National Rheumatoid Arthritis Society
Unit B4 Westacott Business Centre
Westacott Way, Littlewick Green
Maidenhead, Berkshire, SL6 3RT
Phone: XXXX XXXX XXXX
Fax: XXXX XXXX XXXX
Email: XXXX XXXX XXXX XXXX
Web: www.rheumatoid.org.uk

Mr. Jeremy Powell
Technology Appraisal Project Manager
National Institute for Health and Clinical Excellence
MidCity Place
71 High Holborn
London WC1V 6NA
9th August, 2009
Dear Jeremy,
NRAS Response to MTA appraisal of Adalimumab, etanercept, infliximab, rituximab
and abatacept for the treatment of rheumatoid arthritis after the failure of a TNF
inhibitor
We are pleased to have the opportunity to respond to the above appraisal and I would
first of all like to confirm that NRAS supports and endorses the joint submission by
ARMA/BSR as well as that submitted by the RCN and I do not propose to repeat all the
points made in those submissions here other than to reinforce any particular points
made from the patient perspective in regard to the best overall strategy for treatment
of people with RA.
It is important to place on record that NICE have given us very little time to prepare this
submission bearing in mind that the scoping meeting was on the 9th July and the revised
protocol for this MTA was only sent out on 31st July with a deadline of 10th August. This
is a holiday period and both the clinical experts who have been supporting NRAS
throughout the work on switching are away on annual leave. As this Appraisal is not
scheduled until February 2010 we feel that NICE have not appreciated the difficulty that
patient organisations face with such short timescales, particularly at this time of year.
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It seems logical to address the questions raised in NICE protocol dated 17th July.
4.1 Decisions to be made
Problem 1
Whether there are significant differences in clinical and cost effectiveness between
Adalimumab, Etanercept, Infliximab, Rituximab and abatacept.
This is a difficult question for a patient organisation to address, however we have noted
one paper which is relevant citing sequenced Anti-TNF therapy initiated with
Adalimumab + MTX as being most cost effective.1
In regard to Rituximab we would observe that if given at 6 monthly intervals, the cost,
bearing in mind the cost of providing hospital resources and facilities to administer all
the infusions at baseline, 6 months and then at 12 months, would be higher than
providing sub-cutaneous Anti-TNF therapy over a 12-13 month period. Has this scenario
been modelled?
We would reinforce the point made in the BSR submission that there are now 3 large
cohorts of patients who have shown maximum benefit from abatacept after the first 12
months of treatment and health economic analysis of abatacept should take into
account the increase in efficacy which takes place after the first year of treatment.
Problem 2
Whether the interventions are clinically effective and cost effective compared to
conventional DMARDs.
It is clear from many studies that returning people to failed and/or palliative DMARDs, is
of no benefit, and in regard to use of steroids, is in fact detrimental. In fact patients who
have experienced using steroids at some time will tell you that the drug that is most
likely to relieve symptoms of pain and stiffness when taken in sufficient dosage is
steroid, but most patients are aware that there are major side effects precluding the
long term use of steroids, and in fact in February 2009 NICE published the guidelines for
Rheumatoid Arthritis in adults.
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Questions the Guideline Development Group asked were:
_ Should recent-onset RA patients be treated with some form of steroids (oral or
intramuscular)?
_ Do the benefits of steroids out-weigh the disadvantages?
_ Do steroids have a lasting impact on symptoms, function of joints and quality of life?
_ Should steroids be classified as disease modifying drugs?
From evidence to recommendations
Recent-onset RA
The GDG noted that there was a considerable mismatch between the available data and
what actually happens in clinical practice. For example, both in the initial presentation
of disease and during flare-ups, steroids (oral, intra-muscular and intra-articular) are
often used to obtain symptomatic benefit and to achieve disease control whilst waiting
for the more slowly-acting DMARDS to take effect, despite the lack of evidence to
support this. The clinical efficacy of this approach is so well established that it is
doubtful that any future randomised controlled clinical trials would ever be conducted,
and the GDG felt that there should therefore be a recommendation endorsing this use
of steroids, both for those patients with newly diagnosed rheumatoid arthritis who are
not already receiving steroids as part of DMARD combination therapy (see
recommendation R22), and for the management of flare-ups in those with recent onset
or established disease.
Established RA
The GDG noted that the evidence for the use of steroids in established disease was
sparse, of limited quality, and that in two trials the much older drugs penicillamine and
gold had been used as comparators. There was a need to establish the merits of
combining steroids with drugs such as methotrexate in established disease, where there
was much less evidence for disease modification by steroids than in recent-onset
disease.
Although a consistent theme for both recent-onset and established disease is that the
symptomatic benefit produced by steroids is usually only short lasting, the GDG noted
that, in routine clinical practice, there are nevertheless some patients who appear to be
reliant on long term low dose steroids since withdrawing them results in flare-up of
disease activity. This use of steroids in this particular group of patients may have to be
accepted, even though the situation is not ideal, although attempts should always be
made to replace the steroids with other disease modifying drugs and to keep the

