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[bookmark: Introduction]Introduction 
The Clinical Immunology and Allergy Service based at Leeds Teaching Hospitals NHS Trust 
provides a service to Primary Care from across the West Yorkshire region. It is staffed by a team of 3 Immunology consultants,1 anaesthetist, 2 specialist trainees, clinical fellows, a specialist doctor, a highly advanced pharmacist, and a team of nursing staff. 

The service is divided into:
1. General allergy 
· Nurse led allergy clinics: simple food allergy, aeroallergy, venom immunotherapy
· Skin prick test allergy clinics
· Pharmacist/specialist nurse led chronic spontaneous urticaria clinic
· Medical general allergy clinics
2. Drug allergy
3. Anaesthetic drug allergy
4. Immunology/immunodeficiency 
5. Laboratory Immunology and liaison
6. Autoinflammatory 

This guidance has been provided to
1. identify and manage patients who need urgent referrals
2. Provide advice and guidance for those patients who may be managed in primary care

[bookmark: ContactforClinicalAdvice]Contact for clinical advice
There is an on-call registrar and/or consultant available through Leeds Teaching Hospital switchboard for clinical advice 24 hours a day. Between 9-5pm this service is usually covered by a speciality trainee; out of hours a consultant is available.

[bookmark: Referralpathways]Referral pathways
Referrals from primary care will be accepted through standard pathways Secondary care can refer patients directly as needed. Written referrals are preferred however referrals from acute attendances will be accepted using the following form:



 For drug allergy referrals, the appropriate form must be completed.

These guidelines are a reference for referrers and the Immunology team alike. Referrals are triaged by a Consultant Immunologist. Referrals where the merits of providing a clinical opinion are unclear are discussed amongst the clinical team.
























[bookmark: GeneralAllergy]General Allergy
[bookmark: Background]Background
There has been an increase in the incidence of true allergic disorders and in the public perception that allergies can explain a variety of symptoms. In reality, true allergies manifest in a relatively narrowly defined spectrum of clinical signs and symptoms. The clinical immunology and allergy consultant and specialist registrar staff are  available to discuss patients by telephone. These referral guidelines aim to assist care providers in the diagnosis and management of allergic disorders and highlight those situations in which referral or a specialist opinion is recommended.

[bookmark: Usefulwebsites]Useful websites
www.aaaai.org/professionals.stm www.anaphylaxis.org.uk 
www.allergyuk.org www.bsaci.org
www.jext.co.uk www.epipen.co.uk
https://www.nice.org.uk
Angio-oedema and anaphylaxis | Health topics A to Z | CKS | NICE










[bookmark: Usefulinformationforallergy]







Useful information for allergy
[bookmark: IgEtesting]IgE testing
The Royal College of Pathologists have published best practice guidelines for laboratory allergy tests in primary care:
G194-BPR-Use-of-laboratory-allergy-testing-in-primary-care.pdf

These guidelines should be consulted where appropriate.

IgE testing (often known as RASTs tests) are only indicated for type 1 hypersensitivity. i.e. histamine mediated. Type 1 hypersensitivity reactions to aeroallergens which are inhaled cause symptoms of sneezing, nasal congestion, wheeze, rhinorrhoea, and allergic rhinoconjunctivitis.

Aeroallergen sensitisation will not cause symptoms of urticaria and anaphylaxis. However, type 1 hypersensitivity to food allergens (e.g. peanut), can cause symptoms of urticaria, life threatening angioedema, hypotension and fulminant anaphylaxis.

RAST tests are not indicated for any other reason, they are of no value in the management of adult eczema or food intolerances. Testing in these populations may lead to clinically irrelevant positive tests and subsequent patient anxiety and dietary restriction. Ultimately, they can be harmful when inappropriately requested.

We do not encourage use of commercial kits and IgG testing which are often available through non-NHS private providers e.g. York test

[bookmark: Skinpricktestingversuspatchtesting]Skin prick testing versus patch testing
Skin prick tests are used to assess type I hypersensitivity. Patch tests are used to determine delayed hypersensitivity usually in the context of contact dermatitis. We do not provide a patch test service, where there is a suspicion of contact dermatitis, the referral should be made to a local patch testing service (dermatology).









[bookmark: Anaphylaxis]Anaphylaxis
NICE describe anaphylaxis as

“a severe, life-threatening, generalised or systemic hypersensitivity reaction. It is characterised by rapidly developing, life-threatening problems involving: the airway (pharyngeal or laryngeal oedema) and/or breathing (bronchospasm with tachypnoea) and/or circulation (hypotension and/or tachycardia). In most cases, there are associated skin and mucosal changes.”

Referral criteria
	All cases of new unexplained, anaphylaxis should be referred to the Immunology and Allergy services. The triaging consultant will make a call on urgency based on the clinical details provided.



As per NICE criteria, 2 x adrenaline autoinjectors should be provided with appropriate training in cases of suspected anaphylaxis whilst the patient is awaiting a specialist opinion. The following website provides useful patient information regarding adrenaline autoinjector use:

Adrenaline & Anaphylaxis | Anaphylaxis UK


















[bookmark: Urticariaandorangioedema]Urticaria and/or angioedema
[bookmark: Urticariaandorangioedemareferral]Referral Criteria
For the patient to receive the most accurate and timely review, photographs at the time of referral will speed up advice provided and aim to exclude alternative diagnoses. Whilst this is not mandatory, it is encouraged.
	Urgent referral criteria
· Patients experiencing life-threatening symptoms, severe anaphylactoid-type reactions or atypical urticarial lesions e.g. urticarial vasculitis. *
· Patients experiencing life-threatening laryngeal episodes and are not on an ACE inhibitor
· Pregnant or lactating women where it is unadvisable to go above licenced doses of antihistamines
· Persistently raised mast cell tryptase
· Angioedema in isolation with a low C4

*Urticarial vasculitis Is typically characterised by wheals which last from days to weeks, leave hyperpigmentation/scarring and the presence of constitutional symptoms such as arthralgia and fever

*If there is uncertainty as to whether the lesions are urticarial, advice and guidance on photographs should be sought.

