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Single Technology Appraisal 
Belimumab for treating active autoantibody-positive systemic lupus erythematosus [ID1591]
Consultee and commentator comment form

Please use this form for submitting your comments on the draft remit, draft scope and provisional stakeholder list of consultees and commentators. It is important that you complete and return this form even if you have no comments otherwise we may chase you for a response.
Enter the name of your organisation here: Renal Association
Comments on the draft remit and draft scope

The draft remit is the brief for an appraisal. Appendix B contains the draft remit. The draft scope, developed from the draft remit outlines the question that the appraisal will answer.

Please submit your comments on the draft remit and draft scope using the table below. Please take note of any questions that have been highlighted in the draft scope itself (usually found at the end of the document).

If you have been asked to comment on documents for more than one appraisal, please use a separate comment form for each topic, even if the issues are similar.
Please complete this form and upload it to NICE Docs by Friday 10 July 2020. If using NICE Docs is not possible please return via email to TACommF@nice.org.uk If you have any questions please contact the Project Manager Gavin Kenny (Gavin.Kenny@nice.org.uk) 
If you do not have any comments to make on the draft remit and draft scope, please state this in the box below.

	     


Comment 1: the draft remit
	Section
	Notes
	Your comments

	Wording
	Does the wording of the remit reflect the issue(s) of clinical and cost effectiveness about this technology or technologies that NICE should consider? If not, please suggest alternative wording.
	The wording is fine 

	Timing Issues
	What is the relative urgency of this appraisal to the NHS?
	Depends!  If there is a plan to stop the current funding mechanism then very urgent. But I would argue that this is exactly the wrong time to do this appraisal. The BLISS-LN trial of belimumab in lupus nephritis has just reported positive results that suggest the licence will be extended to include renal disease. MUCH more sensible to do this appraisal when that licence is granted (likely Q1 2021 latest?)

	Any additional comments on the draft remit 

Not sure if comes in the remit or the scope but the marketing authorisation is as an add-on therapy in people aged 5 years and older with active, autoantibody-positive systemic lupus erythematosus (SLE) with a high degree of disease activity (for example, positive anti-dsDNA and low complement) despite standard therapy.  However,  NICE / NHSE have taken a more stringent view of when to use Belimumab – positive dsDNA, low complement and SLEDAI of 10 despite standard therapy.  There are many patients who don’t meet all three requirements who would likely benefit (we believe) but who don’t have access – the key part of the remit should be to assess against the marketing authorisation rather than the funding strategy which aimed to limit use.


Comment 2: the draft scope

	Section
	Notes
	Your comments

	Background information
	Consider the accuracy and completeness of this information.
	It’s pretty accurate.  I think it should say that for the moment belimumab is not licenced for renal or neurological lupus.  DMARDs for non renal, non neurological lupus relatively rarely include cyclophosphamide but it is used. It is much more common to use azathioprine,  methotrexate or mycophenolate mofetil (MMF)

	The technology/ intervention
	Is the description of the technology or technologies accurate? 
	Rightly says route of administration is IV or subcutaneous – however, hasn’t been marketed as sc in England until the covid pandemic (so as to avoid hospital admissions).  This is an important route of administration and should be evaluated for longer term use.  

	Population
	Is the population defined appropriately? Are there groups within this population that should be considered separately?
	Yes appropriate.  Some might want children evaluated separately.  

	Comparators
	Is this (are these) the standard treatment(s) currently used in the NHS with which the technology should be compared? Can this (one of these) be described as ‘best alternative care’?
	· No – for non-renal non neurological lupus the comparators should be rituximab, methotrexate (MTX), azathioprine and Mycophenolate mofetil (MMF) as well as cyclophosphamide – the latter is used relatively rarely in non renal non neuro lupus. 
· Rituximab, MTX and MMF are not licensed for use and whilst azathioprine, MTX and MMF are relatively widely available, the use of rituximab is strictly limited by some trusts due to cost.  
· I’m not entirely sure what standard therapy other than these would be.