Registered Charity No. 1086976
Page 3 of 12

steroids to the lowest dose that controls symptoms. It was also felt important to
emphasise the specific potential serious complications associated with long-term steroid
therapy.
RECOMMENDATIONS
R22 Consider offering short-term treatment with glucocorticoids (oral, intramuscular or
intra-articular) to rapidly improve symptoms in people with newly diagnosed RA if they
are not already receiving glucocorticoids as part of DMARD combination therapy.
R23 Offer short-term treatment with glucocorticoids for managing flares in people with
recent onset or established disease, to rapidly decrease inflammation.
R24 In people with established RA, only continue long-term treatment with
glucocorticoids when:
_ the long-term complications of glucocorticoid therapy have been fully discussed, and
_ all other treatment options (including biological drugs) have been offered.
In regard to clinical effectiveness of switching to a second TNF, data from the BSR
Biologics Register (Hyrich et al. Outcomes after switching from one Anti-TNF to a second
… 2007) states “in conclusion, these data from a large unselected population of RA
patients suggest that, based on treatment continuation rates, there is a strong case for
switching patients to a second Anti-TNF agent when failure to respond to the first agent
occurs. In fact, our findings showed that more than 70% of patients continued on a
second agent for at least 6 months. This was the case for patients stopping either
because of inefficacy or because of certain AEs. … Further studies will be needed to
determine whether there is a role for yet a third Anti TNF agent in these patients or
whether it is better to move onto a different class of biologic agent”.2
Problem 3
Whether the interventions are clinically effective and cost-effective compared to
other biologic agents (including tocilizumab, golimumab and certolizumab).
My understanding from data from the Biologics Register is that the three TNFs in current
use are similarly clinically effective. The other three drugs are not yet in use in the NHS
and I don’t believe there are any head to head studies comparing TNF against other
biologic agents.

Registered Charity No. 1086976
Page 4 of 12

We have said in previous submissions to NICE that whilst there have been recent
advances in understanding the genetic and molecular basis of rheumatoid arthritis, its
individual pattern of expression and reasons for responding to one treatment over
another require ongoing and future development of better diagnostic and prognostic
biomarkers which we hope will lead ultimately to being able to identify an optimum
treatment regimen without having to cycle through often expensive therapies. We have
not reached this point but it is clear that there are patients who are more likely to
respond to an IL6, or a particular TNF or a B-cell modifier, we just don’t have the ability
yet to match patient to optimum drug. It is equally clear that patients will need access
to all these different biologic therapies and unless we are able to use them to gain the
clinical experience we need to further this research agenda, we are not going to reach a
point where biologics can be used and sequenced much more effectively and
economically.
Problem 4
Whether the interventions are clinically effective and cost effective compared to
supportive care.
We have partially addressed this issue under Problem 2 above, however, added to what
we have said above in regard to use of failed DMARD therapy and long term use of
steroids, must be the arguments over increased use of healthcare resources by this
group of patients. Patients who are inadequately controlled and receiving ‘supportive’
care will:
• Visit their GP much more frequently
• May be hospitalised from time to time due to inability to cope with severity of
disease, symptoms and disability
• Will become increasingly disabled as their bones erode
• Will require more frequent surgery
• Will risk job loss and will lose their job more than controlled patients
• Will be more likely to claim benefits
• Will be a greater burden to social care costs
• Will have greater impact on their family who are more likely to also suffer job
loss to become ‘carers’
• Incur worse health economic outcomes
• Be less able to self manage adequately
• Have a significantly worse quality of life
• Have higher morbidity and mortality
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We think that there is general lack of awareness that about 50% of people with RA die
of cardiovascular disease and that there is significantly increased morbidity and
mortality due to upper-gastrointestinal disease as a result of treatment for RA.3
There is also a lack of awareness that associated co-morbidities in these patients
reinforce each other, impacting on disability, and that the number of co-morbidities in
each patient is in itself an independent risk factor for premature death.4
There is a suggestion by NICE that there should be a clear distinction made between
putting patients back on DMARDS (having failed one TNF and/or one TNF and RTX) on
which they have already failed and those DMARDs which patients have either not tried
at all or have an inadequate response. Data suggests that patients who fail on
Methotrexate are unlikely to respond to other DMARDS.5 From a patient perspective,
either situation would be considered a retro-grade step and a course of action which
would cause substantial alarm by comparison to being allowed to try a second TNF or
indeed other biologic such as abatacept, or in due course, tocilizumab, certolizumab or
golimumab.
There is evidence to show that x-ray progression is greater in patients who are on
DMARDS than on those on Anti-TNF. X-ray progression leads to joint deformity,
disability and ultimately surgery.

