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White
Good evening.  Tonight:  The long running debate over which drug to use to treat one of the most common causes of failing sight in this country has taken yet another turn.  Last year a group of primary care trusts in the south of England made a collective decision to allow its ophthalmologists to prescribe Avastin to treat wet AMD or Age Related Macular Disease.  This despite the fact that another drug Lucentis has been approved for this treatment by NICE - the National Institute for Health and Clinical Excellence - and is licensed for use in this country while Avastin is not.  Nonetheless Avastin is widely used throughout the world, it's shown comparable success rates with Lucentis in controlling Macular Disease and crucially it costs only a fraction of the price of Lucentis.  But Novartis, the company licensed to market Lucentis here, then sought and obtained a judicial review of this decision which allows a court hearing to examine the policy by a public body, followed by a judge's decision.  Well now the four care trusts in question - Southampton, Hampshire, the Isle of Wight and Portsmouth - known collectively as SHIP have revoked their policy and will no longer be recommending the use of Avastin.

In this programme we're going to be delving more deeply into this debate - talking to the man who first discovered the uses of Avastin for the eye and examining how the long running argument affects patients and how it could be resolved.  But first:  Why after appearing to take such a firm stand have these four care trusts backed off?  I put that question to Dr Bob Coates, he's a consultant in public health medicine who represents the trusts.

Coates
Well we have to go back to March 2011 when we put our first policy together recommending Avastin or bevacizumab for Wet AMD and it was at that point we met a lot of challenge.  And the challenges came from several areas:  Firstly, Novartis, the drug company, took on a legal challenge for our policy because they felt it was wrong for various reasons; we were also challenged by local clinicians who after getting advice from the General Medical Council and the Royal College of Ophthalmologists, they said they were risk adverse and didn't want to implement the policy.

White
But I mean you had been very bullish about this to start with, that you weren't going to be leant on - weren't all these reasons that you've given already knew - I mean you knew, for instance, there were new commissioning arrangements coming, you knew the Royal College of Ophthalmologists favoured backing the NICE guidance to use Lucentis and I think price is also an element but there've been discounts but Lucentis is still surely hugely more expensive than Avastin?

Coates
I think Peter you're describing where we are today.  Back in March 2011 and actually in the years leading up to when we were formulating policy those things weren't as clear.  I must say also that we've been very committed to anti-VGF treatment for about four years previously.

White
Are you saying to me really that you've been leant on?

Coates
[Laughing] I think we haven't had as much support as we were hoping to recruit.  We've certainly had a lot of support from commissioners up and down the country, they understand our policy and what we're trying to do and many clinicians have supported us as well, but they tend to be general clinicians with a wider interest in health not the specific ophthalmology consultants who are actually giving the drugs on a daily basis.

White
What's this going to mean to patients?

Coates
The two drugs - Avastin and Lucentis - really don't look or feel very different to a patient when they're being treated.  I think what most patients experience most of all is the injection which is unfortunately the way these drugs can only be used at the moment, they have to be given into the eyeball itself.

White
Have you personally done this with reluctance?

Coates
I think I can speak personally and say yes, it is a shame that we weren't able to realise the full benefits of this policy shift but we have to acknowledge that research is still underway in this area.

White
Dr Bob Coates. 

Well we invited Novartis, the drug company which brought the case, to come on to the programme to give us their reaction, they told us they had no one available but they have given us this statement:

Novartis Statement
Novartis had requested a judicial review of the SHIP wet AMD policy based on concerns that the policy undermined the principle of patient safety.  It is unacceptable to put patients at risk through the widespread use of an unlicensed treatment when a licensed medicine is available.  Since the request for a judicial review of the decision taken by the SHIP board to adopt its original policy Novartis has welcomed the opportunity to directly engage and work together with SHIP to explore potential options which address the specific needs of the SHIP PCTs.

So what's the view of the eye specialists who have to make these decisions and stand by the results?  Richard Smith is chair of the Royal College of Ophthalmologists Quality Standards Committee, so how did he react to SHIP's decision.

Smith
Obviously PCTs have to make their own decisions about this based on the needs of their population and the evidence in front of them.  I would say, however, that the Royal College of Ophthalmologists has not sought to influence their decision in any way.

White
But one of their reasons given is what they have perceived as reluctance by ophthalmologists to prescribe Avastin, so you say you've not tried to influence them, have you supported them?