	Outcomes 
	Will these outcome measures capture the most important health related benefits (and harms) of the technology?
	· The challenge will be how disease activity is measured? Which tools? Worth adding Low Disease activity (LDA) as an outcome measure.  

· Need to look at specific flares – e.g. prevention of renal flares very important and perhaps should be weighted more strongly than prevention of a skin flare in terms of long term impact.  Even more important given the recent trial data suggesting effectiveness of belimumab in combination specifically with MMF for improved maintenance of remission of lupus nephritis – hugely important for preservation of renal function in the long term.
· Steroid minimisation hugely important outcome from a long term morbidity and risk analysis especially given the high representation of patients from BAME communities and their concomitant high risk of hypertension and diabetes. 

· From patient perspective – Health related quality of life clearly critical, but from the SONG initiative (standardised outcomes in nephrology - https://songinitiative.org) it is clear that assessing “Life participation” is very important to patients with chronic conditions such as lupus. 

	Economic analysis
	Comments on aspects such as the appropriate time horizon.
	· It is critical to take a suitably long view to include the impact of minimising steroids (see above), hospital admissions for flares etc.  
· Also need to evaluate the costs of subcutaneous administration over IV. 

· Also need to build in (especially with IV administration) the known adherence vs the high rates of non adherence with oral medications and resultant flare rates (will be picked up in outcomes one would hope). 

	Equality
	NICE is committed to promoting equality of opportunity, eliminating unlawful discrimination and fostering good relations between people with particular protected characteristics and others.  Please let us know if you think that the proposed remit and scope may need changing in order to meet these aims.  In particular, please tell us if the proposed remit and scope: 

· could exclude from full consideration any people protected by the equality legislation who fall within the patient population for which [the treatment(s)] is/are/will be licensed; 

· could lead to recommendations that have a different impact on people protected by the equality legislation than on the wider population, e.g. by making it more difficult in practice for a specific group to access the technology; 

· could have any adverse impact on people with a particular disability or disabilities.  

Please tell us what evidence should be obtained to enable the Committee to identify and consider such impacts.
	· People affected by severe lupus are much more likely to come from BAME communities in whom the risk of developing diabetes and hypertension are already high – therapies which don’t minimise steroids may be as effective and cheaper but could have a serious adverse impact on these patients and that needs to be factored in when considering indications and use. 
· The vast majority of patients with lupus are women, mostly of child bearing age.  Impact on fertility and pregnancy need to be considered. 

	Other considerations
	Suggestions for additional issues to be covered by the appraisal are welcome.
	For the kidney community, the key question is the use of belimumab in lupus nephritis – given the recent positive results of BLISS-LN, it would seem prudent to wait on market authorisation for LN and address in the round.

	Innovation
	Do you consider the technology to be innovative in its potential to make a significant and substantial impact on health-related benefits and how it might improve the way that current need is met (is this a ‘step-change’ in the management of the condition)?

Do you consider that the use of the technology can result in any potential significant and substantial health-related benefits that are unlikely to be included in the QALY calculation? 

Please identify the nature of the data which you understand to be available to enable the Appraisal Committee to take account of these benefits.
	· Yes – it is the ONLY new drug licenced for use in lupus in 50+ years so undoubtedly a step change but the current restrictions on use in England make it available to relatively few patients. 
· Yes – to date the safety of belimumab has been excellent and it is very well tolerated by patients.  If made generally available by the sub cutaneous route (so could be self administered) it would substantially free up patients from hospital attendances – if well could simply have regular blood and urine tests (less frequently than say for azathioprine, MTX or MMF where need to monitor liver function (aza and MTX) and white cells for safety) to monitor disease activity and consultations for any breakthrough symptoms.  Highly important in the era of Covid-19 but also liberates patients for better life participation (see earlier in outcomes). 
· Long term data from other countries (e.g. Germany) where much more liberal use.  

