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0:00
Hello, I'm Lindy Berkman and welcome everybody to the PLATO ACT4 webinar.

0:06
A little bit about me.... patient's interests.

0:11
I do things like make sure that patient information is in plain English and general things like that.

0:18
I'm a bit of an imposter, I have to admit, because I haven't had anal cancer but I have had colorectal cancer, a little bit further up the digestive tract, but there you go.

0:27
So and I've also had a six month course of chemotherapy.

0:33
So today we're going to hear from the team about the overview and objectives of the trial.

0:39
We're going to hear an overview of the results, and about what we call patient reported outcomes.

0:45
And I, I will also read a couple of stories from participants of the trial.

0:52
I've also been asked to mention at this point that there is a feedback form that I think might be given at the end.

0:58
I'm not sure exactly when, but that at some points the link is in the chat box at the moment.

1:05
Oh, good.

1:06
OK, great.

1:07
And I think now it's time, first of all, to introduce the team.

1:11
So who should we start off with?

1:13
Should we start off with you, Richard?

1:16
Thank you.

1:16
So, yeah, so thank you Lindy for the introduction.

1:19
So you've got a part of the team today because any clinical trial is a very large team team, including the patients that take part.

1:25
And Lindy, obviously a key component of that leading and steering the trial.

1:29
But I'm, I'm Professor Richard Adams.

1:31
I'm a doctor, I'm an oncologist. I treat what we call lower gastrointestinal cancers.

1:37
So that's the colon and the anus.

1:40
And I am one of what we call the chief investigators on this part of the trial, ACT4, which is one of the sort of clinical leads.

1:48
Again, it's it's very much about team here, but it's I'm delighted to be here able to help present some of the results back to you as well today.

1:55
All right.

1:56
Shall I pass over to the next one?

1:58
Lindy, is that best I'll go to?

1:59
I'll go to go to Mark next in terms of our presentation order.

2:04
Hi, I'm Mark Harrison.

2:05
I'm another oncologist like Richard and I, I appear to be the Home Counties representative at the moment.

2:11
So like Richard, I'm a GI oncologist.

2:14
I treat pretty much everywhere in the GI tracts and I, I work at a centre called Mount Vernon just outside London.

2:22
So moving on from there, I'd like to I think pass on to Alex.

2:25
Are you ready?

2:27
Yeah.

2:28
Hi.

2:29
I mean, it's quite a repetition because I I'm except that I'm based in Leeds, so I'm a clinic oncologist treating patients with rectal and anal cancer in Leeds.

2:40
And I was the patient reported outcome.

2:43
So the questionnaire lead for the PLATO trials.

2:47
So I'll be presenting that data today.

2:50
Lovely to meet you all.

2:52
I'm Sharon Ruddock, I'm a senior clinical trials research unit. 

2:56
I'm based here at the clinical trials research unit here.

2:59
I've been working in the trial management side of things for the PLATO trial and I'm also based in Leeds.

3:06
OK.

3:07
Today we're going to talk about what we call early localised anal cancer trial or the early localised anal cancer in the trial ACT4, and what we call the longer term results from that trial.

3:18
So at different stages through trial, we released different results when it was appropriate and the most final results we might call it were presented very recently at a big conference in Europe.

3:30
And it's nice to therefore be able to share some of that information with you now.

3:34
Next slide, there we are.

3:36
Thank you.

3:37
So here are some objectives what we're going to try and talk through, although we can expand outside this if you want to ask any questions.

3:42
So we want to really be able to present the key results from the trial in early anal cancer, allow you to ask questions, and really to get some feedback from you through that link that we've got there, which will inform what we call the lay summary.

3:56
So this is how we will be able to explain these results not only to yourselves or other people who participated in the trial, but actually because we feel some of the results of this trial will inform practise in the future.

4:08
Then actually we want to be able to share that appropriately with patients who might develop this the cancer and be potentially receiving this type of treatment.

4:16
So it will help inform them in a way so that they can make choices most effectively.

4:21
And also that sort of escalates that to reaching those wider audience, which is that that final component there.

4:26
Next slide.

4:31
So I'm going to pass it to briefly to Lindy because again, patients are very much at the heart of this individuals and she's going to talk to us a little bit about Rosie.

4:39
Back to you, Lindy.

4:40
Yes, thank you, Richard.

4:42
I'm going to read you a bit of Rosie's story.

4:44
It's possible that Rosie might be listening to this today, but anyhow, here goes.

4:49
So Rosie was diagnosed with anal cancer in 2019 when she was 61 years old.

4:55
She joined the PLATO trial as part of its randomised patient set.

5:00
Four years ago, Rosie started experiencing breathlessness and following tests with her GP, she was initially diagnosed with anaemia as a result of anal bleeding.

5:11
Rosie had attributed this symptom to a previously existing condition.

5:16
This is not uncommon for people to ignore instances of anal bleeding, sometimes believing it to be caused by other conditions such as haemorrhoids, piles, diarrhoea or Constipation.

5:27
But this is one of the few early symptoms of anal cancer.

