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White
Good Evening.  Tonight: A first chance for In Touch listeners to hear directly from Novartis, distributors of the effective but expensive drug Lucentis, used to treat macular disease.  And one case where Jim, with some help from us, was able to fix it. 

Clip from Jim'll Fix It
And here we go now with a letter from Skelmersdale.

Dear Jim, please could you fix it for me to find out what it must be like for people who are blind.  From Gracie Elson aged nine.

White
More In Touch memories of Sir Jimmy Saville later in the programme.

But first, gene therapy, that's the technique of introducing a healthy gene to treat conditions caused by a faulty one, has been around for at least 20 years; and the hope that it could be used to alleviate a range of eye conditions has often been expressed. In Touch has always some shown some caution in not jumping on band wagons which could raise false hopes, but an operation over the last few days has been greeted with such optimism by the doctors involved that we thought we should get chapter and verse on what it means. Johnathan Wyatt has Choroideremia, a rare retinal condition, affecting the light sensitive part of the eye, which has led to his sight deteriorating steadily. But the team conducting trials believe that the introduction of a healthy gene could at the very least halt that sight loss. And they also think this could have real implications for other conditions. Well Professor Robert MacLaren, part of the team at Oxford University which carried out the operation, told me more about the treatment and why they had high hopes that it had been successful.

MacLaren
The fact that the gene that is defective in Choroideremia, which is called REP1, is a very small gene and the gene is expressed normally in cells of the retina that we can easily target with the viral vector.  The other thing is that the disease itself is relatively slowly progressing which means that patients who have a large number of surviving cells by the time they're diagnosed, which basically gives us the window of opportunity in which to intervene to preserve their sight loss.

White
And what is the prognosis, both for the man who you operated on and other people who are in the group that you're working with?

MacLaren
Well we are doing a clinical trial, primarily to assess safety of this new vector but we are, of course, absolutely fascinated to assess any effects on treatment and in fact we've designed the study to see whether or not the disease will be slowed down within a two year period.  And we think that the disease progresses at the speed whereby we would know within two years whether the treatment has been successful.  We are intending to treat the disease, obviously, and we hope that we've developed something that will be of great benefit to those patients with Choroideremia and possibly even with one single injection.  But we'll never really know that for sure until we see the results of the study.

White
What significance could this have to wider numbers and what are the kinds of conditions where it would be relevant?

MacLaren
Probably the most significant step we've made with this trial is that it's the first time that we've actually been targeting the photo receptors, which is the light sensitive cells, at the back of the eye with gene therapy.  The previous team therapy trials - there have been three so far in the world - were targeting the lining of the eye known as the pigment epithelium, we have now redesigned the vector so that it expresses the gene in the photo receptor cells.  And the photo receptor cells, which are the light sensitive cells, they have genetic defects which can lead to a number of causes of retinitis pigmentosa, which is a much more common condition that affects approximately one in 3,000 people in the UK.  And in much, much broader terms than that the technology of using gene therapy to intervene in retinal degeneration is almost certainly something that will in future will have broad application for patients with age related macular degeneration, which is the commonest cause of blindness in the UK and affects one in four people over the age of 75.  So you can see that the technology that we're developing could potentially be much more broadly applied to other diseases.

White
Now this is where you and I walk the tightrope between not raising false hope but giving people accurate information about what they can expect.  I mean with those conditions, which are much more familiar to us - retinitis pigmentosa and macular degeneration - what kind of timescales and numbers are we talking about?

MacLaren
Genetic treatments are already being developed as we speak, using gene therapy, certainly for macular degeneration and also indeed actually to treat the blood vessel growth in diabetic retinopathy.  So these people who are setting up these clinical trials will be watching with great interest what we're doing.

White
But presumably the usual thing with these kinds of cases is probably irrelevant that you're not talking about restoring sight which is already lost, you're talking about saving sight which is still there?

MacLaren
Yes exactly and if I were to talk about a broad distinction between gene therapy and stem cells, which are the two often talked about techniques in experimental research for eye disease, the technology of gene therapy is to correct a genetic defect in cells that are still present and therefore prevent degeneration or prevent further decline.  Whereas the only way one is going to really regenerate the retinal - replace cells that are missing in a patient who is completely blind would be to adopt an approach using stem cells where the actual tissue were replaced.  So there's really a constant balance between the two approaches, depending upon whether someone's loss of vision is due to loss of cells or whether it's simply because they have cells but the cells don't have the correct function.

White
Is it possible to say when some of these things that you're talking about might be - probably never be routine but you know what I mean - the available treatment for these kind of conditions?

MacLaren
Yes I have no doubt in my mind that this technology will become more and more advanced, and indeed I can hardly believe it myself - 10 years ago I would never have thought possible that we could be treating a disease like Choroideremia, which is so complicated and now we're looking at other centres in the world - how we might help them with the viral vector that we've developed so that we can get as many patients treated as possible.  And we're doing it in such a way as we're actually genuinely believing that we'll only be able to do one injection once we can infect the cells that are going to undergo degeneration - obviously if the patient's got two eyes they might need one injection in each eye.  But we're talking about a treatment like that rather than the sort of repetitive treatment which would be applicable to other diseases.