Smith
The statement that we produced most recently on the use of Avastin is based on the evidence from the two main trials which have been conducted recently.  But it also, and perhaps more importantly, takes account of the fact that the General Medical Council puts a number of responsibilities on doctors if they are going to prescribe an unlicensed medication to a patient.  The responsibility is basically to make sure that the use of that unlicensed medication is in the patient's best interest.  Now if there is no licensed alternative or the licensed alternative is unavailable because it can't be funded then that's not particularly controversial.  Where it becomes a bit more difficult is that if you have a licensed alternative that has gone through the full approval process and there is no great advantage of using the unlicensed preparation in terms of either how well it works or its safety.

White
What is the Royal College's attitude about this?  The nub of the argument is that although there may be some slight differences between the two drugs there's a huge difference between the cost.

Smith
What the college has called for is for the NHS as a whole to make policy on this.  We understand, for instance, that the Medicines and Healthcare Regulatory Authority could, if it choose, to award a product licence to Avastin for use in the eye.  And also the NHS could request NICE to undertake a technology review of Avastin as a treatment for Macular Degeneration, if it chose to do so.

White
Would you like them to do that?

Smith
Yes we would.

White
It is understood that Novartis is bringing down the price of Lucentis by giving discounts so I mean can you give us any idea what the relationship now is between the cost of Avastin and the cost of Lucentis?

Smith
I don't know the figure and it is said to be in commercial and in confidence at the moment.

White
What will be the effect of this decision on patients - doesn't this mean that PCTs like the SHIP PCTs will have less to spend on things like something you and I spoke about on the programme a couple of months ago - cataract surgery and other eye conditions?

Smith
If the gap in price has narrowed considerably then that decision possibly has become a little easier than it was before.  And there are also other treatments which may be coming online in the next year or two which may make this rather of historical interest anyway.

White
Isn't there a danger here that we're seeing policy made by judges, if you like, by law, rather than by doctors?  This has been brought about by the bringing of a judicial review.

Smith
I think that is a danger and I don't think the judicial reviews or litigation are the best way of making health policy for deciding which patients should get which treatment, for instance, and that's why we've called for national guidance at the level of the Department of Health on this.

White
I mean we've heard about this new drug Eyelea, so what effect is that going to have on the market?

Smith
It works in a rather similar way to Avastin and Lucentis but its potential advantage is that after the initial three injections it may be possible to give injections rather less frequently.  A large chunk of the cost is the whole business of having the hospital set up to deliver the injections - the costs of the patient getting there and home and so on - so if they have to come less frequently for treatment there will be cost benefits all round.

White
Richard Smith of the Royal College of Ophthalmologists.

Now let's for a moment take a step back - how did this controversy begin and how do we come to have such similar drugs coming in at such widely differing prices?

On a recent trip to the States I met Professor Philip Rosenfeld who both teaches ophthalmology at the University of Miami and is a practising ophthalmologist.  He explained how his team discovered the uses of Avastin for the eye.

Rosenfeld
Well back in the early part of the 2000s we were the lead investigators looking at a molecule from Genentech called rhuFab, it's now known as Lucentis.  And at that time rhuFab was showing extraordinary effects on wet Macular Degeneration patients.  It was at that time that I went into the literature and I discovered there really was very little difference between what is now Lucentis and Avastin, they were both derived from the same mouse monoclonal antibody.  Avastin is a full length antibody that's been humanised and Lucentis is just a fragment of that antibody.  So I approached Genentech with an idea of using Avastin systemically as an intravenous infusion.  The idea was that if we could infuse the drug then we could treat patients without having to stick a needle in their eye.  Moreover since wet Macular Degeneration is often found in both eyes a single intravenous infusion would be able to treat both eyes.  Genentech at the time wasn't interested in investigating Avastin for wet Macular Degeneration so we raised our own funds from grateful patients and we designed a study looking at systemic intravenous Avastin for wet Macular Degeneration.

White
Were you concerned though about testing this in the eye - you know that's not the use that it had been put to in the past, so wasn't there an element of risk just in the testing process in the first place?

