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Health Technology Evaluation 
SQ HDM SLIT for treating allergic rhinitis and allergic asthma caused by house dust mites ID6280
Final scope
Remit/appraisal objective 

To appraise the clinical and cost effectiveness of standardised quality house dust mite sublingual immunotherapy (SQ HDM SLIT) within its marketing authorisation for treating allergic rhinitis or allergic asthma associated with allergic rhinitis caused by house dust mites.
Background  
House dust mites (HDM) are microscopic organisms found in dust that builds up in the house. House dust mite allergy is an immunoglobulin E (IgE)-mediated hypersensitive reaction to proteins in the droppings of dust mites. These proteins can act as allergens (cause an allergic reaction) in the upper or lower respiratory tract causing the symptoms of rhinitis and asthma.1
Allergic rhinitis 
Allergic rhinitis is an inflammation of the inside of nose caused by an  allergen. Depending on the nature of the allergen, allergic rhinitis has traditionally been categorised as either seasonal allergic rhinitis (e.g., induced by pollen) or perennial allergic rhinitis (e.g., induced by animals or dust mites). The condition can further be categorised as either ‘mild’, ‘moderate’ or ’severe’, depending on the severity of symptoms and impact on quality of life. In the United Kingdom, the most common allergic trigger for perennial allergic rhinitis is the house dust mite.2
Allergic rhinitis affects 26% of adults and 10-15% of children in the UK.3 House dust mites are the most common inhalant allergy and 49% of people with allergic rhinitis have sensitisation, in Europe.1 Diagnosis involves carefully taken history in combination with sensitisation to HDM allergens. About 3 in 5 people with an allergy to HDM are also allergic to other allergens in the air such as pollens or flakes of skin from certain animals.1 Allergic rhinitis commonly occurs with allergic conjunctivitis (inflammation of the thin layer of skin on the inside of the eye causing red, itchy eyes) and is known as rhinoconjunctivitis. Allergic rhinitis can also occur with rhinosinusitis and asthma, and can sometimes lead to complications such as sinusitis or middle ear infections.4  
There is no NICE guidance for treating allergic rhinitis caused by house dust mites. Initial treatment may involve allergy avoidance.5 This can be followed by pharmacotherapy aimed at symptom control, which may include antihistamines, topical nasal corticosteroids and leukotriene receptor antagonists (if asthma is also present). For people with more severe allergic rhinitis, which does not respond to usual therapy, specific desensitisation to the house dust mite allergens with immunotherapy may be considered.4,5
Allergic asthma 

Asthma is a long-term inflammatory disorder of the airways characterised by signs or symptoms including breathlessness, chest tightness, wheezing, sputum production, airflow obstruction, hyper-responsiveness of airways and cough (particularly at night). Symptoms vary in frequency and severity, from intermittent and mild, to frequent and severe. Allergic and non-allergic forms of asthma exist. Allergic asthma results from response to environmental allergens such as house dust mites, pollen, and moulds. 
In around 80% of cases, allergy is the cause of asthma, with a higher incidence of allergies in younger people.6 Estimates suggest that around 8 million people are diagnosed with asthma in the UK, with a prevalence of 15.3% in England. Around 5.4 million people (4.3 million adults; 1.1 million children) in the UK currently receive treatment for asthma.6,7 Around 43% of people diagnosed with asthma have asthma that is not well controlled.8 There were 1,216 deaths from asthma in the UK. Between 20 to 30% of people with allergic rhinitis also have asthma.6
NICE guideline NG80: asthma: diagnosis, monitoring and chronic asthma management recommends a stepwise approach for treating asthma. Control is maintained by stepping up treatment as necessary and stepping down when control is good. Treatments include inhaled short or long-acting beta-2 agonist, low or dose inhaled corticosteroids, and leukotriene antagonists. If asthma is uncontrolled on these regimens, consideration should be given to referral for specialist care where they may also receive daily steroid tablets and other treatments such as omalizumab (NICE TA278) for allergic IgE-mediated asthma to minimise the use of steroid tablets. NICE TA278 recommends omalizumab for treating severe persistent confirmed allergic IgE-mediated asthma in people aged 6 years and older who need continuous or frequent treatment with oral corticosteroids (defined as 4 or more courses in the previous year). NICE Technology Appraisal TA751 recommends dupilumab for treating severe asthma with type 2 inflammation in people 12 years and over. NICE technology appraisals TA671, TA565 and TA479 recommend mepolizumab, benralizumab and reslizumab respectively for treating severe eosinophilic asthma. NICE also recommends tezepelumab (TA880) as a non-biomarker-specific treatment for severe asthma in people 12 years and over.
NICE guideline 80 recommends that skin prick tests for aeroallergens or specific IgE tests are carried out to identify triggers after a formal diagnosis of asthma.

The technology 
Standardised quality house dust mite sublingual immunotherapy (SQ HDM SLIT) (Acarizax, ALK-Abello) has a UK marketing authorisation and is indicated for:

· adults (18-65 years) diagnosed by clinical history and a positive test of house dust mite sensitisation (skin prick test and/or specific IgE) with at least one of the following conditions: 

· persistent moderate to severe house dust mite allergic rhinitis despite use of symptom-relieving medication 

· house dust mite allergic asthma not well controlled by inhaled corticosteroids and associated with mild to severe house dust mite allergic rhinitis. Asthma status should be carefully evaluated before the initiation of treatment. 