	Routine Referral
· Chronic Spontaneous Urticaria +/- angioedema– refractory to standard treatment
· Angioedema in isolation – refractory to standard treatment

	Not to refer
· Isolated/intermittent episodes of urticaria not associated with food ingestion i.e. at least 2 hours after food
· Pruritis in isolation without a rash 
· Generalised body swelling- this is not angioedema



[bookmark: Backgroundurticaria]Background
Urticaria (also known as nettle rash or hives) is an itchy, erythematous, elevated, well defined and irregularly shaped rash that can occur anywhere on the body and may last from only a few minutes up to twenty-four hours. Rashes with features of blistering, desquamation of the skin or with individual lesions lasting longer than 24 hours are not urticarial and an alternative diagnosis needs to be considered. A dermatology referral may be considered in these circumstances. We do not accept patients affected by pruritis (and no rash) and eczema.

Angioedema is usually (but not always) histamine mediated, in such cases it is usually responsive to antihistamine therapy and is managed like chronic urticaria. In a minority of cases, it may be bradykinin mediated.

[bookmark: Acuteurticaria]Acute urticaria 
Only a fraction of acute urticaria is due to a food allergy. Single episodes of urticaria may be the manifestation of a food allergy if there is a clear history of ingestion of an implicated food. More commonly it results from intercurrent viral infection, drug ingestion, particularly with non-steroidal anti-inflammatory drugs or is completely idiopathic. Non-recurring episodes of urticaria are highly unlikely to be due to any type of allergy and the patient should be reassured about this. 

An isolated episode of urticaria that has occurred >1 hour after food ingestion does NOT need to be referred. Patients should be advised regarding antihistamine use. They can be advised to use antihistamines above the licensed dose (see chronic urticaria guidelines) as needed.

Patients should be directed to the following website which provides up to date patient information:
Urticaria and Angioedema | Allergy UK | National Charity

[bookmark: ChronicSpontaneousUrticaria]Chronic Spontaneous Urticaria (CSU) 
Urticaria which last longer than six weeks is termed chronic spontaneous urticaria, patients should be directed to Urticaria and Angioedema | Allergy UK | National Charity and should be advised that testing for multiple allergies is not going to be of benefit.

Common triggers for chronic urticaria include: 
• viral infections 
• non-steroidal anti-inflammatory drugs, including over the counter medication 
• physical stimuli such as pressure on the skin or changes in temperature 
• stress 
• additives, preservatives and colourants. 

Chronic urticaria management in primary care:
· NSAIDs such as Aspirin, Naproxen, Diclofenac, Mefenamic acid and Ibuprofen can exacerbate the condition and therefore should be avoided.
· Pharmacological treatment at this stage consists of appropriate use of antihistamines. We recommend using a licensed dose of non-sedating 2nd or 3rd generation antihistamines, for example Loratadine or Cetirizine 10 mg daily. If symptoms persist more than 2 weeks, we would recommend increasing the dose of antihistamines up to 4-times the licensed dose. We generally use either Cetirizine/Loratadine at a dose of up to 40mg daily (20mg BD), or Fexofenadine at a dose of up to 720mg daily (360mg BD) as per British Society of Allergy and Clinical Immunology (BSACI) guidelines.
· If antihistamine treatment has failed, please check haemoglobin, CRP, LFTs, thyroid function, calcium & vitamin D, folate, B12 and ferritin levels. We know that disturbances in any of these can cause or exacerbate disease. You should aim for a ferritin >25 mcg/ml even if not anaemic and treat a vitamin D <70 nmol/l with high dose Colecalciferol as per local guidelines.
· In 80% of patients CSU will go into remission after 6 months, antihistamines can be titrated according to treatment response.
· Referrals where the advice above has not been followed will be rejected.
· If the patient is taking four times a day antihistamine and blood tests have been checked and corrected if applicable, and the patient is still having urticaria, please refer to our service.
· You may also consider adding montelukast 10mg at night.
Cold/heat induced urticaria, solar urticaria and cholinergic urticaria should be managed in the same way as CSU.

The chronic spontaneous urticaria pathway is led by a highly advanced Clinical Pharmacist and senior nurses.  Including photographs of the patient’s rash is extremely helpful and will ensure more accurate triaging and early advice. From July 2025 we will be implementing a new virtual CSU pathway by which patients will be asked to send through photos of their rash and Urticaria Activity Scores. 

[bookmark: Angioedemainassociationwithurticaria]Angioedema in association with urticaria
Where angioedema occurs in association with urticaria, the management is the same as the mechanism is likely to be histamine mediated. Consider prescribing an adrenaline autoinjector if there is tongue or throat swelling, these cases should be referred on a routine basis.

Patients may find the following websites useful:
British Association of Dermatologists (bad.org.uk)
Urticaria and Angioedema | Allergy UK | National Charity

[bookmark: ACEi]Angioedema in isolation on an angiotensin converting enzyme inhibitor (ACEi)
The most common cause of angioedema in isolation is ACEi use, it can occur a number of years after being on the drug. Where a patient is on an ACEi please follow the following advice.
· stop the ACE inhibitor.
· An adverse reaction to ACE inhibitors should be recorded in their drug sensitivities section. Angiotensin II receptor blockers which have less propensity to cause angioedema may be used as an alternative if necessary. 
· Angioedema due to ACE inhibitors can continue for a number of months after the drug is stopped. High dose antihistamines such as Cetirizine/Loratadine up to 20mg BD or Fexofenadine up to 360mg BD can be used regularly for symptom control if required. 
· We would advise that the patient is reviewed 3 months after the drug is stopped, if at this point they continue to have episodes of angioedema please refer them to the Allergy Clinic. 

