies grab alpha synuclein 
as it is being passed between cells? And would this slow 
down the progression of Parkinson’s? 







The researchers at Roche found no 
difference between their 3 study 
groups when assessing UPDRS parts I, 
II, & III…



The researchers at Roche found no 
difference between their 3 study 
groups when assessing UPDRS parts I, 
II, & III…

BUT, when they focused on just the 
motor component of UPDRS, they 
found that both treatment groups 
performed better than the placebo 
arm of the study.





https://www.researchsquare.com/article/rs-4232431/v1

The long-term extension 
study found stabilization 
of the motor component 
and patient reported 
outcomes parts of UPDRS, 
over 3 years of monthly 
treatment (with low drop-
out rates).

COVID



Roche is very quick to 
point out that much of 
this analysis is ‘post-
hoc’ and the extension 
study doesn’t involve a 
proper control arm. 

They also have 
another clinical trial 
(the PADOVA study – 
18-months plus follow 
up of 586 participants).

Completion date is 
Sept 2024. 

If you are interested in learning more about all of this research watch this video:

https://www.youtube.com/watch?v=sPh1KG9J4S0

https://www.youtube.com/watch?v=sPh1KG9J4S0


In 2023, we also had the publication 

of more data on the alpha synuclein 

seeding assay – offering the potential 

for a biomarker test for Parkinson’s 

(and associated conditions) which 

may aid the diagnostic process and 

help with future clinical trials.



UCB have been conducting an 18-month 

study to evaluate the efficacy and safety 

of a high and low dose of oral Minzasolmin 

(UCB0599) in 450 participants with early-

stage Parkinson’s (NCT04658186). The 

primary completion date for the study is 

April this year.

Small molecule inhibitors

Primary study: 

NCT04658186;

Extension arm:
NCT05543252

Antibodies have a hard time getting into the brain, let alone into cells, so scientists 

have been designing small molecule approaches that can get inside of cells and 

prevent the aggregation of alpha synuclein.



β-Glucocerebrosidase



GGase & GBA1-associated PD

About 5-10% of people with Parkinson’s have a genetic variant in their GBA1 

gene, which results in reduced levels of activity for a protein called GCase.

GCase is a lysosomal 

enzyme that is involved 

with waste disposal 

inside of cells.

Many people with iPD 

have reduced levels of 

GCase activity.

So, researchers have been 

looking for activators of GCase.



Ambroxol
A respiratory treatment being repurposed for Parkinson’s because it has been 

identified as an agent that can increase levels of GCase in cells.



Drug screening experiments 

highlighted ambroxol as a 

GCase activator.

Ambroxol has also been 

shown to rescue models of 

Parkinson’s.

This led to a Phase II clinical 

trial funded by Cure 

Parkinson’s, the Van Andel 

Institute, and John Black 

Charitable Foundation.



The “Ambroxol in Disease 

Modification in Parkinson 

Disease” (AiM-PD) study 

involved 18 participants, who 

were treated for six months 

with ambroxol (NCT02941822). 

The treatment (1200mg) was 

well tolerated, and elevated 

levels of Gcase in the brain.

Mullin et al 2020 JAMA Neurol



• Led by Professor Antony Schapira at UCL, this UK-based trial will 

determine whether ambroxol can slow the progression of Parkinson’s.

• This is a Phase 3, 2-year trial in 330 people with Parkinson’s, half of whom 

will have GBA Parkinson’s. 

• Primary outcome is to demonstrate an improvement on MDS-UPDRS I-III.

Ambroxol to Slow the 
Progression of Parkinson’s 
Disease: ASPro-PD 



GCase enhancers for iPD? 
Research has indicated that there is a reduction in GCase activity in the brain 

in normal aging.



Curiously individuals with idiopathic Parkinson’s have more reduced levels of 

GCase activity in particular areas of the brain.

GCase enhancers for iPD? 