White
And when - if I can press you to - when this sort of thing might be not an experiment, not a trial, but the regular treatment?

MacLaren
What you're really asking me to say - when will gene therapy become a licensed treatment - I suspect very much that a disease such as choroideremia, which is ideally suited for gene therapy, may well be one of the first diseases to be formally approved as such and if I had to put a timeframe on it I would say we could certainly achieve that within five years.

White
Professor Robert MacLaren.  

And now to an established treatment, but one which is still causing controversy. On last week's programme the Macular Disease Society told us they'd requested the Department of Health to conduct an appraisal of Avastin, one of two drugs used to treat wet AMD, a form of macular disease.  Avastin isn't licensed in this country for use in the eye, but because it's much cheaper than Lucentis, which has been approved by NICE, ophthalmologists working privately, and an increasing number of NHS trusts are prescribing it nonetheless.  But there are still those who are concerned that though Avastin is widely used throughout the world, its safety has not been fully established. But with Lucentis making up more than 1% of the NHS's entire drugs budget, there are still questions about its use as well. Now for the first time Novartis, who distribute Lucentis in the UK, have agreed to talk to us in detail about the controversy. Dr Tim Cave is their Medical Director and I asked him first if he could tell us any more about the talks they were having with the NHS; were they about price?  

Cave
We're talking to both the Department of Health and NICE about a scheme whereby really we can make Lucentis available to all the people for whom it would be most appropriate.

White
Does that mean making it cheaper?

Cave
Well I think it's interesting to point out that Lucentis has been reviewed by NICE and has been shown to be cost effective in the treatment of Age Related Macular Degeneration.  So having done that and been very pleased with the impact that that has made for so many people we want to make sure that we're doing our utmost to make sure those people for whom it is appropriate do indeed have the access to this medicine.

White
I mean I think what everyone will want to know is why is it so expensive - I mean the figure that's often quoted is that it's nine times more expensive than Avastin?

Cave
Well the thing is that we've been doing the research and development for at least 10 years now on Lucentis and that has been - involved many, many clinical trials, we've got now data from over a million patient years.  Bringing a new drug to patients now costs about a billion pounds.  So therefore this research is expensive.

White
But you can understand why an audience, many of whom have this condition, will say why is it still so much more expensive than Avastin, which seems to be essentially the same drug by a different name?

Cave
These drugs are actually very different.  Lucentis is a small molecule which really gets into the retina, which is why it's so effective within the eye and lasts a very short time in the rest of the body.  Whereas Avastin lasts for a hundred days in the body.  And the reason for that - it was initially designed as a treatment for cancer, which in fact is what it is licensed for, it's not licensed for injection within the eye.  And although they're related and from the same class I think you would describe them as sort of distant cousins if you like, so these are definitely different drugs.

White
And the key question that has to be asked is okay they're different but if one is much cheaper and some people say doing the same job why wouldn't you buy the cheaper one?

Cave
Well I think you know as I say the reason that Lucentis is more expensive is all the research and development that's gone into it which has enabled it to be licensed for use within the eye and to be recommended by NICE as being cost effective.

White
You see what some people suspect is that it wouldn't be good news if it was discovered that Avastin was as effective because then it would make sense to sell the cheaper one and that might not be good news for the drugs companies who are making quite a lot of money from it?

Cave
I'd actually disagree with that because I think that if all the same clinical trials were done on Avastin and it was manufactured in the same sort of way that it might be rather more expensive.

White
What really has to happen to resolve this situation because we do seem to have been batting it back and forward for quite a long time now?

Cave
First of all we're pleased it's licensed, we're pleased it's approved by NICE as it currently stands for AMD...

White
This is Lucentis.

Cave
Absolutely - Lucentis.  Beyond that we are also, as I say, talking to the Department of Health, we're talking to NICE, just what else we could be doing with what scheme we could be putting in place to allow more patients and all the appropriate patients to have access to Lucentis.

White
Just one final question:  People tend to talk about potential side effects with Avastin but in the programme last week the chief executive of the Macular Disease Society made the point that there are some side effects with Lucentis, indeed there are side effects with most drugs - I mean what questions should people ask who are being prescribed Lucentis?

Cave
In terms of what side effects there are patients can have headaches, they can have a sore eye and there can be other effects due to the actual injection themselves.  And with any medicine there are side effects, these are all clearly listed in what's called the summary product characteristics, which is provided to each doctor, in order to provide them with clarity and in the patient information leaflet which comes with this medicine for patients.  We always continue to investigate how our drugs are working because I don't think you can ever have too much information about a drug but what I can say is that the work we've already done has allowed us to gain a licence for use in Age Related Macular Degeneration, in Diabetic Macular Oedema, in Retinal Vein Occlusion and indeed to be seen as cost effective by NICE for AMD.

