ACHALASIA ACTION SPECIALIST-LED PATIENT MEETING 7 November 2023
Research Priorities and a General Patient Q & A Session

Chaired by Alan Moss, Chair of Achalasia Action Charity

Specialist Panel included:

® Mr Majid Hashemi Consultant Upper Gl Surgeon and Medical Chair of Achalasia Action
e Mr Sacheen Kumar Consultant Upper Gl surgeon, Royal Marsden Hospital
e Professor Giovanni Zaninotto, Imperial College London
Also attended by Dr Nikhil Patel, Research Fellow and Dr Pranav Patel from Royal Marsden Hospital

The meeting consisted of two main parts: Firstly a discussion focussing on research which included a
summary and update of existing projects and a discussion of suggestions/ contributions from
patients. A poll was taken to identify patient priorities and these were reviewed by the panel.
Secondly a general patient Q & A session took place with questions submitted prior to the meeting
being put to the expert panel. Agenda as below:

Agenda

Brief summary of existing projects

Contributions from researchers

Suggestions from patients

Zoom poll on research priorities (there will be another more extensive poll later)
General Q & A

Sharing of zoom poll results

Finish

Review of existing research projects

For full details of the research projects reviewed at the meeting please follow this link to the research
section of the website:

https://www.achalasia-action.org/research-news/



https://www.achalasia-action.org/research-news/

I-PASS Study (International Patient Reported Outcome Measure for Oesophageal Achalasia
Symptom Score)

The I-PASS project, led by Professor Giovanni Zaninotto, is creating a questionnaire that will enable
patients to report the outcomes of treatment. It will be used by patients at or before their treatment
and again after treatment. The data will be used to understand, and drive improvements in, the
efficacy of treatments for Achalasia. Having a standardised, internationally available Patient Reported
Outcome Measures (PROM) is important to enable future projects to develop treatments and
improve care for people with Achalasia (for example, major funding organisations only support
projects where there is a PROM). The PROM will enable randomised control trials of future
treatments to have objective measurement of the outcome.

Medical Treatment of Spasms and Review of Medical Literature

Spasms and chest pain has been one of the most recurrent themes raised in meetings and in clinics
over the past ten years. It is one of the most difficult symptoms to live with, to diagnose and to
treat. Achalasia Action have been working with Stefan Antonowicz from Imperial College to support a
project looking at how we can treat spasms/ chest pains.

As Stefan was not at the meeting Majid gave an update, firstly confirming that it is very difficult to
treat spasms medically as there is nothing helpful in medical literature, and no conclusive studies etc.
Majid follows a principle of first ruling out obstruction and reflux but finds that there is a lack of
recognised researched treatments. There are some medical treatments such as nitrates but these
don’t work for many patients.

First stage of this project was a review of all the written material on achalasia - this has been
completed and is now being submitted for publication. It concluded that there was not much recent
or relevant written material on the medical treatment of achalasia and in particular there is nothing
useful on spasms/ chest pains.

Mapping Experiences of Achalasia

This PhD project is being undertaken by Melika Kalantari, supervised by Majid and Rosemary Lim
and Amelia Hollywood based at Reading University. She has just completed the first stage in which
she interviewed achalasia patients and documented their experiences of achalasia and how it affects
their daily lives. This identified significant gaps in the support and care of achalasia patients.

A positive outcome is that the published papers can help us get more support. Melika has also
developed a workbook for the use of achalasia patients.

Stem Cell Research

Conor McCann has completed a three year research project sponsored by a Derek Butler Fellowship
working from Guts UK to investigate whether the injection of stem cells into parts of the digestive
system can reinvigorate nerve cells. His study, again badly affected by COVID was centred on other
parts of the digestive system, but the principle might well also apply to the nerve cells that operate



muscles enabling peristalsis in the oesophagus. Conor is now working with Professor Paolo De Coppi
at UCL Great Ormond Street Institute of Child Health.

Though still theoretical this research looks promising and possibly the main hope for finding a cure or
better treatment. However it will be very expensive and is a long term project.

Sach commented that as it is very expensive we need to consider where we want to put our limited
resources. We need to consider what the research priorities are for the charity as some other
projects may give quicker wins for less investment.

OPERA

The OPERA study commenced in 2022 and aims to review cases of children with achalasia. It is being
undertaken by the Paediatric Surgery Trainee Research Network including Jonny Neville, Academic
Clinical Fellow, Paediatric Surgery, University of Southampton. He has 6 centres of study and looks in
detail at individual cases to see what works. He hopes to recruit more parents of children with
achalasia to contribute, and would like clinical centres to be reminded to submit cases.