Other GCase activator programs
There are a large number of biotech companies developing GCase activators 

for Parkinson’s:



GLP-1 receptor agonists
The second interesting insight of 2023



Athauda et al 2017

Exenatide
The diabetes drug exenatide 

has already provided 

interesting clinical trial results.

In 2017, the results of a Phase 2 

study found that motor 

symptom progression 

appeared to stablise over the 

48-week period of treatment of 

this diabetes drug (vs 

placebo).



In 2022, we learnt the results of the liraglutide study, which reported significant 

improvements in non-motor symptoms – adding to a body of research 

suggesting that this class of diabetes treatment could have beneficial effects 

as a treatment for some people with Parkinson’s. 

The Liraglutide 
Trial





Lixisenatide

The study involved 156 people, 

each within 3 years of their PD 

diagnosis, randomized 1:1 to 

12 months of Lixisenatide or 

placebo. 

The results show that the 

participants on Lixisenatide did 

not progress beyond their 

baseline UPDRS III motor scores, 

while the control group 

worsened by 3 points.



We are expecting the results of a 

Phase 3 clinical study of exenatide 

that has been conducted in the UK.

It was a 2-year study involving 200 

people with Parkinson’s taking 

place in six sites around the UK.

The results of this trial should be 

available in mid-late 2024.



There has also been a Phase 2 study in Stockholm, which has involved 60 participants 

who were treated for 12 months with exenatide (or placebo). The study included 

brain imaging analyses, and we are expecting the results in mid-2024. 



Additional research 
of interest



AskBio announced that 

their Phase Ib clinical trial 

of AB-1005 (GDNF gene 

therapy) in 11 patients 

with Parkinson’s disease 

meets primary endpoint 

(safety at 18 months).

Planning is underway for 

a Phase II trial to be 

initiated in the first half of 

2024.

GDNF



Adaptive DBS
Deep brain stimulation (DBS) is a 

well characterized advanced 

treatment for Parkinson’s. It involves 

stimulation of particular areas of 

the brain.

Medtronics has been developing 

adaptive DBS which involves 

recording brain activity and 

stimulating according to needs.

They have conducted a single-

blind, randomized crossover study 

of in 85  individuals with Parkinson’s. 

We are expecting to see results 

from this study in 2024.
Trial ref: NCT04547712



Exercise 

A recent clinical study assessed high-

intensity interval training classes 

three times a week over 6 months & 

found positive benefits in brain 

imaging outcomes.



Foslevodopa
The NIHR recently approved the use of 

Abbvie’s 24-hour infusion of levodopa-

based therapy for Parkinson’s.

It acts as a pump to steadily releasing 

levodopa into the bloodstream, providing 

a continuous supply of dopamine to the 

brain, and avoiding the ‘peaks and 

troughs’ of oral pills.







Currently, conducting a clinical trial is building a football stadium, playing one 

game and then deconstructing the stadium.





A conveyor belt – 

with a continuous 

supply of new 

experimental 

therapies – would 

be a better 

design







Regulatory 
approval



The consortium of Parkinson’s researchers, PwPs, care partners and other 

stakeholders are now collaborating in large working groups, planning out 

how to get this project started.

Treatment candidates have been selected, and now efforts are being 

made to secure funding.



• Encouraging clinical trial results from studies targeting different kinds of 

biology associated with Parkinson’s (such as alpha synuclein).

• A cough medicine (ambroxol) shows promise in elevating a PD enzyme

• Diabetes drugs are being repurposed for Parkinson’s with encouraging 

results.

• New GDNF gene therapy clinical trial

• Adaptive deep brain stimulation study results are expected.

• Evidence that exercise has an impact.

• The Edmund J Safra Accelerating Clinical Treatments for Parkinson's 

Disease (EJS-ACT PD) multi-arm, multi-stage platform is being 

constructed to speed up identification of disease modifying therapies 

for Parkinson’s.

Summary
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