5:31
So after a colonoscopy and biopsies, it was confirmed she had anal cancer and was referred to Saint James's Hospital.

5:39
Rosie was immediately interested in the possibility of joining a clinical trial, which she discussed with her attending doctor.

5:46
Rosie said:

5:47
"I've always been aware of the importance of clinical trials for improving treatment, especially for rare diseases like anal cancer.

5:56
It was made clear to me from the start that being part of a clinical trial would not compromise my care.

6:02
I feel so sure that my health remained the priority throughout the trial."

6:07
As part of PLATO ACT4, Rosie received the standard dose of radiotherapy across 5 1/2 weeks.

6:14
Because the trial was randomised, Rosie did not know which treatment methods she would receive when she signed up, but she also received the course of chemotherapy as a standard part of treatment for anal cancer.

6:27
Rosie said.

6:28
Two to three weeks into my treatment I really started to feel the side effects, particularly pain and fatigue.

6:35
By the 4th week I was no longer able to travel by train or drive myself to treatments.

6:41
Before I started the treatment, I was a really fit and active person.

6:46
That loss of independence and the constant exhaustion were a real challenge for me.

6:51
Rosie was declared cancer free in 2020 with a planned follow up for five years.

6:57
While she still suffers from long term side effects, the pain and fatigue faded in the weeks following the end of her treatment.

7:05
Rosie is still part of PLATO and continues to answer regular questionnaires to track her long term side effects and health.

7:13
She says.

7:14
Having been through the treatment for anal cancer, I fully appreciate how helpful it would be to have more options in care.

7:21
The possibility that future patients might not have to face as many side effects and have shorter treatment is really wonderful.

7:30
She goes on to say to anyone considering joining a clinical trial, my advice would be go for it.

7:36
Make sure your doctor knows you're interested, they know what options are available, and together you can decide if it's right for you.

7:44
Clinical trials allow researchers and doctors to find better ways to help people and it feels really good to be part of that.

7:52
So really just for those who are less informed about the wider context, because when one gets an individual cancer, it's actually you are there as an individual.

8:00
But obviously when we're looking at it as a speciality in terms of trying to define the best treatments and what we need to do this as a population, it's really useful to understand the the wider context one might say.

8:10
So anal cancer is not a common cancer.

8:13
It's in fact what we call an uncommon cancer in this sort of early stage setting.

8:17
We'd actually label it as rare as such, but definitely as uncommon.

8:21
So we have about 1500 people per year in the UK diagnosed, but it is estimated that this is increasing and that by 2035 this may be anything up to about 2 1/2 thousand people.

8:33
Over the last 20 years we've seen that increase particularly across the world and we've seen it particularly in women interestingly as well.

8:41
And women outstrip men by about 2:00 to 1:00 as far as this type of cancer is concerned.

8:46
Next slide.

8:49
So the, the cancer is linked to certain types of infection and particularly a viral infection called HPV or human papilloma virus, which is a, is a, it's a wart virus that we can get on our fingers, on our skin and various other parts of our body.

9:04
And we're all prone in the vast majority of the population in the UK well at some stage being exposed to this virus.

9:10
So it's not a bad thing to get, it's just a very common thing to get.

9:16
What we don't know is that why in some people that converts into a cancer and that's something it's very much still part of research and us trying to understand those things.

9:25
We do know that nowadays teenagers, both boys and girls are vaccinated against HPV if they wish to be vaccinated still voluntary and we are hopeful that in about 20 to 30 years.

9:38
So it's not a short term project that actually will see a decrease in both this type of cancer and a range of other cancers like cancer of the cervix and certain cancers of what we call the oropharynx or cancers that occur in the in the head and neck.

9:52
Next slide.

9:55
So when we talk about cancer as specialists and when we're trying to steer or guide the types of treatment that might be most relevant, we do a thing called staging.

10:05
We identify the stage of a cancer and often people know about the terms of a stage 1, stage 2, stage 3, stage 4.

10:12
Normally the higher the number, the more advanced the cancer is.

10:16
Now when we're looking at PLATO, or ACT4 in this situation, we're generally looking at the earliest stage disease. When we talk about it broadly with anal cancer, we can label them in a slightly more simplistic term, so advanced disease.

10:30
So somebody has advanced disease, we generally mean that it is spread somewhere outside the pelvis to the liver or the lungs or something along those sorts of lines, and that's often incurable.

10:42
When we talk about locally advanced disease, that's not the same, doesn't mean it has spread to other parts of the body.

10:47
It just means it's a fairly larger cancer that's arising in the back passage in the anus, and up to anything over about four to five centimetres.

10:57
And then we talk also about how it might have spread locally to some lymph nodes in the pelvis.

11:02
So our body's full of lymph nodes.

11:04
They're great for catching disease, infections, but also they're very important as far as cancers are concerned as well.

11:10
And local lymph nodes are found in the groin and also inside the pelvis near the cancer as well.

11:17
We have this next group which is called locally early disease, which is for smaller tumours in which we can't find any evidence of the lymph nodes locally being involved on the scans and images that we take.