Problem 5
Whether the clinical and cost-effectiveness of the interventions differ significantly
between certain sub-groups of patients.
We would like to support the submission of the BSR in regard to our concerns over use
of Rituximab in sero-negative patients, methotrexate intolerant patients and patients
with co-morbidities such as heart failure for whom some treatments may be contraindicated.
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Additional areas of interest and concern to NRAS
Costs associated with joint replacement and hospital admissions
This is an area where we believe costs are inadequately represented in the economic
model and we very much reinforce the suggestions for further research put forward in
the RCN submission on this subject.
HAQ – QoL
An on-going source of debate which is of great importance to us is the relationship
between HAQ score and Quality of Life.
Patients with rheumatoid arthritis face considerable physical, social and emotional
disabilities. In this chronic disease, improving patients' health-related quality of life is of
the utmost concern to us, particularly as the use of long-term biologic therapy increases.
Early HRQoL outcome measures in RA focused on physical functioning, but the social
and emotional aspects of the disease are now increasingly important. No one tool
covers all areas of HRQoL that affect the patient with RA.
We all understand that the reason the HAQ improvement is lower in the BSRBR
observational cohort than other studies of Anti-TNF is due to the long disease duration
of these patients who had failed on at least 4 DMARDS before going onto their first,
never mind their second Anti-TNF. The difficulty is therefore in measuring the clinical
benefits for economic modelling in a way which adequately reflects quality of life in a
meaningful way to all patients with RA.
There are two recent papers which are of interest here. The first, published on 21st June, 2009 is
entitled ‘Perceived functional disabilities among rheumatoid arthritis patients’6 and points out
(which is extremely relevant from a patient perspective), that in HAQ, to determine the
functional disability, the functions themselves have been chosen by rheumatologists, and the
selection of the functions solicited from patients is based on the views and opinions of the
clinicians. Therefore all such measures reflect functional disabilities in those functions which the
clincians assume to be relevant for the patients. In this study there were a total of 354 mentions
of functional difficulty (telephone interviews carried out with 143 patients with RA) and
problems in physical tasks were reported by almost 9 out of 10 patients. The most commonly
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mentioned disabilities were walking and opening jars, however, the most commonly mentioned
disabilities were not those with the highest perceived disabilities by patients.