ERNICA

This is a European Study in its very early stages, awaiting more information.

Additional Suggestions /Contributions from Patients re Research:

1 Time taken between first symptoms and diagnosis as reported by patients. If we know this range it
might help earlier diagnosis in all or some types of achalasia.

2. First signs of achalasia?

3. Can development of achalasia be prevented by early recognition? This is decades worth of
research in one question I'm sure but if we can recognise achalasia earlier then can we

stop the immune system causing it?

4. | was having symptoms for 10 years before diagnosis of achalasia type 1. Are there any studies
ongoing to improve awareness of achalasia and improving the diagnostic rate?

These suggestions all relate to investigating the advantage of early diagnosis and how we can
improve diagnosis:

Maijid stated that the average (median) time to diagnosis used to be 5-7 years but it is now much
earlier - 1-3 years. Sach Kumar commented that he believes there may be a lot of geographical
variation with some areas having long delays in diagnosis. He would like to see this mapped. Majid
considered this to be an issue for the medical colleges to review.

The key to improvement is raising awareness which is one of the key aims of the charity.

The increase in the POEM procedure has raised a lot of interest among specialists.

Patients do better if diagnosed and treated earlier, and this was thought to be an audit task rather
than medical research.

5. Ways to restart nerve/muscles working in the oesophagus.

This would be the aim of stem cell treatment - see the notes on Stem Cell research and Conor McCann



6. Tightening/narrowing baggy oesophagus

Is this a surgical technique that is possible? Majid doesn’t think so.

There are very few cases where major surgical intervention such as oesophagectomy are needed.
This surgery needs careful consideration and review/ second opinion and to be done in a centre of
expertise. Ensure all other options have been taken/ considered.

7. I would like to see research into cause such as previous disease or genetics so
as to prevent in future for others or reasons why?? DNA links?

There is no current evidence that DNA links are very pre-eminent

8. Research into any possible cures or reversal like Conor’s [Conor McCann’s] stem cell research; or
medications linked to other diseases. Neurological issues: although ours is neurological but of the
eccentric nervous system affecting digestive system such as through the vagus nerve connection
possibly or cervical spine manipulation which | have read has possible connections.

| was also reading about Alzheimer’s on a research paper where they think the neurons stop from
the gut upwards not the other way around from the brain first.

Held for later consideration.

9. I think my question I've always asked myself is ‘Why did this happen to me and what did | do that
caused it?’

This can be a natural line of thought with a rare and chronic disease but here is no reason to think
that achalasia has been caused by anything you have done

10 It would be really interesting to find out if there are links between achalasia and other conditions,
such as neurons not working elsewhere in the body. Could the event that triggered achalasia trigger
other conditions as well?

No definitive evidence on this - achalasia patients may have other co-existing conditions such as
gastroparesis but not necessarily linked causally.

However Majid sees a lot of achalasia patients with general gut dysmotility, eg constipation.
Giovanni stated that there might be common issues like the need for a change in diet or some other
connection. Gastroparesis could be connected but is difficult to measure, it’s a complicated disease.
Sach finds that patients may have other conditions, but the symptoms of achalasia often dominate
and the other conditions become secondary.

This is an area of possible research that could provide some useful information as all the panel
agreed it to be a difficult area. Majid suggested a possible link up with Anthony Hobson and the
Association of Gl Physicians on this.

11. What is the current state of research into the cause(s) of achalasia and is there any potential for
gene therapies to be used as a treatment or part of a treatment?



Giovanni Zaninotto commented that there is a European group working on the possibilities of gene/
stem cell therapy for achalasia led by Guy Boeckxstaens.

We will aim to invite him to a Zoom conference to speak about his research/ new hypotheses into
achalasia treatments.

12 It would be really interesting if they would discuss Achalasia in children
See Opera research project above

13 Obviously a main question would be to find a cure, but apart from that research needs to be
concentrated on what causes this dreadful condition!

14 Lastly, what can be done to find foods/things to help alleviate this condition when you have it.

The Zoom poll was launched at this point in the meeting - results recorded at the end.

Patient Q & A Session

Please bear in mind that answers need to be general rather than specific medical advice for the
individual patient

Q: There seem to be some places (in USA and UK) where people are given CT and/or MRI

scans to help diagnose achalasia. Is there an advantage of having these extra scans?