[bookmark: NotonACE]Angioedema in isolation not on an ACEi
The same advice as CSU applies. However, to exclude hereditary angioedema please send a C3 and a C4 with “angioedema” in the clinical details. In cases where the C4 is low please make an urgent referral so that C1 esterase inhibitor deficiency can excluded.














[bookmark: adversereactionstoinsectbites]Adverse reactions to insect bites
Bee and wasp stings can cause life threatening anaphylaxis, previous stings are a risk factor and hence venom allergy is more common in beekeepers and gardeners. Referrals should be made as below. Beekeepers should be advised to give up their hives if they have had anaphylaxis to a bee sting. Select patients will be eligible for immunotherapy/desensitisation.

There are no standardised effective treatments beyond antihistamines for individuals who have a marked response to none bee/wasp stings. e.g. midge/mosquito bites leading to localised inflammation. In such cases insect repellents (e.g. Deet), high dose antihistamines e.g. Fexofenadine 360mg BD and a short supply of prednisolone 30mg OD for 3 days are suggested. There is no additional investigations or therapies that are available and hence we do not appoint these patients.

	Routine referral criteria
· History of anaphylaxis or systemic symptoms (urticaria, angioedema, wheeze, hypotension) within an hour of a wasp/bee sting.
· History of localised reaction (erythema, angioedema at sting site) to bee and/or wasp venom in an individual at high risk of subsequent stings due to occupational exposure e.g. fruit picker , gardener.  

	Not to refer
· Localised reaction (erythema, angioedema at sting site) to a bee and/or wasp in an individual without an occupational risk
· Adverse reactions to insects which are not bee or wasps











[bookmark: Adversereactionstofood]Adverse reactions to food
[bookmark: IgEfoodlifethreatening]IgE mediated food allergy- life threatening
IgE mediated food allergy is manifest by a small range of symptoms, nearly always including urticaria and angioedema on ingestion of the potential allergen. Common allergens include nuts, seafood, and eggs.

The following document provides useful information of when to suspect a food allergy: G194-BPR-Use-of-laboratory-allergy-testing-in-primary-care.pdf

Where there is a suspicion of a food allergy a specific IgE to the food should be performed before referral.

[bookmark: OAS]IgE mediated food allergy- Oral allergy syndrome
Oral allergy syndrome is an IgE mediated food reaction. It rarely leads to life threatening reactions and an adrenaline autoinjector is rarely warranted. It is characterised by immediate onset mouth, palatal and throat itching on ingestion of raw fruits, vegetables, and nuts. While occasionally there may be mild throat and lip swelling, life threatening anaphylaxis is rare as the allergen is quickly digested to a non-allergic form by gastric secretions. Similarly, cooking the allergen will render it inactive and hence patients will tolerate roasted nuts and cooked fruit, but not the raw form. 

Oral allergy syndrome is a clinical diagnosis, where the symptoms are convincing, and mild the patients do not need to be referred. The following website provides useful patient information: Oral Allergy Syndrome (Pollen Food Syndrome) | Allergy UK | National Charity

Cases where the history is less clear should be referred.
[bookmark: Foodintolerance]
Food intolerance
Symptoms of brain fog, headache, bloating, constipation, diarrhoea and abdominal discomfort related to food are symptoms of an intolerance not allergy. A referral to an allergist for further assessment is unlikely to identify any obvious triggers. We do not accept referrals for food intolerance, there are no validated blood or skin tests for food intolerance. Non-NHS tests such as hair sample testing, IgG testing (York Test) are not recommended.

IgE RAST tests are not indicated for food intolerance.

Patients should be directed to the following website: Allergy vs Intolerance | Allergy UK | National Charity

[bookmark: Adversereactiontoalcohol]Adverse reactions to alcohol
Flushing and hives in response to alcohol are not IgE mediated There is not a significant risk of anaphylaxis. The effects are usually dose dependent. Apart from avoiding culprit drinks no further investigation or intervention ids required.

[bookmark: EOE]Eosinophilic Oesophagitis (EoE)
Understanding of EoE has changed over the last 5 years, the basis of the disease is not IgE mediated. As we do not add anything to the care of these patients, we no longer accept them.

[bookmark: eczema]Food and eczema
The role between food and eczema is complex, however there is no role for IgE testing in eczema without food allergy symptoms. Atopic individuals will often have a raised IgE and positive IgE tests which are clinically irrelevant.

IgE tests to solely investigate eczema is therefore in appropriate and may lead to undue patient anxiety and food avoidance.

[bookmark: foodreferral]Referral criteria
	Urgent referral criteria
· Multiple suspected food allergy leading to significant dietary restriction

	Routine referral criteria
· History of suspected IgE mediated food allergy

	Not to refer
· Food intolerances
· Adverse reactions to alcohol
· Eosinophilic oesophagitis
· Eczema 






[bookmark: rhinitis]Allergic rhinitis/rhinoconjunctivitis and non-allergic rhinitis
Rhinitis can be due to a multitude of reasons. ANCA associated vasculitis should be excluded in cases where there is nasal crusting/bleeding by arranging an ANCA test. Cases where there is anti-MPO, and anti PR-3 positivity suggest ANCA associated vasculitis.

Rhinitis can result from both allergic and non-allergic causes. Both forms result in similar symptoms, namely, sneezing, congestion, nasal discharge, and allergic conjunctivitis. It is important to establish whether the rhinitis is allergic in nature as this affects management. The Allergy Service is particularly keen to see those patients for whom desensitisation therapy is appropriate. 

[bookmark: allrhinitis]Allergic rhinitis
This can be divided into: 
· seasonal allergic rhinitis 
· perennial rhinitis (also known as persistent rhinitis). 

[bookmark: seasonalallrhinitis]Seasonal allergic rhinitis
This is most commonly due to grass pollen allergy (hayfever) which occurs from June-August and tree pollen allergy which can run from the end of February to April. A smaller group has an isolated allergy to moulds which sporulate in the autumn. 