11:28
And then we have a a final group which is locally very early disease, which is generally very small tumours, often removed or mistaken for a very small haemorrhoid and removed at a surgical procedure to deal with haemorrhoids for instance.

11:41
Next slide.

11:44
So this just a visual of what I've been talking about there.

11:46
So we've got on the top left hand side a very early cancer, that little blue dot that got magnified just in the very lower part of the bowel there where the anus is.

11:55
The slide below that, it shows it a little bit more advanced where those little blue dots have extended into those lymph nodes on the right hand side of the person and they're looking towards.

12:07
That's on our left as we look at it.

12:08
But there's also a slightly larger cancer, that blue area that's running up above the anus and up into what we call the rectum.

12:16
We then got at the top right hand side, now a big cancer, but hasn't got any lymph nodes.

12:23
So I've stepped back slightly here.

12:25
So the lymph nodes are all green, which in this situation is saying they don't have any cancer cells in them.

12:30
And then at the bottom underneath that with a picture of the liver in the purple, we can see you've got the example where the cancer is spread to the liver as well.

12:38
And that's called advanced disease in that situation.

12:41
Next slide.

12:44
So standardly with what we call locally advanced or locally early disease, we would use a combination of radiotherapy and this is a radiotherapy machine here and chemotherapy which consists of a one off injection at the beginning of treatment and then tablets daily, most frequently over the duration of the period of radiotherapy.

13:05
And that radiotherapy.

13:06
Takes 5 1/2 weeks or 28 treatments over 5 1/2 weeks.

13:10
So coming every day except for the weekends for that treatment and that's what we call the standard of care.

13:15
Next slide.

13:18
So then we talk about clinical trials and you heard in Rosie's story by Lindy about some of the importance of clinical trials and how from an individual or patient perspective, understanding about clinical trials and not being afraid of them is an important thing, but also how important they are in terms of developing better and newer ways of doing treatment.

13:36
So clinical trials, a research study where experts study, and in theory we're the experts, so apologies for that, where we study potential new treatments or treatment approaches, the treatments might be using drugs, devices, including things like radiotherapy machines or certain types of surgery, for instance.

13:52
Clinical trials must meet very specific standards and regulations.

13:57
And in fact, we have a central group called the MHRA, which comes to inspect to make sure that trials are run to a very high standard, both for the benefit and safety of patients, but also ensure that the quality of the data and therefore the results that come out from those studies are actually true.

14:14
And we're actually going to get answers that really help people in the future.

14:18
So the patient's well-being is central both by the regulators but also by the trials team.

14:23
And so that's our top priority.

14:25
Entry into a trial is entirely voluntary and you can leave a trial at any time you want.

14:30
So there's no compulsion for you to stay within a trial.

14:33
Next slide.

14:36
So this is a little bit of history.

14:38
So it's nice to fly a flag sometimes.

14:41
And the UK is fair to say globally has been a leader in the understanding and developing research in anal cancer.

14:48
As I say, it's an uncommon cancer, so it can be challenging in smaller countries to do this.

14:52
But the UK has been about the right size to actually deliver these trials and it's focused on this over the last 30 years.

14:59
So we looked through our trials portfolio.

15:02
We've got ACT1, ACT2, and then this collaboration which we've recently been doing called PLATO, which you'll see by our logo at the top as well, consists of three trials, ACT3, ACT4, ACT5.

15:13
We're very consistent in our numbering.

15:15
And then we've got a set, a trial I mentioned briefly at the end there called Corinth.

15:19
So ACT1 was a trial that reported in 1996, which is in locally advanced disease and early disease.

15:25
So we pulled everyone together.

15:27
So it hadn't spread beyond the pelvis, but it was confined within the pelvis and could include lymph nodes, small tumours, big tumours, everybody was in there at the same time.

15:36
What we identified there was that if we added chemotherapy, so that's both an injection in the back of the hand and at that time a longer injection through a pump to radiotherapy, we could half the risk of the cancer coming back afterwards.

15:49
So it cured double the number of people.

15:52
So that was a really good finding and that got taken up by the rest of the world and became a standard.

15:57
Then we did the ACT2 trial, which asked a couple of different questions, but again included all patients with anal cancer that was localised to the pelvis, whether that be very small or very big.

16:08
We had different chemotherapies that we were exploring.

16:10
I won't go into the details of that.

16:11
And we gave them a radiotherapy.

16:13
We looked also at the same time as the addition of extra chemotherapy after the radiotherapy is finished.

16:19
And for anyone who's been treated with radiotherapy to the pelvis, they'll know they're quite sore and tired after that.

16:24
So it's quite tough to then go on to further chemotherapy.

16:28
The study was important.

16:29
Now, we often say people end up saying, oh, it's a negative study, it wasn't important, but in fact, it didn't show any difference by doing these different things.

16:37
But that was really important because some places around the world had already started to implement these changes because they thought they were better.

16:44
And actually what this trial showed is that didn't improve things, but what it did do is add side effects and toxicities to patients.

16:51
So doing the study and finding we didn't need to do that was actually a really important finding.

16:57
Now come to PLATO.