· For the reduced attendance at hospital could also compare to e.g. use of sub cut anti TNF in rheumatoid arthritis and the resultant improvement in QoL.



	Questions for consultation
	 Please answer any of the questions for consultation if not covered in the above sections. If appropriate, please include comments on the proposed process this appraisal will follow (please note any changes made to the process are likely to result in changes to the planned time lines).
	· Is the burden of childhood SLE adequately described? – Doesn’t really capture the relapsing remitting nature of the disease and the risk of permanent damage especially in relation to steroid use, the risk of infertility from cyclophosphamide and the teratogenicity of cyclophosphamide, MTX and MMF – all hugely important given that the average patient is a woman of child bearing age.  Also that it is so important to have treatments which are more specific to the disease process, and which minimise the overall burden of long term immunosuppression vis a vis increased risk of infections and cancer. 
· Are the outcomes listed appropriate? Would stress need to consider specific outcomes e.g. renal flares as more adverse than some others. Not just because can lead to much more severe long term consequences but also the need for increased immunosuppression and the subsequent increased risks of infections and cancer.
· Are there any subgroups of people in whom belimumab is expected to be more clinically effective and cost effective or other groups that should be examined separately? Addressed above re children. Additionally, There is an argument for specifically considering those at risk of low adherence (who undoubtedly have worse long term outcomes) such as adolescents, those with mental health issues, those with challenging social conditions who find taking tablets regularly difficult.
· Where do you consider belimumab will fit into the current standard care pathway? I think it will increasingly become standard of care for those with active severe non renal lupus – as a steroid sparing agent and possibly to avoid oral medications altogether (much as we choose to use rituximab – unlicensed- in some patients) especially if able to have the subcut preparation.  It should be allowed according to the market authorisation (severe antibody +ve disease) and not have to have low complement and a minimum sledai.  Reasonable to say have to evaluate after 6 months for effectiveness.  If this appraisal is delayed until the renal licence is granted, then it will undoubtedly rapidly be used to improve outcomes in renal lupus in addition to MMF and steroids. 
· To help NICE prioritise topics for additional adoption support, do you consider that there will be any barriers to adoption of this technology into practice? If yes, please describe briefly. The main barrier will be cost – there is growing confidence in its use (slow uptake at the beginning given it was a completely new drug with “no history” in other conditions), its safety profile and low frequency of adverse reactions. Patients like it. 

	Any additional comments on the draft scope

It doesn’t really address the added benefit of an intermittent parenteral drug (that can be given subcutaneously – licenced to be given via this route through the Covid pandemic) as a preferential choice both for adherence and convenience.  Nor the possibility of reducing oral DMARDs. It appears to give no weight to the fact that all the DMARDs are not licenced whereas belimumab is. 


Comment 3: provisional stakeholder list of consultees and commentators

The provisional stakeholder list of consultees and commentators (Appendix C) is a list of organisations that we have identified as being appropriate to participate in this appraisal. If you have any comments on this list, please submit them in the box below.

As NICE is committed to promoting equality and eliminating unlawful discrimination Please let us know if we have missed any important organisations from the lists contained within the stakeholder list, and which organisations we should include that have a particular focus on relevant equality issues.
If you do not have any comments to make on the provisional stakeholder list of consultees and commentators, please cross this box:  FORMCHECKBOX 

	Comments on the provisional stakeholder list of consultees and commentators

     


Please complete this form and upload it to NICE Docs by Friday 10 July 2020.. If using NICE Docs is not possible please return via email to TaCommF@nice.org.uk If you have any questions please contact the Project Manager, Project Manager Gavin Kenny (Gavin.Kenny@nice.org.uk)  
Comments received in the course of consultations carried out by NICE are published in the interests of openness and transparency, and to promote understanding of how recommendations are developed.  The comments are published as a record of the submissions that NICE has received, and are not endorsed by NICE, its officers or advisory committees.  