In patients where there is allergic rhinitis the following can be implemented in primary care
· High dose non-sedating antihistamines e.g. Fexofenadine 360mg BD, or Loratadine 20mg BD (these are off-licence doses which are known to be safe as per BSACI guidelines for chronic spontaneous urticaria). In pregnancy or lactating women only licenced doses should be used.
· Nasal spray
· Steroid nasal spray such as Fluticasone or Beclomethasone. Correct administration technique is important, please advise the patient, an information leaflet can be found here (second page) https://www.bsaci.org/wp-content/uploads/2019/12/Howtouseanasalspray.pdf
· Where steroid nasal spray fail, Azelastine/Fluticasone preparation (Dymista) may be considered
· Eye drops- either Sodium cromoglycate or Olopatadine.
· If there is concomitant asthma, control should be optimised as immunotherapy/desensitisation is contraindicated in cases where the patient has poorly controlled asthma.
· In individuals who have asthma like symptoms during the pollen season a steroid inhaler may be considered.
[bookmark: perenniallallrhinitis]
Perennial rhinitis
Allergic rhinitis which is persistent is nearly always in the United Kingdom secondary to house dust mite allergy. Management strategies for persistent rhinitis are similar to those outlined for seasonal rhinitis. 

A subgroup of patients may have perennial rhinitis due to animal dander (cat, dog) sensitisation and a pet at home. Such patients will often experience relief when away from the animal. Individuals who are allergic to their pets should be encouraged to rehome them in addition to the measures above. Immunotherapy/desensitisation to animal dander is often poorly tolerated and reserved for individuals who have occupational risks e.g. Veterinary surgeons and nurses, animal handlers, farmers.

[bookmark: nonallrhinitis]Non-allergic rhinitis
Non- allergic rhinitis presents in a similar nature to perennial rhinitis; however, the symptoms do not co-exist with allergy conjunctivitis type symptoms. It typically presents later in life and is less responsive to antihistamines and tends to be watery in nature.

It may be made worse by temperature changes, sulphite rich foods and often co-exists with Aspirin Exacerbated respiratory disease.

A negative specific IgE RAST to an aeroallergen mix in the context of a normal or high IgE and supportive clinical features are enough to make a diagnosis of non-allergic rhinitis. Patients who have been seen by community ENT and have negative skin prick tests are likely to have non allergic rhinitis.

The following should be implemented where there is a suspicion of allergic rhinitis:
· Up to four times the licenced dose of a non-sedating antihistamine e.g. Fexofenadine 360mg BD.
· Ipratropium Bromide nasal spray, 2 sprays each nostril 2-3 times a day
· A trial of Montelukast 10mg once at night 








[bookmark: referralrhinitis]Referral criteria
	Routine referral criteria
· There is severe disease (poor quality of life, decreased function) AND an inhaled 
allergen mix specific IgE (available for testing in the laboratory) has been undertaken AND the advice above has been trialled

	 Not to refer
· Patients who have been assessed by the ENT team and have negative skin tests and blood tests. These patients are likely to have non-allergic rhinitis.
· We do not offer an aspirin provocation or desensitisation service for Aspirin Exacerbated Respiratory Disease



























[bookmark: MCAS]Mast Cell Activation Syndrome (MCAS)
As outlined in the existing consensus criteria (J Allergy Clin Immunol Pract. 2019 Apr;7(4):1125-1133.e1.), the diagnosis of MCAS requires the simultaneous presence of three key criteria:
1. Typical Clinical Signs: The patient should exhibit severe recurrent acute systemic mast cell activation features, meeting the criteria for 'idiopathic anaphylaxis' with involvement of at least two organ systems.
2. Biochemical Analyses: Mast cell involvement must be demonstrated through biochemical analyses. An increase in tryptase to >20% of baseline plus 2 ng/ml is indicative of mast cell activation.
3. Response to Treatment: Symptoms should respond to treatment with mast cell stabilizing agents or drugs targeting mast cell mediator production, secretion, or receptor binding (e.g., antihistamines, dodium cromoglycate).

We accept referrals for patients who have the typical clinical features which are synonymous with idiopathic anaphylaxis. We will also see patients who have acute episodes of profuse urticaria/angioedema with simultaneous acute episodes of gastrointestinal symptoms (typically diarrhoea and abdominal cramps) as this would constitute 2 organ systems. 

We do not accept referrals regarding patients with unsubstantiated MCAS, as well as those presenting with complaints historically associated with MCAS but later found to be independent of mast cell activation, such as:
· Postural orthostatic tachycardia syndrome or hypotension
· Hypermobility-type Ehlers-Danlos syndrome
· Chronic fatigue
· Fibromyalgia
· Brain fog

We will not see patients who have non-specific symptoms attributed to MCAS as highlighted in figure 1 on the next page.
[image: MCAS diagnostic criteria. Figure taken from (https://www.jaci-inpractice.org/article/S2213-2198(21)00676-0/pdf)]
Figure 1. MCAS diagnostic criteria. Figure taken from (https://www.jaci-inpractice.org/article/S2213-2198(21)00676-0/pdf)







[bookmark: Drugallergy]Drug Allergy
The general drug allergy service offers drug skin prick testing, intradermal tests, and challenge testing where appropriate. The diagnosis of a drug allergy is largely based on history and so any details/history are valuable. Please note that an adrenaline autoinjector is not required for a suspected drug allergy.

The following forms should be used when making drug allergy referrals:



Further information can be found on:
Drug Allergy: Diagnosis and Management (leedsth.nhs.uk)

Notably, challenge tests are associated with their own inherent risks and some patients are not suitable for investigations. Commonly investigated drugs include penicillin, other anti-microbials, contrasts media and local anaesthetics.