· adolescents (12-17 years) diagnosed by clinical history and a positive test of house dust mite sensitisation (skin prick test and/or specific IgE) with persistent moderate to severe house dust mite allergic rhinitis despite use of symptom-relieving medication.
	Intervention(s)
	SQ HDM SLIT as an add-on to standard therapy

	Population(s)
	· People aged 18 to 65 years with house dust mite sensitisation with persistent moderate to severe house dust mite allergic rhinitis despite use of symptom relieving medication or allergic asthma not well controlled by inhaled corticosteroids and associated with mild to severe allergic rhinitis. 
· People aged 12 to 17 years with house dust mite sensitisation with persistent moderate to severe house dust mite allergic rhinitis despite use of symptom-relieving medication

	Comparators
	Established clinical management without SQ HDM SLIT 

	Outcomes
	The outcome measures to be considered include:
For house dust mite sensitisation with persistent moderate to severe house dust mite allergic rhinitis despite use of symptom-relieving medications:

· severity of rhinitis symptoms

· complications of allergic rhinitis (such as sinusitis or middle ear infections)

· rhinitis medication use 

· adverse effects of treatment

· health-related quality of life
For house dust mite sensitisation with allergic asthma not well controlled by inhaled corticosteroids and associated with mild to severe allergic rhinitis:
· use of inhaled corticosteroid (ICS)

· use of rescue medication

· time to first moderate or severe asthma exacerbation after ICS reduction 

· reduction of the risk of an asthma exacerbation

· lung function
· severity of rhinitis symptoms

· complications of allergic rhinitis (such as sinusitis or middle ear infections)

· adverse effects of treatment

· health-related quality of life
· overall survival

	Economic analysis
	The reference case stipulates that the cost effectiveness of treatments should be expressed in terms of incremental cost per quality-adjusted life year.

The reference case stipulates that the time horizon for estimating clinical and cost effectiveness should be sufficiently long to reflect any differences in costs or outcomes between the technologies being compared.

Costs will be considered from an NHS and Personal Social Services perspective.

The availability of any commercial arrangements for the intervention, comparator and subsequent treatment technologies will be taken into account.

The use of SQ HDL SLIT is conditional on the presence of a positive test for house dust mite sensitisation (skin prick test and/or specific IgE). The economic modelling should include the cost associated with diagnostic testing for the house dust mite sensitisation (skin prick test and/or specific IgE) in people with allergic rhinitis who would not otherwise have been tested. A sensitivity analysis should be provided without the cost of the diagnostic test. See section 4.8 of the guidance development manual (available here: https://www.nice.org.uk/process/pmg36/chapter/introduction-to-health-technology-evaluation).  

	Other considerations 
	Guidance will only be issued in accordance with the marketing authorisation. Where the wording of the therapeutic indication does not include specific treatment combinations, guidance will be issued only in the context of the evidence that has underpinned the marketing authorisation granted by the regulator.  
If the evidence allows subgroups will be considered by disease severity.

	Related NICE recommendations and NICE Pathways
	Related Technology Appraisals: 

Tezepelumab for treating severe asthma (2023) NICE technology appraisal guidance 880

Omalizumab for treating severe persistent allergic asthma (review of technology appraisal guidance 133 and 201) (2013). NICE technology appraisal 278. 
Dupilumab for treating severe asthma with type 2 inflammation (2021) NICE technology appraisal 751. 
Mepolizumab for treating severe eosinophilic asthma (2021) NICE technology appraisal guidance 671. 
Benralizumab for treating severe eosinophilic asthma (2019) NICE technology appraisal 565. 
Reslizumab for treating severe eosinophilic asthma (2017) NICE technology appraisal 479. 
Inhaled corticosteroids for the treatment of chronic asthma in adults and in children aged 12 years and over (2008). NICE technology appraisal 138. 

Inhaled corticosteroids for the treatment of chronic asthma in children under the age of 12 years (2007) NICE technology appraisal guidance 131.

Inhaler devices for routine treatment of chronic asthma in older children (aged 5–15 years) (2002) NICE technology appraisal guidance 38.
Related technology appraisals in development:
STG320 for treating allergic rhinitis or rhinoconjunctivitis caused by house dust mites. NICE technology appraisal guidance [ID1278]. Publication date to be confirmed.
Related NICE guidelines: 

Asthma: diagnosis, monitoring and chronic asthma management (2017). NICE guideline 80. Last updated March 2021.
Related interventional procedures:

Bronchial thermoplasty for severe asthma (2012). NICE interventional procedures guidance 419.

Intranasal phototherapy for allergic rhinitis (2018) NICE interventional procedures guidance 616

Bronchial thermoplasty for severe asthma (2018) NICE Interventional Procedures Guidance 635.

Related diagnostics guidance:

ImmunoCAP ISAC 112 and Microtest for multiplex allergen testing (2016) NICE diagnostics guidance 24

Related Clinical Knowledge Summaries:

Allergic rhinitis (2018) NICE Clinical Knowledge Summary

Related quality standards:

Asthma (2013, updated 2018) NICE quality standard 25.

Related NICE Pathways: 
Asthma (2014, last updated January 2017) NICE pathway

	Related National Policy 
	The NHS Long Term Plan, 2019. NHS Long Term Plan
NHS England (2018/2019) NHS manual for prescribed specialist services (2018/2019). Chapter 4 – Adult highly specialist respiratory services
NHS England (2018/2019) NHS manual for prescribed specialist services (2018/2019).  Chapter 59 Highly specialist allergy services (adults and children) 
Department of Health and Social Care, NHS Outcomes Framework 2016-2017: Domains 2 and 4. https://www.gov.uk/government/publications/nhs-outcomes-framework-2016-to-2017
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