16:58
So I'm going to talk about ACT4, but just for information, ACT3, and this was important around PLATO.

17:03
We divided as you saw in ACT1 and ACT2 we lumped everyone together.

17:07
But whatever size the cancer was in PLATO, we decided actually it was important that we knew the really small cancers did better than the than the ones that were more advanced in the pelvis.

17:17
So we decided to split them up into these three groups that I explained to you earlier.

17:21
1 is this locally very early disease, tiny tumours that often have been removed by a surgical procedure, even with us out knowing that they're actually cancer and thinking they're a hemorrhoidhaemorrhoid.

17:30
Then we've got ACT4, which we're going to talk about that, the results today, which is about locally early disease but without any lymph nodes involved.

17:38
And then we've got ACT5, which is locally more advanced disease in the pelvis, but evidence of lymph nodes being present within the pelvis, which had cancer in them also.

17:46
So the results of ACT3 and ACT5 are almost ready but haven't been presented yet.

17:50
So ACT4 was a little bit ahead of the other trials in terms of its results.

17:54
And so we're presenting those now, but we'll wish to also present the results of ACT3 and ACT5 both to the scientific and the clinical community and patients in the future as well.

18:04
I'm putting Corinth there as well, just because it is a current trial that's been running in in the UK and this is looking again the same group of patients and as in ACT5.

18:12
So those were the more advanced localised disease, which have a higher risk of coming back again.

18:17
And in this study, we've added an immunotherapy, a different type of drug to the combination of chemotherapy and radiotherapy that studies just completed recruitment.

18:27
But again, we don't have the results of that yet.

18:29
So we have to wait a little time before we have the results back.

18:32
Next slide.

18:36
So this is PLATO then and I've already said, PLATO and trials and ACT4 within PLATO, is all about a team.

18:43
So whilst we have chief investigators, we call them actually, none of this would happen without the team that happens around that and none of it would happen without the contribution that patients give in terms of their time and time of volunteering to take part.

18:56
So you can see the range of people here.

18:58
You've met myself and Mark and Alex, Alex leading the what we call the quality of life lead and patient report to the outcome measures component.

19:06
And she leads that across the whole of the portfolio of these trials.

19:10
Professor David Seabag Montefiore is also based in Leeds.

19:13
He leads the whole PLATO concept. So that's ACT3, ACT4, ACT5. 

19:15
And say Mark and I lead the bit that is just this study we're presenting to you today.

19:19


19:22
Lindy's the patient representative as was indicated and critically the Leeds Institute of Clinical Research and where Sharon and her team sit and all those people, data management, trial management, statisticians that you see on the right hand side are all based in Leeds and enable this trial to be possible and for the results to be to be able to inform practise in the future.

19:42
Next slide.

19:45
So I think Mark, I'm passing to you now, I believe it was so over to Mark.

19:49
Thank you very much, Richard.

19:51
So the when we started to put together these various trials and the split between different stages of anal cancer, there was some preliminary data that was available that suggested that the dose of radiotherapy that we gave to people with small cancers was possibly more than they actually needed.

20:13
So the question we asked with this particular trial was?

20:17
The people who have a small tumour, in this case less than 4 centimetres, can we give them a lower dose of radiotherapy and chemotherapy but give them the same benefit as one would expect with the standard dose of the chemotherapy and radiation.

20:35
And we discussed this.

20:38
Well, we discussed this quite a lot and came up with a plan whereby patients could be randomised with around 2/3 getting the lower dose of chemotherapy and radiation, whereas the remaining third had the standard dose of radiotherapy.

20:54
And so the statistics on that meant that we needed around 160 patients to see if the two arms were equivalent, to see if they were the same.

21:04
So really to answer the question is, is a lower dose of chemotherapy and radiation equivalent to the standard dose?

21:11
So next slide please.

21:17
And any trial that you do, you need to ask a question for which there is a valid answer.

21:25
And so we set things called endpoints.

21:28
These are these are what we want to see and the endpoint on this particular trial can be slightly difficult to understand, but effectively says if we give you chemotherapy and radiation, what proportion of patients remain free of cancer within the area that we've treated within the within the the actual pelvis itself compared to the group who were treated normally.

21:54
So that the fancy, the fancy term we use for that is loco regional failure.

22:00
So local means the actual cancer itself in the anus, regional means the lymph glands that go up from that cancer.

22:09
Now, now obviously if we spent our entire life just looking at that, we'd have to do lots of trials asking lots of different questions.

22:16
So we have other questions we'd like answering.

22:19
So obvious questions are, are the side effects worse, better or less depending upon the dose of radiotherapy and chemotherapy you receive.

22:30
So when one gives radiotherapy, you have acute side effects, side effects that happen during the radiotherapy, particularly towards the end of the course of radiotherapy.

22:42
But after time, as radiation carries on working, we'll start to run into other types of late toxicities.

22:48
And Alex will talk quite a lot about that.

22:51
So we're very interested to know if with the lower dose of radiotherapy, if the toxicities are obviously less than the standard dose.

23:00
We also obviously want to make sure that by giving this dose of radiotherapy, the cancer goes away.