[bookmark: penallergy]Penicillin allergy 
Due to a high volume of referrals, we only accept patients for penicillin allergy investigations if they meet NICE criteria:
1. Penicillin is needed for a treatment for a disease or condition that can only be treated by a beta‑lactam antibiotic or
2. The patient is likely to need beta‑lactam antibiotics frequently in the future (for example, people with recurrent bacterial infections or immune deficiency) or
3. The patient is allergic to penicillin, and  cannot tolerate or is allergic to another antibiotic. 
[bookmark: NSAID]NSAID allergy
NSAIDs are well recognised as a cause for urticaria and angioedema, severe asthma exacerbations and occasionally anaphylactoid reactions. These reactions can occur even if the patient has tolerated NSAIDs in the past. 
Patients with such reactions should avoid all NSAIDs and be vigilant to avoid over-the-counter preparations e.g. cold or flu remedies should be checked). They can have alternative analgesia such as Paracetamol or Codeine. Allergy testing is not likely to be of benefit since skin prick tests are not well validated for this class of drugs. 
As per NICE guidance Recommendations for people who have had a mild allergic reaction (i.e. no features of anaphylaxis, no asthma exacerbations, but had mild angioedema and urticaria) to a non-selective NSAID but need an anti inflammatory:
•	discuss the benefits and risks of selective cyclooxygenase 2 (COX 2) inhibitors (including the low risk of drug allergy)
•	consider introducing a selective COX 2 inhibitor at the lowest starting dose with only a single dose on the first day.
Do not offer a selective COX 2 inhibitor to people in a non-specialist setting if they have had a severe reaction, such as anaphylaxis, severe angioedema or an asthmatic reaction, to a non-selective NSAID. Consider referring individuals who’ve had a severe reaction to NSAIDs and would benefit from access to a COX 2 inhibitor (e.g. has active inflammatory arthritis).

[bookmark: covid]COVID vaccine allergy
The government greenbook provides a useful algorithm for advice regarding COVID vaccine allergy:
COVID-19 Greenbook chapter 14a (publishing.service.gov.uk)

This document provides up to date information and should be consulted before seeking advice and guidance from the immunology and allergy service.

We do not offer a supervised vaccine service.

[bookmark: aneaesthetic]Anaesthetic drug allergy
The anaesthetic drug allergy clinic offers investigation of patients who may have had perioperative anaphylaxis. The referral must be made by an anaesthetist who was present at the time of the index reaction, the following form with the anaesthetic charts must be provided:



[bookmark: drugreferral]




Referral Criteria
	Urgent referral criteria (consider a phone call discussion when making these referrals)
· Patient needs a drug for treatment of a current infection and there are no other options e.g. Benzathine penicillin for Treponema pallidum infection.
· Local anaesthetic allergy where clarity regarding allergy status is required before a procedure e.g. dental work
· Suspected contrast allergy which is preventing urgent imaging

	Routine Referral
· Penicillin drug allergy referrals which meet NICE criteria
· Multiple antibiotic allergy which is limiting treatment options
· Other drug allergies where investigation would help ongoing care e.g. paracetamol
· severe reaction to and would benefit from access to a COX 2 inhibitor (e.g. has active inflammatory arthritis)

	Not to refer
· Side effects to drugs
· Patient is very clear that they would not want to be re-exposed to the drug again.





  















[bookmark: Immunodeficiency]Immunodeficiency
Immunodeficiencies are disorders of the immune system that manifest with unusual/severe/persistent or recurrent infection. These may be primary where this an inherent problem with the immune system, these are rare and often have a genetic basis. Alternatively, there may be secondary immunodeficiency where there is an insult to the immune system due to another disease process (e.g. thymoma or malignancy) or therapeutic agents (steroids, DMARDS, B cell depleting agents, antipsychotics).

A high degree of suspicion is required to suspect and refer an individual with an immunodeficiency. Consequently, the service is open to advice and guidance as well as referrals beyond the criteria below which serve as a guide.

[bookmark: immunodeficiencycriteria]Referral criteria
	Routine Referral
· Documented evidence of severe/persistent/unusual/recurrent infections. 
· Examples of recurrent infections include: 
i.  ≥4 confirmed bacterial infections per year (except for urine infections). 
ii.  ≥2 pneumonias per year, or ≥2 radiologically proven pneumonias within 3 years.
iii. ≥2 serious sinus infections within a year 
iv. ≥4 new ear infections within a year. 
v. Use of multiple antibiotic courses per year is suggestive. 
· Examples of severe infections include: 
i. Bacterial meningitis: ≥2 episodes of Neisseria meningitis or any Neisseria meningitis by an unusual serotype (A/C/Y/W) should prompt investigations for a terminal complement pathway defect.  
ii. Unexplained deep-seated infections: ≥2 episodes of septicaemia, deep skin or organ abscesses, endocarditis, cellulitis, meningitis, or osteomyelitis. E.g. chronic granulomatous disease manifests with deep-seated abscesses, pulmonary aspergillosis and infections by catalase-positive bacteria. 
· Examples of unusual infections include: 
i. Confirmed infections with environmental (non-tuberculous) mycobacteria. E.g. ≥2 episodes of atypical mycobacterial infection with onset under the age of 30 is suggestive of Mendelian susceptibility to Mycobacterial disease.
· Laboratory investigations suggestive of immunodeficiency. 
· A secondary immunodeficiency is suspected, and this is associated with significant problems with infections while the primary cause cannot be reversed.

