Questions and Answers – January Webinar 

Why was the dose of Ambroxol of 600 mg was decided? As cough medicine it’s 75 mg slow release. Some with PD are taking a number of tablets obtained OTC to get to the dose as any chance of delaying progression waiting for results of trial may be too late.
Answer:
The ASPro-PD is a double-blinded, placebo-controlled phase 3 clinical trial, where Ambroxol is being assessed for its ability to treat Parkinson’s Disease. The dose being supplied to patients on the drug-arm is 1200mg of Ambroxol a day, in the form of 3x400mg tablets.
Why? 
A prior safety & tolerability study was performed between 2017 and 2018 to assess the safety of this dosage in patients. This was conducted by Professor Anthony Schapira and his research team at University College London, which ensured the medication at this dose had no serious adverse reactions in the patients. Laboratory and Clinical work combined pointed towards this dosage and dosing regimen for the clinical trial.

What happens after the six months of taking Ambroxol, in other words how long will it take to get the results please?
Answer:
The double-blinded, placebo-controlled phase 3 clinical trial (ASPro-PD) will run for two years. From here, it will then shift to an Open Label Study, which is a 6-month long study where you are on the medication (there is no placebo group). From this point, the data from study are processed and the results will be available from 6-12 months from the endpoint of the final patient from the Open Label Study. It is estimated to finish around 2029.

I’m awaiting confirmation of my place on the Ambroxol ACT-PD trial. Does this mean that I should NOT put myself forward for any other trials?

Answer:
After awaiting confirmation and you are unfortunately unable ineligible for the trial, you can put yourself forward for other trials. You cannot be on two trials at once, but it is your choice whether to be on a trial and what trial you would like to be on. 

Are there any trials running to help those with advanced Parkinsons.  Once the effectiveness of drugs wears off there are several options including Produodopa, gastric peg and apomorphine all of which have a huge impact on quality of life with such large pumps to carry around and problems with infections. Is there any hope of a convenient alternative to DBS?
Answer:
There is promise of a different treatment, known as focused ultrasound, which targets areas of the brain which are causing issues in the patient. There has been evidence of success, but it is still being tested for safety and effectiveness. This procedure is non-invasive unlike Deep Brain Stimulation (DBS), which requires surgery. 
New formulations of levodopa are becoming available, for example, the VYALEV / PRODUODOPA which is a subcutaneous (under the skin) pump that provides 24-hour long administration of the drug.

Why is a diagnosis of atypical Parkinson’s one of the exclusion criteria?
Answer:
Atypical Parkinson’s Disease is often quite different to Idiopathic Parkinson’s Disease through symptoms, progression, and treatment options. Due to these differences, it can be difficult to treat them with the same treatment protocols. 
There are new clinical trials opening up that focus on atypical parkinsonism diagnostics, such as PROSPECT-M-UK, which aim to improve methods to diagnose and track disease progression in patients.

Is Parkinson’s more genetic or other and am I correct in believing that most research looks at genetic variants? 
Answer:
It is difficult to determine the exact causes / origin of Parkinson’s Disease in individual patients. For example, the proportion of PD patients with GBA mutations is around 10%, which is higher than the proportion observed in the general public. However, having a GBA variant does not mean you will develop PD. 
The answer will be much more complicated, where environmental factors and genetics combined will play a role in the development of Parkinson’s Disease in patients. Due to this complexity, research assessing environmental influence and genetic influence are both being carried out, where some treatments in genetic research are being designed to target specific patients with specific genetic variants. This is in hope to create more personalised treatments to slow or stop the progression of Parkinson’s Disease more effectively. 

I am not clear - is LRRK2 a sub group of GBA1 or a separate risk factor. Are the two related?
Answer:
LRRK2 and GBA1 are different, but they work together in a system that breaks down improperly folded proteins within your cells. This is often why they are spoken about and researched together. In Parkinson’s Disease, variants in these two genes can prevent the body removing broken proteins that can then cause nerve cell damage in the brain.
Do you have any demographics of participants and diversity?
Answer:
We do have demographic information of participants, and it is something that is very important. Ensuring proper representation of the whole UK population allows us to understand the whole community and for treatments to be trialled on patients from all backgrounds. EJS ACT-PD is a clinical trial study that has worked hard to address this representation problem, enabling more accurate treatment results and how varying backgrounds could affect treatment results. Parkinson’s UK are working to find ways to better access underrepresented groups to improve representation in trial participation.

