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Allergen

immunotherapy

When to consider for
patients with allergic
rhinitis and asthma
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Allergen immunotherapy involves the regular administration
of a commercially prepared extract of a substance that a
person is allergic to. The aim is to blunt the immune
response following allergen exposure. There is emerging
evidence that immunotherapy can improve current allergic
rhinitis and allergic asthma, and may also reduce the risk
of developing new-onset asthma.

Allergen immunotherapy aims to reduce the allergic
inflammatory response following exposure to allergic
triggers by deliberate exposure to commercially prepared
allergen extracts.

Currently available options in Australia include sublingual
immunotherapy and subcutaneous immunotherapy

injections.

There is emerging evidence that immunotherapy can not
only improve current allergic rhinitis and allergic asthma,
but that its early use may also reduce the risk of developing
new-onset asthma.

The best evidence for benefit from immunotherapy is when
symptoms are triggered by exposure to house dust mite
and grass pollen.

Barriers to accessing immunotherapy include knowledge
of availability, access to specialist services, cost, limited
availability of fully registered allergen extracts,
inconvenience and adherence to maintenance therapy.
Allergen immunotherapy is usually prescribed and
initiated by specialists with training in allergic disease,
with maintenance therapy supervised in the primary care
setting.

ustralian health surveys indicate that about 10.8% of people

in Australia are affected by asthma and about 20% are

affected by allergic rhinitis, which is the most common in
teenagers and young adults.! Allergic rhinitis alone has a significant
impact on quality of life, sleep quality and academic performance,
and has a measurable economic cost in terms of unsubsidised
medication use, absenteeism and ‘presenteeism’. Individuals who
are allergic to grasses or animals may limit their outdoor and social
activities, and at times the latter may have a significant impact on
their psychological wellbeing and occupation (e.g. laboratory or
veterinary work).>?

The role of dust mite immunotherapy in helping people with
atopic eczema is controversial, with a 2016 Cochrane analysis sug-
gesting no convincing benefit, but a more recent systematic review
in 2023 suggesting moderate benefit.*” Interpretation of these studies
is made more difficult given that many are small studies of variable
quality, using a wide variety of different allergen extracts and meth-
ods. Nonetheless, consideration of adding immunotherapy in patients
with moderate to severe atopic eczema who are also sensitised to
house dust mite is starting to make its way into some treatment
guidelines. The specific focus of this article is the role of immuno-
therapy for the treatment of allergic respiratory disease. Food
immunotherapy is beyond the scope of this article.?
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PERSPECTIVE ALLERGEN IMMUNOTHERAPY CONTINUED

Natural history of allergic rhinitis and asthma

To anticipate the natural resolution of allergic rhinitis is an overly
optimistic approach. Inlong-term follow-up studies, 45% of American
university students were still symptomatic 23 years later, 65% of
adults with allergic rhinitis developed additional allergies over the
next decade and 32% developed new asthma.”® Among children
with pollen allergy, 75% were still symptomatic and 30% developed
asthma after 20 years’ follow up." Although 75% of children with
asthma will undergo spontaneous resolution, adults are much less
likely to do so, and the presence of allergic rhinitis and allergy or
sensitisation to food are major risk factors for persistent asthma and
development of new asthma."**®

Avoiding allergic triggers

Allergen minimisation strategies are often recommended but are only
occasionally successful. It is difficult to reduce pollen exposure without
staying indoors. Under some circumstances, pollen can be transported
hundreds ofkilometres, and a warming climate with higher CO, levels
has been associated with longer pollen seasons and more intense
exposure.®” Drying bedding indoors in the spring (e.g. in a clothes
dryer) and removal of causative trees near the house might have some
modest benefit. Mould spores are constantly in the air, and apart from
removing overt sources of indoor mould and pot plants, little else can
be done. House dust mite allergy is a major risk factor for persistent
asthma; however, the effectiveness of avoidance strategies is also con-
troversial, with low levels of house dust mite allergens very difficult to
achieve in most studies following hot washing of bedding, carpet
removal and use of dust mite-impermeable covers."

Finally, allergy to domestic pets is also common, even in people
without exposure at home. Rehousing pets is the only effective option
for those with significant animal allergy and, even then, pet allergens
take 6 to 12 months to degrade naturally. Use of recombinant anti-
Fel d1 immunoglobulin (Ig)Y antibodies added to commercial cat
food has been shown to reduce Fel d1 excretion in cat saliva and
hair, but its clinical effectiveness remains to be proven in controlled
studies.!”? Strategies like cleaning the house, removing pets from
bedrooms and use of high-efficiency particulate air (HEPA) filters
have shown no convincing evidence of clinical benefit, even when
lower levels of allergens have been achieved.”* Exposure to allergens
may occur outside the home, such as at sleepovers or in schools and
childcare centres, even when pets are absent. In addition, many
individuals will be clinically allergic to multiple triggers such that
complete symptomatic control is unlikely and, even if allergic rhinitis
improves, asthma control is even harder to achieve with allergen
minimisation strategies alone.”

