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February 27 2017
Dr Margaret Helliwell

Vice chair
National Institute for Health and Care Excellence

10 Spring Gardens
London SW1A 2BU
Dear Margaret

Re: Final Appraisal Determination – 
Highly Specialised Technologies (HST)

Sebelipase alfa for treating lysosomal acid lipase deficiency [ID737]

published February 15 2017.
The British Inherited Metabolic Disease Group (BIMDG) would like to appeal against the Final Appraisal Determination for the above mentioned technology appraisal on the following grounds:
Ground one: In making the assessment that preceded the recommendation, NICE has:


a) failed to act fairly 

and 
Ground two: The recommendation is unreasonable in the light of the evidence submitted to NICE.
Ground 1a: In making the assessment that preceded the recommendation, NICE has: failed to act fairly 

As previously, the BIMDG would like to record its ongoing concerns regarding the current high costs of licensed medications for rare inherited metabolic diseases.  UK patients have always been at the forefront of participation in international clinical trials to determine safety and efficacy of such medications prior to licensing.  The high costs associated with these medications and subsequent refusal for funding of such treatments post-licensing based on cost-benefit analyses, denies the UK patient population the long-term benefits of such participation.

If funding is refused for patients with LAL deficiency then this will be the first patient group with a lysosomal storage disorder for which the only available specific ERT has been denied.  The BIMDG believes that sebelipase alfa is at least as efficacious as some other funded ERTs, and more effective than others, and therefore that a decision not to fund treatment would discriminate against this particular patient group.

Ground 2: The recommendation is unreasonable in the light of the evidence submitted to NICE
2.1

The BIMDG would also like to record their full support of the formal appeal of Dr Santra and colleagues to the FED, submitted separately to NICE, dated 20 February 2017, which focuses on the clinical benefits (acknowledged by NICE) provided by sebelipase alfa to infants with early onset rapidly progressive LAL deficiency. The BIMDG is agreed that sebelipase alfa is a potentially life-saving treatment for infants with rapidly progressive LAL deficiency, and feel that this is sufficiently proven by the existing studies and clinical expert opinion.   Our concern is therefore that this decision by NICE has been determined more by the high cost of treatment, rather than insufficient evidence for clinical efficacy in this patient subgroup.
2.2


The BIMDG agrees with the Committee that it remains uncertain if sebelipase alfa will delay or stop progression to cirrhosis, hepatocellular carcinoma, need for liver transplant, cardiovascular events or death in patients who present after infancy as these longer-term clinical outcomes could not be assessed in the reported clinical trials. Nonetheless, in other disorders of liver fibrosis, liver biopsy with histology is a well-studied accepted marker of disease progression and the BIMDG feels that the reduction in steatosis seen in a greater number if patients on sebelipase alfa compared with placebo (whilst not statistically significant) should be acknowledged [Burton et al 2015].

The BIMDG is aware that the budget for high cost drugs is limited, and that further treatments for other inherited metabolic disorders likely to impact on this budget are in development, and hopes that ultimately the Company will be able to negotiate to a price that will be acceptable to NICE / NHS England.

Conclusion
The BIMDG therefore unreservedly supports the immediate approval of at least a trial of treatment for the majority / all infants with early-onset disease as deemed appropriate by expert treating clinicians.

The BIMDG suggests that access to sebelipase alfa in children > 1 year and adults should continue to be considered, not necessarily for all affected patients, but rather in the context of a managed ‘patient access scheme’ drawn up and agreed by clinical experts, the patient representatives (MPS society), NHS England and the Company.  Such an access scheme would define treatment start criteria, monitoring criteria, response criteria and stop criteria, in a similar manner to the patient access scheme agreed for elosulfase alfa for MPS IV.  

The BIMDG supports either an oral or written appeal process.
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On behalf of the BIMDG
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