Rosenfeld
Well we didn't start by testing the drug in the eye, we were using it systemically intravenously, much like Avastin is used in cancer patients.  And what we found was, systemically, the drug worked extraordinarily well, our patients were delighted with the results.  And in many ways the systemic intravenous use of Avastin - it was better than injecting it into the eye.  But shortly after we started this study some side effects of the systemic high dose Avastin were discovered and there was a black box warning placed on Avastin when given in a high dose intravenously.  And when we presented our data people were very excited with the systemic use of Avastin but ophthalmologists in general don't want to deal with the side effects which were high blood pressure, heart attack and stroke.  So then we started exploring other ways of delivering Avastin in patients with wet Macular Degeneration and in doing the calculations we realised that if we injected the same volume of Avastin as we were injecting of Lucentis into the eye we would be giving the patient the same amount of drug that would be effective in the eye at a fraction of the cost.  Initially we used the drug in the eye because we had patients who were going blind at the time, this was back in 2005, in which we had no effective treatment for wet Macular Degeneration.  We had a drug called Macugen but that didn't work very well and we had a treatment called photodynamic therapy and that didn't work very well.  

White
Can you just explain - why is it so much cheaper to do this than Lucentis?

Rosenfeld
Well when we do the math it turns out that the amount of drug that you're using is about $10 a dose, of course you have to prepare the drug under sterile conditions, very strict sterile conditions, and that increases the price to somewhere between $20 and $30 a dose.  So one dose of Avastin is about $30 but one dose of Lucentis is priced at $2,000, at least in the United States.  

White
But I mean people are bound to ask with that kind of difference why is anybody still using Lucentis as against Avastin?

Rosenfeld
Well the choice between using the two drugs is very complicated.  There are ethical considerations - such as one is approved for the eye and one isn't.  There are financial considerations.  There are legal considerations - in certain countries it is illegal to use a drug off-label - and physicians and patients are forced to use the more expensive drug.  And there are incentives in place to drive the use of expensive drugs, for instance in the United States Medicare reimburses physicians 6% of the average sales price whenever they administer a drug, so in our perverse incentive system we actually incentivise the use of the most expensive drugs because physicians make more money.  Despite that fact 70% of retina specialists here in the United States use Avastin as opposed to Lucentis and I can only conclude that they're using Avastin over Lucentis because in their clinical practice they find the two drugs are similar and they find that the extra cost just can't be justified based on the clinical outcomes.

White
But there are still, aren't there, a lot of people who are really concerned about this issue of side effects and still claim that there are more side effects to Avastin than there are to Lucentis and we've just had the results of these trials, one lot in Britain called Ivan and the Cat trials in the United States, what's your take on the findings?

Rosenfeld
The number one side effect that you get from using Avastin at high doses is high blood pressure.  In fact I saw a mild hypertension when I used the drug in my Macular Degeneration patients at the high dose level systemically.  But it is the number one side effect that results from Avastin when used in cancer patients at very high doses.  The other side effects that are a concern are what are called arterial thrombotic events - these are heart attacks and strokes and other events that result from clots forming.  So what did we find with these studies - the Ivan study and the Cat trial?  I was delighted to find that in fact there was not an increase in arterial thrombotic events but most importantly there was no increased risk of hypertension - high blood pressure.  So the types of adverse events you expect with Avastin and Lucentis were not observed.  What was interesting in the Cat and Ivan is they saw other types of adverse events that did occur more frequently with the Avastin group.

White
Including more people being sent to hospital after its use, that's right isn't it?

Rosenfeld
Well there was an increased risk of hiatal hernia, pneumonia and it would appear as though there was an imbalance at baseline in just the overall health of the patients.  So we, as retina specialists, we as clinicians, find these causes of hospitalisations of interest and we pay attention to it but we don't feel these are the severe adverse events that are related to the drug and would prevent us from administering this drug to our patients.

White
Critics are still concerned about these differences and their argument would be now if there's even quite a slight difference isn't that more important than the money, even if that money difference is quite large?

Rosenfeld
If we had found the difference in the two drugs that was related to arterial thrombotic events and put the patients at risk of death I would certainly agree with your viewpoint but right now these adverse events are mild, not significant in terms of threatening patients' lives and I think are so unusual and related to the type of drug that they bare further consideration.  But as of now I don't think it merits not using Avastin as opposed to Lucentis especially in light of the fact that we, as Western civilisations, are facing huge financial crises and we can't afford the rising cost of healthcare.

White
Professor Philip Rosenfeld.

That's it for today.  We'd like to hear your reactions to the programme, including your experiences with either drug or indeed other Macular Disease treatments.  You can call our actionline which operates for 24 hours after tonight's programme, the number is 0800 044 044.  You can e-mail intouch@bbc.co.uk and there's a free download of the programme available from our website from tomorrow.

That's it, from me, Peter White, today's producer Lee Kumutat and the team, goodbye.