A: Not necessary for diagnosing achalasia but could be helpful if looking for / ruling out another
condition if clinically indicated.

Q: | have Type 2 achalasia and have undergone two rounds of dilatation, the first in June 2022 to
30mm and the second in May of this year to 35mm.

Unfortunately my lower sphincter has reduced in opening again as confirmed by barium swallow.
What would the experts advise? Should I try a further dilatation or should | accept that this will not
be long lasting and adopt for surgery. If the latter then what would they recommend?

A: Generally European guidelines state if dilatation fails more than twice you should go for a
laparoscopic myotomy with fundoplication or POEM, but this can depend on age. Multiple dilatations
can make a subsequent operation more difficult due to scar tissue.

POEM - related questions:

Q: Will it be possible at some point to include fundoplication as part of the POEM procedure?

A: Sach: Endoscopic techniques are evolving to undertake what has been done laparoscopically - eg
Transoral Incisionless Fundoplication — TIF. This is relatively new and some complications are starting
to show up. He would still recommend laparoscopic fundoplication



Q Is there any research into alternatives to taking long term PPIs after the POEM procedure
especially in terms of drugs that have fewer side effects?

Q How does reflux after POEM compared to after balloon dilatation?

Q Do people find that POEM stops oesophageal spasms?

Q How do | make a choice between a Heller's myotomy or POEM? What criteria should | look at to
make that choice?

A: All procedures cause some reflux but two well conducted trials now show that POEM is worse;
usually patients have less reflux with a myotomy + fundoplication.

Possible that POEM helps with spasms/ chest pain as myotomy can be performed higher up, however
evidence for this is not compelling.

Majid - there are no studies that look at comparable outcomes to be able to answer these questions
with confidence - this is why the I-PASS study is so important.

Majid wouldn’t recommend POEM for young people for this reason. A lifetime of reflux is damaging.

Reflux and belching

Q Why would | have so much belching and stomach spasms with Achalasia? | eat small meals - two
bites only that's all. Then | have this severe burning in my stomach.
A Should get this investigated in case it could be some other cause such as stomach ulcers

Q | had balloon dilation which worked for 10 years and | had POEM March 2023. Swallowing is good
but | have severe reflux issues though | am using 40mg Pantoprazole. Based on Bravo test | have
severe reflux readings, but after 6 months my endoscopy is normal. Doctors suggested to go for
ARMS [Antireflux mucosectomy] endoscopic procedure. Is it recommended to go for this one or 180
degree wrap via laparoscopic myotomy?

Also are there any good suggestions to control my reflux using different kind of medicines until my
procedure. | am following a low acid diet and sleeping inclined.

A: ARMS is an experimental procedure for bad reflux - panel do not consider it to be the procedure
of choice and wouldn’t recommend it - would rather go for tried and tested laparoscopic
fundoplication. There are a number of different PPl medications that might be worth considering.

Spasms

Q: | do suffer from spasms periodically which can last for many hours with no obvious trigger (for
me) Could any insight be offered as to what causes them? | have type 1 and on manometry my
oesophagus looked completely lacking in any peristaltic effort, so | don’t understand where the
spasms are coming from.

A: Manometry doesn’t measure vertical contractions in oesophagus and this could be a cause of
spasms. Could also be caused by obstruction or reflux so need to rule these out. Also consider other
causes for chest pain unrelated to achalasia - eg heart problems.

Lack of clarity about this topic is why this is an ideal research project



Long Term Effects

Q What is the long term effect on the achalasia patient regarding a decrease in stamina and
increase of anxiety and depression?

A Melika’s research paper tries to quantify this - it's available online; her latest paper will be
available. Also Amelia Hollywood has contributed to this.

Not understanding the disease and prognosis is a problem; this charity tries to help with this.
Resources for providing support are very variable and not coordinated - most hospitals don’t have
benign upper Gl dietitians or nurse practitioners.

There are things that can be done -

Stamina can be increased by increased nutrition, vitamins etc

Anxiety - can be helped with support, information, knowledge.

Support is is not uniform across the country.

Temperature of food and regurgitation

Q: Is there a reason why | find it easier to eat very hot or very cold food rather than those at room
temperature?

A: This isn’t common - usually people find room temperature better as it may be less likely to be a
trigger for nerve pain, and this would be more advisable to try first.