23:08
So this is what we call the response rate.

23:11
So it's very important to us as as clinicians involved in this particular deeds, we want the cancer to go away.

23:19
We appreciate that sometimes no matter what you do, it won't go away.

23:22
But we want to be pretty certain that based on previous experience that we want that cancer to disappear.

23:29
We're also interested in other bits of where the cancer might go.

23:35
So we have something called disease free survival.

23:38
That is what is your survival before the cancer comes back perhaps somewhere away from the pelvis?

23:46
Progression free survival, which is kind of one of the others put in a similar kind of way.

23:52
Obviously, overall survival is very, very important, but but actually with a small cancer and that perhaps would be something that would take 30 years before we could even do that.

24:03
And I'm pretty sure my beard's gone white.

24:06
I'm fairly sure it would be very, very white by then.

24:10
I'm finally, we're very keen to have the patients experience.

24:13
One of the important ways we think trials will move forward in the future is having patients report the the outcomes, what they've experienced, what they've felt as their way forward.

24:24
And so Alex will again happily go through that all with us in a minute.

24:29
So next slide please.

24:33
Best thing about ACT4 I'd like to say is that all our mates put patients into it.

24:39
So what you can see is there was a pan UK entry into this particular trial.

24:48
So we have patients from Aberdeen all the way down to Exeter and Truro and places like that.

24:55
So people who treat anal cancer in the UK really bought into this idea.

25:00
They really wanted to be part of this particular trial.

25:04
And I think it's, I think it's testament to the way people we discussed it or the way we presented it that recruitment was so good.

25:13
And I think I should just point out recruitment carried on during COVID as well, which was a bit of a problem for us, but we we got through all that without much of A much of an issue.

25:23
Next slide, please.

25:26
So are there any anything anyone wants to ask at this stage, anything you want to know?

25:32
I do, he doesn't.

25:35
So the the well, the first one was I, I just wondered from that previous point is, is that because some people are more sensitive, some people are less sensitive?

25:45
Is that why you need to find such a large number of people to join a clinical trial?

25:53
That that's my first question.

25:55
My second question earlier on there was a slide about who the trial team are.

26:02
And then you've just mentioned lots, lots of hospitals recruiting patients.

26:07
So did those patients get treated at those hospitals or do they have to travel to the trial team's hospital?

26:15
So that's a really, if I answer question 2 before question one, if that's OK.

26:21
So actually across the United Kingdom, the number of people within each cancer centre who treat anal cancer is probably pretty small.

26:31
Big cancer centres like mine and Richard's have probably got two or three consultants involved, but some places only have one consultant and we and we've tended to follow a fairly standard path.

26:42
I think we we would know people who did things slightly differently.

26:45
And so each centre the patients were treated at that centre.

26:52
They there the way in which their radiotherapy was planned was actually put forward into a central database.

27:01
And I think both myself, Richard and lots of other other people involved in the trial just had a little look every now and again to make sure we were all doing the same thing.

27:10
So what this was, was a kind of UK wide I suppose for want of a better word protocol which people were able to follow and we were able to maintain, I wouldn't say a firm hand on the tiller, but just a gentle, A gentle touch every now and again if we thought they were going slightly.

27:30
The second question is the first question which I'm answering second is why do we need so many patients?

27:36
Well, we really need the patients because we need to do the statistics and the numbers are required to prove statistically that a lower dose is equivalent.

27:49
It's not inferior.

27:50
We use as the term we use this particular trial to the higher dose.

27:53
It's not so much about the genetic variation in response to radiation that we could, we could spend the rest of our lives discussing that and there have been national attempts to try and correlate that.

28:05
But this is really a question about statistics and the number of people required to show that one treatment is equivalent to another.

28:13
Should we move on, please?

28:15
Yes, right.

28:20
So what we're getting now into is that the bit more of the the nitty gritty, the granularity of this particular trial and we're starting off with with what the patient population looked like.

28:34
So what you can see on this slide is the division into the age of the patients and the sex of the patients.

28:42
So very briefly, pretty clearly you can see it divides into around 1/4 male and three quarters female for both arms, which is perhaps not surprising when you see what our our clinical patients are like out with the trial.

29:01
And also the average age, the average age was slightly low at the median age was slightly lower in the patients who had the standard dose of radiotherapy.

29:11
But but the range range from 38 years old to 87, which is very sporting or and on the reduced dose from 35 to 84.

29:23
But there is an interest, we have a bit of an interest in the management of patients perhaps as they become more mature, as they become older.

29:31
And so we have a bit of interest in the fact there is a slightly higher number of patients who are over the age of 70 who received the reduced dose of radiotherapy.

29:40
And that's an area I think that we can look at in the future to see how well they did.

29:45
Was there anything special or is there anything we need to look at further in more detail as we go on?

29:51
How can we Next slide, please, Sharon.

29:55
So here we are.

29:57
Here's the, here's the, I'm not quite sure what to call this, but this is the primary endpoint analysis.

30:02
This is the result of this trial.

30:03
And I think, but everybody involved in the trial, everybody bought the trials team, everybody involved.