	Not to refer
· IgA deficiency with no increased rate of sinopulmonary infection
· Low IgM in isolation
· Recurrent non-invasive Herpes Simplex infection
· Recurrent urinary tract infections 


























[bookmark: inforimmunodeficency]Useful information for immunodeficiency
[bookmark: iginterpretation]Immunoglobulin interpretation and myeloma screen
Immunoglobulins are increasingly requested; the following advice is tailored for adult patients. A myeloma screen (serum electrophoresis and urine electrophoresis/urine for Bence jones protein) is done to exclude a monoclonal component. In the absence of a monoclonal component there is little value of repeating immunoglobulins any more than at monthly intervals unless there is a specific indication to do so e.g. prior to giving B cell depleting agents such as Rituximab.
[bookmark: serumelectrophoresis]
Serum electrophoresis
The immunology laboratory will add on serum electrophoresis where appropriate, usually in cases where there is an abnormal immunoglobulin result. This is to exclude a monoclonal component.
[image: One plasma cell makes one antibody. Diagram demonstrates many different plasma cells each making their own specific antibody]
One plasma cell will only secrete one type of antibody targeted to one specific antigen (antibodies are also known as gamma globulins). In healthy individuals there should be an endless array of antibodies. However, in certain plasma cell disorders there will be expansion of one specific plasma cell, a “clone” which will produce one type of antibody known as a monoclonal gammaglobulin or a paraprotein. Serum electrophoresis can detect paraproteins and other patterns such as an acute phase response or a polyclonally raised immunoglobulin which is more likely to represent infection/inflammation.

[bookmark: paraproteins]Paraproteins 
Small paraproteins can be seen in persisting severe infections transiently. They can also be seen in monoclonal gammopathy of uncertain significance (MGUS), myeloma and lymphoma. Newly identified paraproteins results are authorised by laboratory staff with comments to direct the requesting person.

[bookmark: urineelectrophoresis]
Urine electrophoresis (urine for Bence Jones protein)
Antibodies are made up of heavy chains and light chains, there are two types of light chains known as kappa and lambda. In certain forms of myeloma an excess and abnormal light chains can be seen in the urine, these are detected as a ‘Bence Jones’ protein

[bookmark: lowIgA]Low IgA 
A completely absent IgA level in isolation is likely to represent complete selective IgA deficiency. Depending on the population it can affect up to 1 in 600 individuals. It is associated with a slight increase in the risk of infection, atopy, and autoimmunity but not to the extent that require surveillance or intervention. 

Most patients will be asymptomatic, but a minority will get recurrent bacterial sinopulmonary infections and these patients should be referred.

Patients may find the following website useful: Selective IgA deficiency - Immunodeficiency UK

An isolated low but detectable IgA is also most likely due partial IgA deficiency. It is unlikely to be of any clinical significance. There is little value in monitoring immunoglobulin levels for IgA deficiency.

[bookmark: HighIgA]High IgA
IgA is predominantly produced and secreted in mucosal sites such as the gastrointestinal tract and the lungs. A raised IgA is a non-specific finding, and causes include mucosal and/or hepatobiliary infection and or inflammation:

Respiratory
· Bronchiectasis
· Chest infection
Gastrointestinal
· Inflammatory bowel disease
· Gastroenteritis
Hepatobiliary
· Any form of liver disease including metabolic dysfunction-associated steatotic liver disease, drug induced liver derangement
· Cholecystitis
· Excess alcohol intake
Renal
· IgA nephropathy
· IgA vasculitis (previously known as Henoch Schoenlein purpura)
Cutaneous
· Cutaneous SLE
· Blistering skin disease

The above offer guidance into the causes of a raised IgA, there should be a clinically balanced assessment into the causes. Conditions such liver disease are relatively common and if this is an established diagnosis this is the most likely cause. There is little value in offering ‘screening  tests’ for SLE unless there are supportive clinical features. In the first instance of a raised IgA, a clinical assessment for infection/inflammation, an alcohol history and blood tests for a CRP, full blood count, liver function tests and renal function may be appropriate. There is usually very little value in monitoring a raised IgA, especially if a likely cause is established.

[bookmark: LowIgM]Low IgM
As with any patient with abnormal immunoglobulin results an assessment to determine if they have B type symptoms should be made. A low IgM without clinical features of lymphoproliferative disorders is unlikely to be of any clinical significance. IgM is affected by immunosuppressive agents including corticosteroids, DMARDS and B cell depleting agents such as Rituxumab. Low IgM levels in isolation are not a cause of concern, providing there is no frequency of bacterial infection. Furthermore, there is increasing evidence that IgM levels decline with age and are lower in males, consequently in older individuals a low IgM is likely to be benign.

A complete absence of IgM and recurrent unexplained bacterial infections may represent selective IgM deficiency. Whilst this is a known disorder it is incredibly rare, such patients should be referred on the basis of severe recurrent infection.
[bookmark: HighIgM]
High IgM
A high IgM is a non-specific marker of infection and/or inflammation, particularly in the acute phase. This includes bacterial and viral infection as well as flares of connective tissue disease. Furthermore, Primary Biliary Cirrhosis is known to cause a raised IgM. Consequently, the following assessments and investigations should be considered in a patient with a high IgM:
· clinical features of infections e.g. fever, cough, dysuria, night sweats
· clinical features of connective tissue disease: malar rash, synovitis
· clinical features of lymphoproliferative disorders: weight loss, night sweats, lymphadenopathy
· Investigations: FBC, LFTs, U+Es, CRP, serum and urine electrophoresis, ANA (if features of connective tissue disease), viral screen including EBV, CMV, Hepatitis B, Hepatitis C, HIV dependent on risk assessments, tissue autoantibodies (if LFTs are deranged).
If the CRP is raised it is more pragmatic to monitor the CRP than a raised IgM.

[bookmark: LowIgG]Low IgG
The causes of a low IgG are similar to a low IgM. However, protein loss and/or catabolism as seen in nephrotic syndrome, inflammatory bowel disease, protein losing enteropathy and sepsis are more common causes of a low IgG. IgG levels will mirror serum albumin levels, hence repeating Immunoglobulins when the albumin normalises in a hypolbuminaemic patient is usually the first recommended step. Other secondary causes include immunosuppressive agents including recurrent courses of corticosteroids. Patients with a marginally low IgG (>5g/l) and an attributable cause such as recurrent courses of corticosteroids in COPD do not need to be referred unless the frequency of infection is disproportionately high. A discussion with the on-call immunologist or advice and guidance may be appropriate in the first instance.