Itis important to be aware that obscure or novel allergen sources
may sometimes need to be considered. For example, use of cannabis
in various forms is reported by 23% of adults in Australia aged 20
to 29 years and 11.5% of people in Australia overall. Cannabis has
been reported as a novel inhalant allergen, triggering allergic rhinitis
and asthma (including occupational exposure). Allergen cross-
reactivity can occur with foods such as tomato, peach and hazelnut,
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triggering oral allergy syndrome, and anaphylaxis has been reported
from orally ingested or injected hemp seed.?**

Pharmacological treatment

The role of medication for the treatment of asthma and allergic rhinitis
hasbeen summarised ina number of related articles in Medicine Today
and Respiratory Medicine Today.**** Symptomatic control is often
suboptimal, related in part to self-diagnosis and treatment without
medical advice, or lack of use of more effective medications such as
intranasal corticosteroids and asthma preventers compared with
‘reliever’ medications such as antihistamines or asthma bronchodila-
tors.?! Even with diligent use of medication, not all patients will achieve
adequate control and relapse occurs once treatment is withdrawn.
Allergy medicines are very safe (significant side effects are very rare),
enabling prolonged use in the vast majority, but there is often resistance
among patients to taking regular medication. This can occur because
of patients” view that they are ‘only’ treating an allergy, despite the
disability that can result from severe undertreated disease.

Allergen immunotherapy: a brief history

Allergen immunotherapy involves the regular administration of a
commercially prepared extract of a substance that a person is allergic
to (allergen). The aim is to blunt the immune response following
allergen exposure. It was first described by Leonard Noon in 1911,
when subcutaneous injections of grass extracts were found to reduce
the severity of ‘spring catarrh’. The first allergen immunotherapy
double-blind, placebo-controlled trials were described in 1954. In
1978, the benefit from immunotherapy was shown to be allergen-
specific, such that immunotherapy directed against one trigger did
not improve allergic reactivity to another unrelated trigger, as recently
reviewed.” Subsequent trials of subcutaneous immunotherapy
injections (SCIT), and, later, sublingual oralimmunotherapy tablets
(SLIT), showed that long-term symptomatic control occurred for at
least three years after treatment cessation, if the treatment duration
was at least two to three years, providing a rationale for recommen-
dations about the duration of maintenance therapy.™

Allergen extracts are natural products

Although there have been published trials of allergen peptide
immunotherapy, and the future may bring production of highly
purified recombinant allergen extracts, current allergen extracts are
natural products. Collected pollen is normally dried and sieved to
remove contaminating material; its species and purity are then
checked via microscopy, followed by cleaning and aqueous extraction
of protein. Glycerol and phenol are normally added to stabilise and
preserve the extracts. Animal allergens are present in saliva, urine
and blood, and are secreted in sebaceous glands. Animal extracts
are prepared by shaving the animal (without harming the animal)
to obtain raw material containing a combination of hair and shed
skin (dander). These are then sieved, treated with acetone to remove
fat, followed by aqueous extraction of water-soluble allergen and
processed as above. House dust mite and mould extracts are grown
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in tissue culture and subject to similar extraction procedures. Sterility
testing is undertaken for all extracts.

Most extracts are standardised according to their protein con-
centration but not necessarily their allergen concentration. ‘Stand-
ardised extracts’ are assessed by measuring their biological potency
(generally an assessment of the results of skin allergy testing) and
will list some measure of an in-house index of biological potency.
Nonstandardised extracts do not undergo this process.*

When to consider immunotherapy

Allergen immunotherapy has been shown to reduce the severity of

symptoms of allergic rhinoconjunctivitis and asthma (including thun-

derstorm asthma) and may help selected individuals with atopic eczema.

It has not been shown to alter the natural history of nasal polyps.
Allergen immunotherapy can be considered when an allergic origin

for symptoms of asthma or allergic rhinitis is likely. The diagnosis is

based on the history, symptoms that occur with provocation and clinical
examination findings, and is confirmed by the detection of clinically
relevant allergen-specific IgE (e.g. skin prick or blood allergy testing).

Importantly, a diagnosis cannot be based on results of allergy testing

alone, as sensitisation may be detectable in individuals where an allergy

is not the cause of symptoms (e.g. blepharitis as a cause of ocular dis-
comfort or nasal congestion from nasal polyps or chronic sinusitis).

Other factors that may warrant consideration of allergen immuno-
therapy include the following:

« patient difficulty avoiding allergen triggers (e.g. pollen,
occupational animal exposure) or patients who do not wish to
avoid their triggers (e.g. domestic pet allergies)

+ poor medication adherence, ineffective treatment, side effects
from medications or high cost of medications

« patient preference: an individual may prefer to treat the cause
rather than rely on medication, knowing that medication is not
curative, and that successful immunotherapy may be more
cost effective than medication taken for decades.