White
Dr Tim Cave.   We also contacted Roche, who distribute Avastin in the UK, and asked them why it hadn't got a licence.  This is what they told us in a statement.

Statement from Roche
Roche has no plans to seek a licence for Avastin in Wet AMD.  Avastin was designed as an intravenous anti-cancer drug and is effective at treating a number of cancer types.  In order for us to gain a licence in Wet AMD we would need to conduct a lengthy registration trial and would need to create a completely new infrastructure for the AMD disease area which is not part of our current plans.  However, doctors are free to prescribe whichever drug they believe to be suitable.

And I'm sure there'll be more on this story in the weeks to come.

Now I worked on two or three occasions with Sir Jimmy Saville and when I heard of his death over the weekend, an image immediately popped into my mind of a nine-year-old girl, who had written to "Jim'll fix it" because she wanted to know what it was like to be blind. Well, to cut a long story short the makers of the programme got in touch with me, I agreed to meet Grace, and this was part of the result. 

Clip from Radio Solent
Announcer
Peter White making your weekend on BBC Radio Solent.

White
This is Where and When folks with Gracie Elson.

Elson
The Gosport Silver Band will be in concert in Falkland Gardens in Gosport from 7.15.

Clip from Jim'll Fix It
Saville
Thank you.  Listen what was it that made you want to know all about blind people?

Elson
Well it's really interesting because, I don't know, sometimes I wish that I could see at the same time as being blind because I like to experience lots of things and that's just one of the things that I like best.

Saville
That - Peter, a thousand thanks for doing that for us - that's quite a profound thing from a lady of her tender years....

White
Well Grace Elson is nine no longer and on hearing about Jimmy's death she'd had exactly the same thought as me and she e-mailed us and she joins us from our Manchester studio.  

So Grace, first of all, what do you think about hearing that after all these years?

Elson
It's amazing, isn't it, just takes you right back but obviously my perspective was so totally different being a nine year old, it's quite something.

White
That question about why you wanted to know what it was like to be blind, I mean looking back, as an adult, can you remember what it was that you were, if you like, curious about?

Elson
When I was young I always was quite fixated on the idea of perception and the fact that there were so many people in the world and yet each person's perception is unique to them in some way and I think that sparked the interest initially.  But yeah, no, I knew about blind people, I saw them but I didn't know enough about them and I just wanted to imagine myself in that situation and...

White
Well I do remember you and really how mature you were about it because you did genuinely want to know.  What do you remember about the filming because we went out and filmed quite a lot didn't we, before we actually went to the studio?

Elson
Yes we did.  It was just amazing meeting you and seeing the way that you operated and being invited to your home and seeing how you made a cup of tea and asking you questions about whether or not you had images in your mind - all of the things, very innocent things, that you just want to know.  It was great, it was real experiential learning and I'm very grateful for it.

White
I mean did it change your attitude to blind people, I wonder how much contact you've had with blind people since?

Elson
Yes it definitely did.  It stopped it from being a mystery, we didn't learn about it in school, there wasn't enough exposure to this kind of thing, so it just made it so much more real and personal.  It was just fun - it was really good fun.

White
You haven't gone to work into the field though I notice.

Elson
No, I did consider it actually and I went to the RNIB in Brighton when I lived there and I had a look round and I basically asked them if they had any kind of jobs going there that I could have or kind of ways of getting into working with blind people but actually there wasn't anything available at the time.  So although I did feel like I wanted to pursue it more I didn't and no...

White
And what about Sir Jimmy, what do you remember about the day, because we actually went up to the studio to do the recording, what do you remember about him?

Elson
Well he was an adult, so everywhere was just full of adults around me, it was quite overwhelming.  But he was a star and he was a real character.  And although when we were off camera I didn't really speak to him very much when we were on camera and he was interviewing me I had his full attention and he was incredibly respectful actually.

White
Well he described you as profound.

Elson
Yes I know and to have that kind of interaction with someone when you're that age is really important and it's definitely resonated throughout my life and I'll be grateful for it always.

White
One thing I remember I gave you a little present at the end...

Elson
Yes you did.

White
Do you remember that?

Elson
I do, you gave me a Braille watch.

White
I did, have you still got it?

Elson
I have still got it but I'm sorry to say, Peter, that it's falling apart now.  Yeah I do still have it though, I treasure it very much and I've kept it, along with my badge which has the Braille on the back of it.

White
Well I'm touched and flattered that you've still got it and Grace thank you very much for getting in touch with us.

Elson
Oh thank you for having me, it's lovely to talk to you again.

White
And that's it for this week. If you've any queries or comments, you can call our actionline on 0800 044 044 or you can e-mail us at intouch@bbc.co.uk.   And there'll be a free download of today's programme from the website, that'll be there from tomorrow. From me Peter White, producer Cheryl Gabriel, and the team, goodbye. 