30:09
This is the kind of most important bit of it.

30:11
So next slide, please, Sharon.

30:15
Well, what can I tell you?

30:18
I can tell you so that actually in terms of our primary endpoint, the endpoint that we which we wish to to see actually there is no significant difference between people who received the standard dose of radiotherapy and chemotherapy and those people who reduce the reduced dose.

30:36
And just so you're all clear, the reduced dose is in the third column.

30:42
We use the term reduced dose IMRT, just bear reduced in mind and you can see that's in the people who received the standard dose, 16% of those patients showed some form of failure either within the primary cancer or in the lymph glands around it compared to 12% of those people who received the the reduced dose.

31:07
So that's obviously very encouraging and I think fairly clearly demonstrates that the reduced dose of chemo radiotherapy is as good as the standard dose of chemo radiotherapy, at least something that we'll talk about more as we go forward.

31:27
Can I look at the next slide, please?

31:33
Richard mentioned that we have to be very, very careful.

31:37
There's no point in doing something that we give you, but we make you so unwell while we do it.

31:43
The value for it has disappeared.

31:46
And what we see here is the way in which we look at side effects of, of treatment.

31:51
We grade side effects really from 1to 5, where where 5 is dying.

32:00
But but one is something you know, it's happened, but it doesn't really worry you.

32:04
2 again is a side effect that you may experience, but it's easily manageable.

32:09
We can manage it for you.

32:11
Grade 3 is 1 where you may need to come into hospital.

32:16
Grade 4 is 1, which we get really, really worried and we have to run around being worried about you.

32:21
And grade 5, as I said can result in death.

32:25
And so I can reassure everybody, we had no deaths on this trial.

32:29
But if you look at our toxicities, you can see that those patients who had well practically all the patients, around 90% of patients the standard are got some form of side effects slightly reduced on the reduced dose in terms of severe side effects, what we would call grade 3 or 4, then a slightly increased number of patients on the standard, the slightly extended dose of chemoradiotherapy had it when compared to the reduced dose.

33:00
And that's in terms of in terms of acute and immediate side effects.

33:06
That's encouraging.

33:07
So that's, that's good news.

33:08
We can we can perhaps give this treatment with fewer severe worrying side effects.

33:14
The next slide please.

33:19
So if you've got a cancer, what you really want to know is that has that cancer gone away and that, that response to treatment that that shrinkage that of the cancer to nothing.

33:38
Well, that can be done in lots of ways.

33:40
But, but possibly the best way is actually to do a special scan, an MRI scan done at three and six months, because we don't necessarily expect the cancer to go the second you give them radiotherapy.

33:54
We, we, we, we'll give you up to six months.

33:56
We know up to six months after the radiotherapy is finished, the cancer can still disappear.

34:01
So what we're looking at on this particular slide is the response, a complete response, the complete absence of the cancer at six months.

34:11
And I said it slightly earlier on, there will always be some people who who we do not see a response in, but we expect that response to be at least over 80%.

34:23
We expect at least 80% of these patients to have the cancer to have gone completely.

34:28
And what you can see here is that those people treated with the standard dose have around an 87% chance of no visible cancer on the scan of the six months and around 92% of those people treated with the reduced.

34:44
So broadly equivalent in lots of ways, but it shows that both treatments are effective in eradicating the cancer at the primary site and that's important to know as well.

34:58
OK, next scan, please.

35:00
Next, next, not next scan.

35:01
Next slide please.

35:04
Right.

35:05
Disease free survival.

35:07
This is I said we talked a very little bit about this.

35:10
This is not coming back in the where the cancer originally was or coming back in the surrounding lymph glands.

35:17
It's cancer coming back anywhere in your body.

35:20
So recurrent and we call this disease free survival.

35:24
That's the time between your original treatment and cancer coming back anywhere.

35:29
So next slide please.

35:34
Unsurprisingly, the number of people who experienced what we call a disease free event, the number of people whose cancer came back anywhere, it's small, it's very, very small.

35:48
And effectively what we can see is an around 18% of patients on both arms and both of the the lower dose of chemotherapy and radiotherapy and the standard doses around about the same about 18%.

36:05
And then that fits globally with previous studies of the treatment of anal cancer.

36:11
It fits with also personal experience and things like that.

36:14
So that that's that's good.

36:18
What this is however is just saying the cancer came back.

36:21
It's not that you then subsequently die of it.

36:25
This is just saying the cancer has come back because there will be lots of other ways to manage those particular problems and to deal with patients.

36:32
So next slide, please.

36:37
Obviously, I think if you've got any form of cancer, you'd be a bit worried about what am I going to look?

36:44
What's my overall survival?

36:48
It's a tricky one.

36:49
It's it's, it's the obvious answer, but, but actually possibly there are so many variables from the beginning to this that you have to be just be a little bit wary about it when we start to quote it.

37:01
But you look at the next slide.

37:05
So we talked about overall survival.

37:10
Here they are here, here are the numbers.

37:13
The unfortunately, and if you think about this, this makes sense.

