NICE APPRAISALS

KCUK’s original submission
The first health technology appraisal undertaken by NICE was a multiple one, covering the following four drugs: Bevacizumab (Avastin, from Roche); Sorafenib (Nexavar, from Bayer/Onyx); Sunitinib (Sutent, from Pfizer); and Temsirolimus (Torisel, from Wyeth).  

Each drug was assessed in terms of an incremental cost-effectiveness ratio (ICER) which essentially is how much it costs to produce one quality-adjusted life year (QALY).

In making its submission KCUK drew attention to a number of important points.  The first concerned survival rates.  It should of course surprise nobody that, to patients, the question of their survival is the most important of all concerns.  Until recently patients with mRCC had little or no reason to be hopeful.  The disease is highly resistant to chemotherapy and radiotherapy.  Treatment with the immunotherapy drug interferon does have a modest effect in prolonging survival but at the expense of substantially more side effects.  The evidence is mounting that the new targeted drugs do significantly lengthen survival, certainly progression-free survival, often more than doubling it.

Another point is that significantly more patients derive benefit from the new drugs as compared to interferon.  So, in short, the most important facts about the new drugs are that they (a) help more people and (b) help them for longer.

A further advantage with the new drugs is that they are often much more easily tolerated.  The side effects are often more bearable and/or more easily managed.  It is true that there are still side effects such as diarrhoea, high blood pressure, hand-foot syndrome, etc; but a very large majority of patients can tolerate these effects well enough to stay on treatment.  Bearing in mind that many mRCC patients, by reason of age, present with other medical problems, any reduction in adverse side effects is a most valuable benefit.

The UK is not exactly the best country in the world in which to combat mRCC.  Patients have more chance of gaining free access to the new drugs if they are resident in North America or in other countries of Western Europe like, for example, Sweden which has a very similar health service to that in the UK.  Similar provisions obtain in France, the Netherlands and in countries like Argentina, Mexico and South Korea.  So in this respect the UK compares rather unfavourably, not just against countries at a similar stage of development, but also against some less advanced countries.  It is possible that these unfavourable comparisons are also reflected in international cancer survival rates.  Some statistics recently released appear to indicate that, whilst survival rates are improving everywhere, other countries are tending to improve at a faster speed than is being achieved here in the UK.  Of course there could be a whole host of reasons explaining why survival rates vary over time and from country to country.  But it has more than just crossed our minds that variation in the speed at which new anti-cancer drugs are taken up has got something to do with variation in survival rates.  This is a general point affecting all forms of cancer, but it seems especially germane to kidney cancer where the improvement in survival rates has been so disappointingly slow.  

If the UK as a whole is not a particularly good place for mRCC patients, there are some places within it that are worse than others.  Some PCTs have shown themselves willing to fund the new drugs, whilst others have steadfastly refused.  Hence a kind of ‘post-code lottery’ had developed, in which whether or not a patient received funding depended crucially upon exactly where the patient lived.  Such post-code variations not only appeared rather anomalous, they were also manifestly unfair.

The present system governing access to new drugs can often appear unfair in other ways as well, maybe not by intent but certainly in effect.  And the system can bear spectacularly unfairly upon kidney cancer patients.  

After all these are patients who may not - for the most regrettable of reasons - constitute much of a charge on state funding in other respects.  The median age at contracting kidney cancer is 62.4 years.  Many people reaching this age will have clocked up 40+ years of National Insurance Contributions; and yet they may not be able to look forward to receiving the state pension for the same period of 15 years or more that other people can expect.  

From a broader perspective the expenditure of large sums of money on new drugs for individual patients does not amount to the great largesse that it may seem at first sight.  A further important point here is that because of the very lack of alternative treatment options, the amount of NHS money spent per kidney cancer patient is far less than that spent on the rest of patients with advanced cancer, for many of whom there are multiple lines of treatment.

The new drugs can work out rather expensive on a per-patient basis.  Most patients in the UK do not carry private medical insurance; and even if they did it is not always certain that the insurer will cover the (full) cost of the drugs.  Many patients simply do not have the financial resources to fund treatment for what, it might now fervently be hoped, will be a considerable longer period of time.  Some who have been refused funding by their PCTs, have been considering various ways of financing the expenditure themselves, like selling (or at least re-mortgaging) their homes, or commuting annual pensions into immediate lump sums.  But these courses of action can of course affect other members of the patient’s family and consequently cannot be entered into lightly.  (In one instance, a patient suffering with mRCC and initially refused funding by his PCT spent up to £27,000 out of savings before the issue became one of selling his house.  The patient drew the line at this, because of the impact upon his wife.  But happily an appeal to his PCT resulted in the funding decision being reversed).

