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Highly Specialised Technologies (HST) criteria checklist
Pegzilarginase for treating arginase-1 deficiency (ID4029)

Introduction
The NICE HST criteria checklist is to highlight where a technology meets/partially meets or does not meet the criteria for routing to the HST programme. Its purpose is to show the details of why a technology may not be appropriate for HST evaluation, but also where it has been identified as suitable. For more information, please see section 7 of NICE health technology evaluation topic selection: the manual
 
Key – Please use the colour key to advise if the technology meets the criteria 
	Met 
	There is clear and strong evidence that the criterion is met

	Not met
	There is some, but not enough clear evidence that the criterion is met or 
There is no evidence or limited evidence that the criterion is met.  



MA wording: ***************************************************************************************************************

	Number
	Criterion

	Description of how the technology meets the criteria 

	Does the technology meet the criteria?

	1. 
	The condition is very rare defined by 1:50,000 in England 


	· In July 2016, the EMA gave this indication an orphan designation, estimating the prevalence across the European Union to be about 0.06 in 10,000 people (or 0.3 per 50,000).
· Catsburg (2022) suggests that in the UK, there is an arginase-1 deficiency population prevalence of 0.58 cases per million.
	Met


	2. 
	Normally no more than 300 people in England are eligible for the technology in its licensed indication and no more than 500 across all its indications. 

	· When applying the EMA rate to the total population (≥5 years) in England of 53.3 million, it is estimated that about 320 people could be eligible to receive pegzilarginase.
· When applying the population prevalence rate from Catsburg (2022) to the total population in England of 56.5 million, it is estimated that about 33 people could be eligible to receive pegzilarginase.
· This is a new active substance and the NICE team is not aware of any other licenced indications in the near future for this technology.
	Met

	3. 
	The very rare condition for which the technology is indicated significantly shortens life or severely impairs quality of life
	· Affected children may experience a lag in growth between 1 and 3 years and develop progressive stiffness and lack of control of voluntary movements of the legs. Cognitive development slows or stops and, children develop severe spasticity, an inability to walk, loss of bowel and bladder control and severe intellectual disability. Almost all affected children have growth deficiency and many also experience seizures.
· However, most affected infants are now identified at birth through newborn screening. Most infants with arginase-1 deficiency do not exhibit any symptoms during the first few months to 1 year of life. Infants with arginase-1 deficiency infrequently experience severe hyperammonemia or hyperammonemic coma (characteristic of other urea cycle disorders).
· Management includes restricted intake of dietary protein and frequent blood tests to monitor arginine levels. Hyperammonemia may need dialysis to remove excess ammonia.

Post consultation and Scoping workshop:
· NICE found a source that estimates that average life expectancy is 40 years[footnoteRef:1] and clinical experts confirmed that the condition is acutely unpredictable and enduring, significantly shortens length of life, is characterised by early mortality, and is associated with a substantial reduction to quality of life. [1:  Arginase 1 Deficiency: using genetic databases as a tool to establish global prevalence - PMC (nih.gov)] 

	Met 

	4. 
	There are no other satisfactory treatment options, or the technology is likely to offer significant additional benefit over existing treatment options.

	Post consultation and Scoping workshop:
· There are no licensed treatment options available for arginase-1 deficiency.
· The treatment is used in conjunction with standard care which includes a severe protein restrictive diet and the use of ammonia scavengers to control ammonia in the blood and symptomatic management. Taking the treatment will assist in alleviating the consequences of a severe protein restrictive diet particularly for developing children. 
· Pegzilarginase (Loargys, Immedica Pharma) is a novel, recombinant modified form of the human enzyme arginase 1 that metabolises arginine to ornithine and urea, thereby lowering blood arginine levels. Pegylation improves blood circulation times and cobalt substitution increases the catalytic activity of arginase 1   
	Met 
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