37:18
There will always be other causes of death out with the cancer you were treated for.

37:25
So actually you can see on this in terms of our overall survival, the patients who died who were in the trial, the majority of them by a long way had death unrelated to anal cancer.

37:37
It's nothing to do with anal cancer.

37:38
It was just part of, I suppose, life's rich tapestry in that regard.

37:44
The deaths actually referable to anal cancer were very, very small.

37:48
There were three in the reduced dose and one in the as a standard dose.

37:54
None of them, no patients died because of the way we gave them their treatment or acutely from their treatment.

38:01
But that's what our survival isn't.

38:03
As such, I think it's a, it's a nice thing to look at, but I don't think it really offers you or us much more apart from telling us a little bit of an education about life.

38:14
So next slide, please.

38:16
So I have the pleasure of presenting the patient reported outcome data for the trial summary.

38:23
Excellent completion rates, wonderful job.

38:27
This is despite COVID as well.

38:29
So we did actually pause questionnaire collection for a short period of time, which mainly affected ACT5, the other trial you've heard about, but really, really fantastic completion rate and you should all be extremely proud of yourselves and for all the teams locally who helped us achieve such wonderful results.

38:48
So the global health score is a measure, it's an overall quality of life score.

38:54
And the physical functioning one that is shown on the other side of this slide is an understanding about physical activity levels and being able to get out and about to and to carry things in self-care.

39:08
So you'll see that these graphs at the top doing really well is on these graphs is right at the top and doing not so well is at the bottom.

39:19
And you'll see here that there's a little dotted line on there.

39:23
And that dotted line is showing what the general population, so a non-cancer population, and how they report on their quality of life  and physical functioning on the other side.

39:35
And what I hope you can see is actually all the people taking part in the trial, even though they had anal cancer, were doing pretty well, actually had a really good quality of life at the beginning of their trial.

39:46
But as you all know, going through anal cancer treatment is pretty tough.

39:51
And so by the end of the study in, but on both of the different graphs, people felt their overall quality of life was a bit reduced, but actually and also their physical function, so their ability to carry out normal activities of daily living was a bit reduced.

40:07
But actually this really quickly recovered by six weeks.

40:11
That's pretty amazing.

40:13
Like yes, it's a tough treatment, but patients are feeling really pretty good by the end.

40:18
But by 6 weeks and actually both of the arms were very, very similar.

40:22
So there was no real difference in between the two arms.

40:27
So it's really these.

40:29
So I've gone through in a lot of detail on this slide, but then other slides I don't need to explain hopefully quite so much.

40:34
So on to the next slide.

40:38
And what I meant to say on the other slide that the hazy lines mean that there was a spread of different patient results, but the average score is the main line, apologies, and that a change of over 10 points.

40:51
As you can see, there's definitely a change of over 10 points in these ones at the end of treatment.

40:57
It shows that there is what we call something that we would reckon all recognise as something that's impacting quite a bit on patients lives.

41:04
So we wouldn't just put it down to sort of, you know, a variation on a day-to-day.

41:09
So here you can see role function and social functioning.

41:12
Now, these questions are incredibly sensitive to cancer treatment.

41:17
You can see there's a much bigger drop at the end of treatment in both of these.

41:22
And and that's because having anal cancer treatment massively impacts your ability to carry out your normal activities.

41:30
So and it actually takes a lot a little bit longer for these normal activities to get back to normal.

41:36
It takes until the six months time point for patients to get back to pretty much where they were before they started treatment.

41:44
So now we get to the anal cancer specific questions.

41:50
And here you can see your bottom gets properly sore at the end of treatment.

41:55
So this is the this is the other way round.

41:57
So for symptom scores, if the symptoms get worse, then that scores more highly.

42:04
So you can see that actually people do have quite a few symptoms in at the beginning of treatment, but it gets way worse that and that's really horrible right in the last week of treatment.

42:14
And actually it takes until and, and six weeks pretty much you're better than in fact, before you started treatment and then you're better than baseline, you know, like better than that afterwards.

42:24
That's really good.

42:26
And urinary symptoms aren't don't get quite, aren't quite hit quite so badly, but they take a little longer to settle back down again.

42:33
For bowels, you can see on the left side, it's a graph similar to the ones that you've seen before.

42:40
So these are again, the mean average scores of all the patients put together.

42:45
And you can see your bowels are hit pretty hard and they take longer to recover after treatment.

42:51
But I've also put in a change from baseline.

42:54
So this just means that rather than just giving the average, what you do is you use the patient's own score at baseline.

43:02
So at the right at the beginning of treatment before they start as their own kind of control.

43:07
So this actually means that you can see if there are differences a little bit more easily sometimes.

43:14
And this is where we begin to see a little bit of a hint that actually having a slightly lower dose of treatment might actually be a little bit better because it it actually gets better more quickly.

43:27
So by 6 months, it's actually a lot better and than the in the standard day on the next slide.

43:34
But actually there really is quite a difference between these two different treatment groups by when we look at female sexual dysfunction.