Some final points were made regarding the cost per QALY benchmark used by NICE.  For a drug to be deemed cost-effective by NICE its cost per QALY has to lie within a range from £20,000 to £30,000.  This range seems to have been set fairly arbitrarily, as a rationing device.  But why should be the upper limit be at £30,000?  Why not £60,000? Or why not £90,000?  Does a QALY represent total benefits? In our view it does not.  In the mind of a patient whose life is endangered by kidney cancer, the concept of a Quality Adjusted Life Year has only a very limited meaning.  The benefits of remaining alive are much, much more than that.  The problem is that the ‘much, much more’ plays no part at all in the NICE evaluation.

Calculations by NICE

When NICE issued its interim assessment, known as the ‘Appraisal Consultation Document’, or ’ACD’ for short, it soon became clear that its estimates of cost per QALY were very much above the £20,000 to £30,000 benchmark in the case of all four drugs. For Bevacizumab the original estimate was £171,301 per QALY; that for Sunitinib was £71,462; that for Sorafenib £102,498; and that for Temsirolimus £94,385. These estimates came out of some complex modelling of cost-effectiveness in each case. 

As an official consultee, KCUK was invited to the open session of NICE’s Appraisal Committee Meeting in July 2008. This was a highly technical session, focussing mainly on the complexities of the cost-effectiveness modelling. Little or no reference was made to points raised in the KCUK submission, nor for that matter to arguments presented in the submissions of other organisations giving evidence. The impression given was that lip service was being paid to the views of patients, despite the names of patients’ representatives appearing in prominent positions at the front of the ACD report.

The interim findings, published in the ACD report in August 2008, was that although all the drugs were found to be clinically effective, in view of the very high estimated costs per QALY associated with them, none could be recommended for funding on the NHS.

Reaction to the ACD
As a patients’ organisation KCUK found the recommendations in the ACD deeply disappointing. If matters were left there, NHS sufferers of mRCC would have recourse solely to the immunotherapy drugs which have only very limited clinical effectiveness. Oncologists would remain in the most frustrating position of not being able to treat all their patients with the medications they know to be the best available for stabilising the disease. Accordingly KCUK decided to step up its media campaign to protest.

A veritable media ‘storm’ then ensued. The NICE announcement came out in the second week of August; and at first it seemed that this would be a disadvantage for us. But on the contrary it meant that we were able to take advantage of a season of scant news. It was in the middle of the holiday season and the Prime Minister and his entourage had taken themselves off with their buckets and spades; the Olympics hadn’t yet started; and, mercifully, there was some respite in bad news about the credit crunch and of soldiers’ deaths in the Middle East conflicts. As a result, all TV and radio channels ran with kidney cancer drugs as their ‘lead’ story. Virtually all national newspapers carried the story on their front pages.  The author appeared on the BBC1 Breakfast Show with Bill Turnbull and Sian Williams plus two regional TV programmes together with numerous radio stations. Many other people did likewise and media coverage was really very extensive. Contacts in the pharmaceutical industry told us they saw the media activity as unprecedented surpassing the big fuss made previously about Herceptin, the breast cancer drug. Much the greater part of the media coverage was hostile to the NICE and sympathetic with the position of patients.

One of the points KCUK stressed both in its submissions to NICE and in the subsequent media campaign was that the calculation of ICERs was in all cases swamped by massive differences in drug acquisition costs. Taking just one example, in comparison between Sunitinib and Interferon, a £2,952 acquisition cost for interferon was playing against a cost of £34,012 for Sunitinib. Why such a large difference? Of course interferon has been in use a very long time and has become relatively inexpensive once it went out-of-patent and, after 1980, when some technical advances permitted its mass production from bacterial cultures. By contrast  Sunitinib is in an entirely new class of drug, only comparatively recently introduced and still having the burden of recovering substantial R&D expenditures, incurred not just for the drug in question but for all the other drugs the company experimented with which did not make the grade. These expenditures have of necessity been large because of the amount of research needed to combat a lethal disease so very difficult to treat with other medications. Huge differences in drug acquisition costs dominate the arithmetic of the incremental analysis to such a great extent that differences in other factors have only minor effects on calculated ICERs. It might be expected that, in the fullness of time, the costs of the new drugs will fall just as interferon’s have. But it is troubling that in the meantime incremental analysis might serve to hold back unduly the march of progress in this area.

It was clear that there was going to be a protracted period of public debate about the issues involved. Each consultee was invited to send NICE comments on the ACD. KCUK duly did, arguing along the following lines.  The ACD contained little or no discussion of the latest empirical evidence on the clinical effectiveness of the new drugs, evidence that was presented at the 2008 Annual Meeting of the American Society of Oncologists.  In particular it took little or no account of the most recent results for Sunitinib. These were presented in a paper by Figlin et alia and published in the Journal of Clinical Oncology. The results demonstrated, very clearly, that median overall survival for patients who received protocol therapy, and no subsequent therapies, was 28.1 months with Sunitinib as compared with 14.1 months with Interferon. Thus overall survival data representing more than two years has been achieved in the first line setting of mRCC; and this doubling in overall survival is of huge benefit to patients, so that it should be fully reflected in any economic analysis of the new drug. 