I am a Parkinsons patient so my main interest is the estimated time to treatment availability not so much the start line - so the trial presentations should also suggest when an outcome is being targeted for treatment availability subject to stage completion - does that make sense?
Answer:
Preparing for success is key in speeding the timeline from clinical studies to treatment availability. With regards to ASPro-PD, a drug that is already available over the counter, will require new manufacturing bases for its production and distribution if the phase III clinical trial is a success. Cure Parkinsons and Professor Anthony Schapira have discussed the next steps of this study if it is successful, where pre-emptive preparation allows teams to be very quick to provide the medication to all patients.
Unfortunately, drug research to drug success and its subsequent release takes a very long time. Whether it is a drug being repurposed Parkinson’s Disease or a completely new medication, it can take many years. Many research teams across the world are working together in the discovery of treatments to slow or stop progression of Parkinson’s Disease, where new potential treatments are being discovered and tested. At PD Frontline we collaborate with a range of clinical trials in parallel to tackle this issue.

What exactly is involved in genetic counselling?
Answer:
Genetic counselling is provided when a participant has been found to have a genetic mutation/variant. The participant will be told information about this variant, like its likelihood to have contributed to them developing Parkinson’s. They will also be counselled on how this may affect any first-degree relatives. The counselling call is an opportunity for the participant to talk through how they feel about this news and to ask questions about their PD. The participants are sent a genetic report following this which contains all the information from the call. This is also sent to their GP and clinician.



So I understand better, what % of the whole population tests positive for the GBA1 genetic marker?
Answer:
Less than 1 % in general. Around 11% of our PD Frontline cohort have a GBA1 variant.

When is the next webinar?

Answer:

We are pleased you enjoyed the webinar so much! We have not yet organised the next webinar, we tend to organise these as and when there are new updates to share with our everyone. We hope to make these more regular as we collaborate with more trials and studies.


Why is there alarming high number of Parkinson’s in Asian males in uk, is it lifestyle or environment or because of medical discrimination?
Answer:
Certainly we know that Parkinson's affects men more than women in the UK. We are much better now at collecting information about people affected by Parkinson's and with that we can ask what other factors are contributing to the development of Parkinson's.

What are the different types of PD you will use to home in on more personalised treatments?  How will we know which type we have and who will tell us?
Answer:
We are learning all the time about the biology of Parkinson's, be that genetic triggers (e.g. GBA and LRRK2) mitochondrial dysfunction, inflammation, lysosomal function, alpha synuclein aggregation. The biology can differ between individuals e.g. some with LRRK2 genetic forms might not have alpha synuclein clumps.

What if I already take some form of prostate medication such as Tamsulosin? Would that exclude me from EJS ACT-PD?
Answer:
Tamsulosin is okay but other similar medications may not be. However, this does not mean you would be excluded as you may still be eligible to take telmisartan, if so you would be randomised to either telmisartan or placebo (and excluded only from taking terazosin).

[bookmark: _Hlk219381188]Why can’t all of us take Ambroxol on a daily basis?
Answer:
The dose of Ambroxol in ASPro-PD is significantly higher than what is used to treat chest infections. Despite the very promising data so far, we still do not have definitive proof of its effectiveness. 
For these reasons, before Ambroxol can be safely administered in a clinical setting, we need to evaluate and prove that the high dose is safe and effective for use in Parkinson’s.

Are there any PD drugs for persons also with autonomic failure and severe orthostatic hypotension?
Answer:
Yes, there are several treatments for orthostatic hypotension and other symptoms of autonomic failure, these are designed to increase BP and limit the fall in those with autonomic failure. This should be discussed with your neurologist as they need to be prescribed.

Opportunities to engage with research into tremor dominant Parkinson’s?
Answer:
We do not work with any research specifically for tremor-dominant Parkinson’s currently, we do however offer participation into different trials for Parkinson’s through PD Frontline. Research opportunities can also be found on the Cure Parkinson website and the Parkinson’s UK website, and additional options can be discussed with your neurologist.







QR Codes and Links on next page
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QR Codes and Links:
Parkinson's Family Project:
ion.pdresearch@ucl.ac.uk 

PREDICT-PD:
www.predictpd.com/en  

Cure Parkinson's Webinar Series: Young onset Parkinson’s disease (YOPD) 28th January:
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 Cure Parkinson's Newsletter:
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Cure Parkinson's Research Opportunities:
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 JPR Registry:
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 Parkinson's Par-Con (PD Convention):
parkinsons.org.uk/par-con

Parkinson's Take Part Hub:
parkinsons.org.uk/take-part-hub
[image: A qr code on a white background

AI-generated content may be incorrect.]
 Michael J Fox Foundation Trial Finder:
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 EJS ACT-PD Interest:
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 LITE Interest:
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