43:43
And just to point out here, patients, could you talk about them whether or not they were having penetrative sex, but also if they were using vaginal dilators, they noticed that they if they had symptoms that really expanded our information on this area, in this area.

43:58
So that was really helpful.

44:00
You can see there's a much bigger separation between those, particularly if you look at the change from baseline.

44:05
So it really does seem to suggest particularly for female sexual function and if you look at the next slide, the men as well.

44:13
So that's really nice.

44:14
There seems to be this benefit of a lower dose and that really makes sense because and as you all know, your genitalia is right next door to your back passage.

44:24
It's basically right next door.

44:26
So it really would make sense for a slightly lower dose to these areas to really start making a difference.

44:33
So that's a, those are the key results there that we think are really interesting.

44:40
Next slide.

44:42
So in summary, first trial to use this is questionnaire which is really exciting and that longer term side effects do seem to be similar.

44:51
But the quality of life for both, both patients is really good actually.

44:55
But we do it does look like a lower dose seems to be gentler particularly for some of those sexual function questions.

45:04
So that's, that's really good news for patients.

45:08
This will be a couple of minutes just to read Sam's story, which I think you'll find interesting, Right.

45:13
So Sam, she's 48 and she's an RAF veteran and mother of two.

45:18
And she participated in the trial and she received the standard dose of radiotherapy across 5 1/2 weeks.

45:27
She also received the standard course of chemotherapy.

45:30
She started to experience serious side effects midway through her treatment and has welcomed the results, which could help to reduce side effects in treatment for future patients, Sam said.

45:41
I'm so proud to have been part of this work and I really hope it leads to improve treatment options for people around the world who face a diagnosis like me.

45:51
Sam was diagnosed with anal cancer after experiencing symptoms she initially thought were piles haemorrhoids, she said.

45:58
I first went to see my GP in March that year after experiencing bleeding and was sent for a colonoscopy which came back clear.

46:05
But after some weeks the symptoms persisted and I developed what I thought was haemorrhoids and I initially tried to treat it myself.

46:13
When that didn't help, I decided to go back for medical advice and was sent for further examination under a general anaesthetic.

46:21
A few days later I was asked to come into hospital to discuss the results and to my utter shock I was told I had anal cancer.

46:29
Fortunately they believed it was very treatable as it was still at an early stage.

46:35
I remember getting to the halfway point and thinking how am I going to carry on to the end, Sam said.

46:44
I tolerated my treatment well until about the halfway point, when I started to suffer quite badly from side effects.

46:51
I had big blisters around the radiotherapy site and a constant feeling of having a urine infection, which was extremely uncomfortable, she said.

47:00
I remember getting to the halfway point and thinking how am I going to carry on to the end.

47:06
It had got so uncomfortable and travelling to and from appointments each day for treatment, which was an hour's journey each way was taking its toll and I had extreme fatigue.

47:18
Sam successfully completed a treatment and in December 2024 was given the all clear by her clinician after five years cancer free.

47:28
Sam said.

47:29
When I was invited to be part of the trial, I decided to take a leap of faith.

47:34
Without research we can't learn and I put my trust in the clinical team.

47:39
Knowledge is power and the results from this trial show how important it is that we all play our part.

47:47
So coming right to the end as you say.

47:49
So just in summary, what does this mean?

47:51
And again, we will come back and reiterate the importance of your feedback if possible.

47:56
So what we've shown or we believe we've shown is that the reduced dose of the treatment over 23 days rather than over 28 days is a very reasonable alternative treatment in early anal cancer and it sets a potentially new global standard of care.

48:10
And we've already had teams from outside of the UK contacting us asking us for the information as to how we should actually deliver this treatment.

48:18
And part of the data has already been published and we'll show that in a picture in a bit.

48:22
We've shown there's a trend to lower short and long term side effects in the reduced dose treatment approach, particularly prevalent when we look at sexual function outcomes including control of cancer is very effective using radiotherapy, chemotherapy for early in cancer.

48:37
So regardless of the results of this, we know it's a good treatment because the vast majority of people are cured by this treatment.

48:45
So again, we just entered again to thank all of our participants, everyone who's attended today, fantastic.

48:51
And the patients and family members who support people through this treatment and through the clinical trials.

48:56
And you can see a long list of names there, which are people that helped support this trial.

49:01
It's not endless.

49:02
There are many, many people across the UK that have supported this trial in different ways, but we're very thankful to them.

49:08
If there are any questions or anything that you'd like to raise, please do so.

49:14
Yes, very quick.

49:15
Thank you to all of you and the team and my personal Duncan in Brighton and Monica and and all the team.

49:24
And just for your wonderful work and huge gratitude for the fact that, you know, I had a shortened treatment during COVID and you know, I've just been for a swim in the sea.

49:38
And although I have nasty again, I do have incontinence problems, but they're I'm sure half of what they would have been.

49:49
So thank you briefly and good luck everybody.

49:54
Thank you very much.

49:56
Thank you.

49:56
Well, OK, that's a very, very nice way to end.

50:00
I do hope that you all found that this presentation was useful.

50:03
And don't forget your feedback form if you haven't done so already.
Page 2 of 2