A low IgG is more concerning than a low IgA or IgM and there should be a lower tolerance of referring patients especially if there is an increased frequency of infection.

[bookmark: HighIgG]High IgG
A high IgG reflects an ongoing inflammatory response. A myeloma screen should be completed in the first instance. Causes of a high IgG include:
· Any infection including HIV
· Connective tissue disease, especially Sjogrens disease and SLE
· Other autoimmune disorders e.g. Autoimmune hepatitis
· Any form of severe liver disease can cause a raised IgG including alcoholic liver cirrhosis.
· Clonal B cell and plasma cell disorders e.g. myeloma, lymphoma- these diagnoses only need to be considered if there’s suggestive clinical features such as unexplained weight loss, drenching night sweats and lymphadenopathy.
· Sarcoidosis (rare)
· IgG4 related disease (rare)- this only needs to be considered in specific clinical situations such as retroperitoneal fibrosis and autoimmune pancreatitis.

In light of the above the investigative process is similar to that of a raised IgM. Once a likely cause of a raised IgG there is little value in monitoring the levels unless for a specific indication. e.g. in autoimmune hepatobiliary disease where immunoglobulins are a prognostic factor.

[bookmark: LowIgE]Low IgE
A low or absent IgE is not a cause of concern.
[bookmark: HighIgE]High IgE
A total IgE should only be requested alongside specific IgE testing for allergy. A high IgE is rarely a cause of concern and usually reflects a predisposition to atopy. It can be >5000 in atopic disease. The immunodeficiency hyper IgE syndrome is an incredibly rare cause of a raised IgE and is associated with recurrent infections and lung infections. A patient suspected of having hyper IgE syndrome should be referred. 




















[bookmark: autoinflammatoryservice]Autoinflammatory service
The autoinflammatory service is one of a small handful in the UK. It manages patients with periodic fever syndromes as well as acquired autoinflammatory syndromes including VEXAS. These disorders present with episodes of sterile pyrexia, neutrophilic dermatoses, unexplained raised inflammatory markers and sepsis like episodes. 

The conditions that are managed include, but are not limited to:
· Familial Mediterranean fever (FMF)
· Tumour necrosis factor receptor-associated periodic fever (TRAPS)
· Cryopyrin-associated periodic syndromes (CAPS)
· Familial cold autoinflammatory syndrome (FCAS)
· Muckle-Wells syndrome (MWS)
· NOMID/CINCAE
· Schnitzler’s syndrome
· PFAPA syndrome
· Paraneoplastic Autoinflammation
· VEXAS
· Undifferentiated autoinflammatory syndromes- this makes up a significant proportion of patients seen.
 
The cardinal feature of autoinflammatory disorders is unexplained fever. Other features include:
· Rigours
· Myalgia
· Synovitis
· Serositis: peritonitis, pleuritis
· Neutrophilic dermatoses
· Lymphadenopathy
· Oral and/or genital ulcer
· Unexplained and severe recurrent pharyngitis

These disorders require a high degree of suspicion and hence the service is open to offer advice and guidance when appropriate. In VEXAS cases there is a national VEXAS MDT which may be an appropriate platform to discuss patients who may not be able to travel to our department for an initial appointment.

We will only accept referrals from secondary care after they have had thorough workup to exclude connective tissue disease, occult infection, and malignancy.

 As the service is national and patients are required to attend a face-to-face appointment when first attending a thorough local work up is mandated before referral. This should include:
· Investigations to exclude malignancy especially haematological e.g. CT scan, PET CT where appropriate, bone marrow biopsy if indicated.
· Infection screen with a focus on excluding TB which may mimic autoinflammatory disorders.
· Investigations and assessment to exclude connective tissue disease.
· Serial CRPs
· Baseline investigations that are required before starting Anakinra or Tocilizumab including a TB QuantiFERON, Hepatitis B and C screen, HIV screen and a chest X ray.

[bookmark: Referralcriteriaauto]Referral criteria
	Routine Referral
· Suspicion of a periodic fever syndrome/autoinflammatory disorder as described above

	Not to refer
· Connective tissue disease- these should be referred to local rheumatology services.
· Oral ulcers in isolation- such cases need to be referred to oral health.
· Non-specific symptoms in the absence of recurrent fever and raised inflammatory markers.
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General (non drug) allergy Referral from Secondary Care

Please complete this form with a cover document and/or summary care record with current medications and past medical history.

Internal LTHT referrals, email pdf of this referral to: leedsth-tr.GP-Referrals@nhs.net

External referrals (from any other hospital, not LTHT) email pdf of this referral to; lthtreferrals@nhs.net

		Patient details

Name

DoB

NHS no

Address

Contact telephone number

		



		Date of referral

		



		Referring clinician and contact details, include named consultant

		







		Reason for referral

		

















		Allergy symptoms included (choose from);

· Urticaria (hives)

· Angioedema (swelling), please specify site of swelling

· Wheeze

· Loss of consciousness

· Hypotension

· Diarrhoea

· Vomiting



		



		Was a trigger identified?

		Yes/no

Specify suspected trigger/allergen



		How quickly did the allergy symptoms happen after the exposure to the suspected trigger?

		



		Was treatment given?

		Yes/no

Specify treatment





		If anaphylaxis, was tryptase sent?

		Yes/no



		Any additional information?



		







Email pdf of this referral to: leedsth-tr.GP-Referrals@nhs.net
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MCAS Clinical Criterion Not diagnostic for MCAS

Acute onset of symptoms with involvement of
minimum 2 of the 4 organ systems as below

Angioedora Dirioa

Shortness of breath
aryngeal edema

Probable MCA-symptoms might be
accompanying, but neither isolated nor such
constelations are diagnostic for MCAS

Nonspecific symptoms and conditions
that do not qualify as features of MCAS

Flushing
i Vamiting Fatigue,fibromyalga-ike pain, chronic back
it Abdominal cramps. pain, edema, dermographism, alopecia,

warts, tinitus, adenopathy, weight change.

hypoihyporthyroldism, metabollc syndrome,
abnormal elecrolyes, fype 2 diabetes
mellus, gastroenterologlcalcondtions.

constipatio, refux disease,iritable bowel
syndrome, inflammatory bowel disease,

celac disease), neuropsychiatic disorders.
(headache, atention defcthyperactivity

disorder, anxioty, deprossion,postiraumatic

stress disorder, mood disturbances, restiess

Wheezing
Hypoxia ncontinence leg syndrome, schizophrenia),essential
Nasal congostion ypertanslon, puimonary hypertension

Sneezing atheroscierosis, dysautonomia sympfoms.