Q: How many times a day do people with achalasia vomit [?or regurgitate] on average?
A: Very variable due to severity on condition - if a lot, get investigated.

Multiple Conditions

Q Is it possible to have both dumping syndrome or gastroparesis as opposites? | get symptoms of
passing out & sickness after eating too much sugary stuff or liquid passing through quickly but also
feel my food from 6pm still in my stomach at 3am in the morning.

A Two different things - dumping syndrome is not related to achalasia. It is associated with insulin
spikes after finishing meals. Gastroparesis could be connected. Investigate your symptoms for other
conditions - eg diabetes.

Q. How common is the link between Achalasia and other conditions, such as Triple A Syndrome?
[Achalasia, Addison Disease, Alacrima — inability to shed tears]
A Very rare - the specialists present haven’t had any patients with Triple A.

Q. If someone had multiple diagnoses, (e.g., Achalasia, ADHD, Raynaud’s with possible Systemic
Scleroderma, Depression,etc), which kind of doctor should they be referred to for a
whole-picture assessment?

A These are very different conditions and not really related - probably need to see different
specialists - eg could see a rheumatologist for autoimmune investigation



Finding the right specialist

Q: | would like to find an experienced surgeon. How do | go about finding someone in my area?

A: Firstly, ask your GP for their advice. Most experienced Upper Gl surgeons are based in specialist
centres where treating cancer is often a main activity, but there may also be surgeons at a local
District General Hospitals who have a special interest in achalasia. Most diagnoses of achalasia
come from gastroenterologists, who sometimes conduct POEM surgery themselves, but the best
centres are those where gastroenterologists and surgeons collaborate to determine the best
treatment for individual patients. An internet search can sometimes indicate whether a surgeon has
a particular interest and experience in dealing with achalasia. And as a patient you are perfectly
entitled to ask surgeons how many operations of a particular type they have performed.

Cytosponge

Q: I'm wondering whether the Cytosponge test can be used for people with Achalasia to identify cell
changes.

A: No reason why it should not pick up cell samples from the lining of the oesophagus, if these were
relevant, in theory. In practice there is often food debris present in the oesophagus of achalasia
patients and this can make results less reliable

The Cytosponge test is in use at a number of hospitals to help clear the backlog for endoscopies. It
comprises a pill that is swallowed, and then, after the casing dissolves in the stomach, it is drawn up
with a string, a brush device collecting tissue samples on the way. With achalasia, the capsule may
not reach the stomach. It is designed to detect the TFF3 protein that indicates Barrett’s
Oesophagus, and the analysis of samples also detects the P53 protein that indicates a higher risk of
cancer. It is not designed to diagnose achalasia. For people who have suffered a lot of reflux it
might well be a helpful test to monitor their risk of Barrett’s Oesophagus. There is a slightly higher
risk of cancer amongst those with achalasia but this has been shown to be squamous cell carcinoma
rather than adenocarcinoma that is associated with Barrett’s Oesophagus. Cytosponge samples
might reveal squamous cell carcinoma when a pathologist recognises the signs of this from the
sample, but the effectiveness of Cytosponge against squamous cell carcinoma has not yet been
proved. In due course the small number of primary care clinics where Cytosponge is available will
hopefully expand but this will not help with diagnosis of achalasia.

Q: Isit possible that there is achalasia as well as a congenital stricture at the end of the oesophagus

A: One of the reasons for having an endoscopy is to find whether there are indeed any physical
obstructions like this that might affect swallowing. There is no reason why people with achalasia
should not have additional problems such as a stricture, however they are rare, especially
preoperatively as it is less likely that reflux would be severe enough to be a cause. Strictures are
seen more often after treatment if the patient has bad reflux. It is likely that clinicians would seek to
assess and deal with the physical stricture as the first priority rather than embarking on surgery for
achalasia when the true cause might be something else, like the stricture.



Zoom Poll - Voting on Research Priorities

The Zoom poll carried out at the meeting produced the following results:

1. Achalasia Research Priorities (Single Choice)
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Early / better diagnosis (4/37)11%

Finding a cure (7/37)19%

Connection with other conditions 5/

2. Untitled Question (Single Choice)

Thank you for attending this evening!

Here are some helpful links to our website:

For donations: www.achalasia-action.org/donate

For notes from earlier specialist-led meetings:
www.achalasia-action.org/meetings/specialist-led-meetings

Living with Achalasia:
www.achalasia-action.org/living-with-achalasia