In the second paper, published on 11th July 2009, ‘Measure of function in rheumatoid
arthritis: individualised or classical scales?’7, data were obtained from a 6 month,
prospective, open-label study involving 378 RA outpatients treated with Leflunomide. In
this study patients had to rate the importance to them of each HAQ question and then
had to prioritise the 5 activities they considered the most important in their lives. For
each item, severity and importance scores were weakly or not significantly correlated
and concluded that even if individualisation is probably not needed for group
assessment in all RCTs, the use of individualised questionnaires could be clinically
relevant in decision making for individual patients.
Recent Important Publications of relevance to this appraisal:
Kings Fund Report8
National Audit Report9
Fit for Work – The Work Foundation10
NICE RA Guidelines11
Sir Ian Kennedy Report into Innovation 12
Health Select Committee Report into NICE13
NICE submission to the Kennedy Report14
Summary of key points from the NAO Report of relevance
The NAO estimate that rheumatoid arthritis costs the NHS around £560 million a year in
healthcare costs, with the majority of this in the acute sector, and that the additional
cost to the economy of sick leave and work-related disability is £1.8 billion a year. In the
NICE submission to Sir Ian Kennedy’s report14 into innovation, the following key
paragraph from NICE’s own processes, states:
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2.22 The 2008 NICE Guide to the methods of technology appraisal states that “Technologies
for which a substantial proportion of the costs (or cost savings) are expected to be incurred
outside of the NHS and PSS, or which are associated with significant non-resource effects
other than health, should be identified during the scoping stage of an appraisal. In these
exceptional circumstances, information on costs to other government bodies, when these
are not reflected in HRQL measures, may be reported separately from the reference-case
analysis. The intention to include such data will normally be agreed with the Department of
Health before finalisation of the remit.” This was undertaken for the appraisal for conduct
disorder in children (TA102). In public health the perspective taken is “in connection with …
the effective use of resources in the health service and other available public funds”.
At no time that I am aware of during the scoping meeting which took place was this
mentioned by any of the NICE personnel present and at that time the NICE response to Sir
Ian’s report had not been published.
That NICE take into account some of the wider societal costs associated with RA in the
economic modeling is a hugely significant issue to all the stakeholders of this appraisal and
one which we have raised on every possible occasion. We would like to register a request
under your own processes, that we have exceptional circumstances as identified by the NAO
report which demand referral to the DH in respect of this appraisal.

The following paragraphs all serve to reinforce our above request.
The report also identified that currently only 10 per cent of people with the disease are
treated within three months of symptom onset. The NAO economic modelling suggests
increasing this to 20 per cent could initially increase costs to the NHS by £11 million over
5 years due to higher expenditure on drugs and associated costs of monitoring people
with the disease (after around nine years, earlier treatment could become cost neutral
to the NHS). This increase in treatment could, however, result in productivity gains of
£31 million for the economy due to reduced sick leave and unemployment. On average,
this could also increase quality of life by four per cent over the first five years, as
measured by quality adjusted life years (QALY) gained. This information must be taken
into account by the Appraisal Committee.
The Department’s approach to rheumatoid arthritis
The NHS Improvement Plan also set out the Department’s plans to improve care for people with
long-term conditions by moving away from reactive care based in acute hospitals, towards a
systematic patient-centred approach rooted in primary care. The Department’s plans were
further developed in its January 2005 policy document, ‘Supporting people with long-term
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conditions’, which promoted earlier detection; more effective medicines management; and
improving quality of life by empowering people to manage their own condition.

The NAO have estimated that around 26,000 new cases of rheumatoid arthritis are
diagnosed each year. Around three quarters of people are working age when diagnosed.
The DWP estimates that in 2007-08, expenditure on incapacity benefits for people with
rheumatoid arthritis was £122 million. Estimates of the total cost of rheumatoid arthritis
to the economy, including NHS costs as wells as carer costs, the costs of nursing homes,
private expenditure, sick leave and work-related disability are as high as £3.8 to £4.8
billion a year.
Surgery for people with rheumatoid arthritis
Earlier and more aggressive treatment has been shown to reduce surgery rates.15
Understanding of rheumatoid arthritis by employers and support provided on
employment
According to the report, an employed person with rheumatoid arthritis has on average
40 days sick leave per year, and reduced productivity at work. Comparisons of
productivity loss for people with rheumatoid arthritis in employment indicate that, on
average, those who respond to treatment have up to 24 fewer sick days per year than
those who do not.16
Given the timescale of next February, we would request that other data which is not yet
in the public domain but intended to be presented at this year’s ACR in late autumn
2009 be able to be taken into account.
Given the complexity of the issues which NICE must take into account in this Appraisal,
NRAS believe it would be appropriate and very helpful if greater collaboration between
industry, all stakeholders and NICE were possible such that an element of risk-sharing
between industry and the NHS could be considered whereby patients who fail a first
TNF are able to trial a second providing that very strict cessation criteria is established,
minimising prolonged use of therapy where there is an inadequate response.
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Yours sincerely,

XXXX XXXX
XXXX XXXX
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