Rhinorthes {POTS), jint hypormobilty (hEDS), chroric

Kidney disease,prostaits endometriosis,
polycystic ovarian syndrome, autoimmune
disorders, multpl chemicalfood sensitivty
syndrome, solid organ malignancies,
anemia,polycythemia,an ncreased or
decrease levelof immunoglobuln sotypes,
nonspocific peripheral blood mutations

Conjunctivalijection

FIGURE 1. Clinical criterion of mast cell activation syndrome (MCAS). Features that qualify as MCAS criteria are shown in the left box and
those that do not justify MCAS in the right box. In the left box, typical clinical signs of acute, severe, recurrent (episodic) systemic mast
cell activation (MCA) (in form of anaphylaxis) involving at least two organ systems that qualify as MCAS criteria are illustrated. All of
these organ systems may be involved in anaphylaxis, with typical, recurrent clinical symptomatologies. In addition to these clinical
criteria, objective laboratory evidence of mast cell (MC) involvement by confirming a substantial transient increase in validated MC
mediators and control of symptoms with MC-directed therapies is required to fulfill MCAS criteria so that the diagnosis MCAS can be
established. Clinical features shown in the right box are not specific for MC activation and are usually reported as a chronic rather than
acute manifestation. Therefore, in neither isolated nor combined form may such symptoms qualify as MCAS criteria. Notably, concurrent
occurrence of hypermobile Ehlers-Danlos syndrome (hEDS), postural orthostatic tachycardia syndrome (POTS), and MCAS was postu
lated; however, to date, a relationship among these conditions has not been definitively proven.





image4.emf
Drug Allergy  referral form May 2025.docx
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Drug Allergy referral form: Please complete this form with a cover document and/or summary care record with current medications and past medical history. Replicate this form if more than one drug is implicated. For primary care referrals please use pre-existing pathways, for secondary care please send a written referral, with this form attached:

Patient name:

NHS number:

DOB:

Address

Drug allergy history

		Drug name

		



		Route of exposure (oral, iv etc)

		



		Timing

		How long ago/How old was the patient when it happened?





Timing- how far into the course (if antibiotic)?





How long after the last dose?







		Clinical features:

		Cutaneous: (Rash/angioedema/any mucosal blistering/describe rash- and how long it lasted after stopping the drug)















Any respiratory symptoms (wheeze, SOB):







Cardiovascular features (collapse/light headedness):







Gastrointestinal features







Any other comments:

















		Did the patient continue the drug after the onset of symptoms?

		



		Was adrenaline required?

		



		Did the patient require hospital attendance?

		



		In the context of a non-suggestive history and negative tests is the patient willing to have graded exposure to the drug?

		







Supplementary information- please attach any photos of rashes/swellings; paramedic reports/A&E documentation or ward discharge letters if applicable; these are more readily available at the time of the referral (especially in peripheral hospitals) but take time to retrieve for us.



Referring consultant/GP:

Date:

Contact details:
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Anaesthetic form.docx
Form A

Anaesthetic Allergy Referral Form









Patient details:



Name…………………………………………………………………………………

Date of Birth……………………………………………………………[footnoteRef:1]………… [1: ] 


Hospital number………………………………………………………………..

NHS number………………………………………………………………………

Address…………………………………………………………………………….









Referring Anaesthetist



Name……………………………………………………………………………….

Contact number……………………………………………………………….

Email address………………………………………………………………….





Patient’s Consultant (at the time of this event)



Name……………………………………………………………………………..

Contact details……………………………………………………………….









Patient’s GP



Name…………………………………………………………………………….

Address………………………………………………………………………...

Telephone…………………………………………………………………….

Date of reaction:



Timing of reaction:	   At induction		      Intra-operatively		         Recovery

(please circle)



Suspected cause of reaction:



Proposed surgical procedure:



Was surgery completed?		Y / N



If not, does surgery need to be rescheduled urgently?		Y / N



Details of reaction

		Symptom/Sign

		Y / N

		Severity

(mild/mod/severe)



		Hypotension

		

		Lowest BP        /        mmHg



		Tachycardia

		

		



		Bradycardia

		

		



		Bronchospasm

		

		



		Cyanosis

		

		Lowest SpO2                    %



		Angioedema

		

		



		Urticaria

		

		



		Arrhythmia

		

		



		Flushing

		

		



		Itching

		

		



		Other

		

		









Drugs/Fluids used BEFORE the onset of reaction

		Drug/Fluid administered

		Route

		Given as bolus? If not – length of infusion



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		





Procedures performed BEFORE the onset of reaction:

(eg tracheal intubation, LMA insertion, central line insertion, urethral catheterisation, regional blockade)

		Procedure

		Skin prep used?

		Coated catheter used?



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		



		

		

		









Was surgical skin prep used BEFORE the onset of symptoms?

(Please specify which)								Y / N



If so, how many minutes before?



What treatment was given to the patient once the reaction started? What was the outcome of treatment?





s







Have immediate, peak and baseline mast cell tryptase levels been sent?	Y / N

		Sample

		Time



		Immediate

		



		Peak

		



		Baseline

		









Any further information which may be relevant?















Please send this form to the anaesthetic allergy clinic together with:

· a photocopy of the anaesthetic chart

· a photocopy of any relevant recovery or ward documentation.s
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