Specific allergic triggers

When embarking on a course ofimmunotherapy, informed consent
about the possible benefit is paramount. Patients need to be informed
that there is high-quality evidence that dust mite and grass pollen
immunotherapy is effective. They also need to be aware that the
evidence base for benefit from immunotherapy targeting mould is
absent, and for domestic animals is limited to small and, at times,
conflicting studies, as discussed below.

The small print: how immunotherapy works

There are two broad phases to the allergic response. First, there is
aninitial recognition of allergens by mast cells in the tissues primed
by allergen-specific IgE on mast cells and basophils, with accompa-
nying mediator release (histamine and leukotrienes, among others).
This initial phase is responsible for early symptoms such as itchy
eyes and sneezing soon after exposure. Subsequently, there is a
delayed inflammatory response, and recruitment and activation of

mast cells, basophils, eosinophils and lymphocytes into the tissues.
Both SCIT and SLIT result in similar changes: production of IgG4
‘blocking antibodies’ (with a more long-term reduction in allergen-
specific IgE) and inhibition of the delayed inflammatory response
(likely because of the development of suppressor T cells), and
suppression of a type II pro-allergic immune response by stimulation
of a suppressive type I immune response instead.*>?**°

Immunotherapy options for respiratory allergy

Although novel immunotherapeutic routes have been described

(e.g. epicutaneous patches or allergen injections into lymph nodes

or even tonsils), the only options available at this time are:

+ SLIT using oral liquids (nonregistered, broad selection of
allergens available, longer history of use)

* SLIT using standardised and fully registered grass or house
dust mite tablets

« subcutaneous injections (SCIT), for which no fully registered
extracts are available at the time of writing, although this
situation may change in the future.’*

For individuals in whom dust mite or grass pollen is the major cause

of their allergic symptoms, there is no clinical advantage of trying

SCIT first before registered SLIT tablets, other than cost or patient

preference.

Immunotherapy injections (SCIT)

Thereare three different types of preparations with different properties
available for SCIT: injectable aqueous extracts (more commonly used
in the USA than in Australia and New Zealand), allergens bound to
aluminium salts (which slow absorption, add a margin of safety and
act as adjuvants to boost the immune response) and polymerised
extracts (‘allergoids’), (which are considered to be safer because of lower
IgE binding). Unfortunately, comparative studies comparing effective-
ness are not available, although the first two types have alonger history
of use. Aqueous formulations and aluminium hydroxide conjugated
products are administered by subcutaneous injection, slowly building
up the dose over two to three months until a maintenance dose is
achieved. Use of allergoid SCIT is similar, except only a few doses are
required before an ongoing maintenance dose is achieved. Once a
maintenance dose is achieved, ongoing immunotherapy for another
three to five years is recommended. This is because a longer duration
of maintenance is associated with greater persistence of benefit.”” At
the time of writing, no fully registered extracts for injectable use are
currently registered in Australia or New Zealand. They can be imported
for use on a ‘named patient’ basis, but this brings with it the absence of
local supplies, and the need for significant organisational ability for
patients and their doctors to import extracts in a timely fashion to start
and reorder to continue therapy without interruption.

Sublingual (oral) immunotherapy (SLIT)

SLIT oral liquids were introduced into clinical use in Australia and
New Zealand around 2015, with a broad range of allergen extracts
available, but the absence of full registration means that they need to

43

Downloaded for personal use only. No other uses permitted without permission.© MedicineToday 2024. https://respiratory.medicinetoday.com.au/rmt/2024/september



PERSPECTIVE ALLERGEN IMMUNOTHERAPY CONTINUED

Table. Summary of allergen extracts available in Australia
Allergen extract Type Registration | Age Wait period Storage Mixing of allergens
status after dose for in one bottle
monitoring allowed

Aqueous extracts SCIT NPU Difficult to administer in children | 30 minutes Refrigerator No
aged younger than 10 years

Aluminium hydroxide | SCIT NPU Difficult to administer in children | 30 minutes Refrigerator No

extracts* aged younger than 10 years

Allergoid extracts® SCIT NPU Difficult to administer in children | 30 minutes Refrigerator Yes
aged younger than 10 years

Oral liquids (drops) SLIT NPU Difficult to administer in children | 15 minutes® Refrigerator N/A
aged younger than 5 years

Allergoid tablets SLIT NPU Difficult to administer in children | 30 minutes® Room temperature | N/A
aged younger than 5 years

Grass pollen tablets | SLIT Full Registered for those aged 5 30 minutes® Room temperature | N/A

registration* years and older

House dust mite SLIT Full Registered for those aged 5 30 minutes$ Room temperature | N/A

tablets registration* years and older

Abbreviations: N/A = not applicable; NPU = named-patient use; SCIT = subcutaneous immunotherapy; SLIT = sublingual immunotherapy.

*There were some TGA-registered extracts, but these have not been available since 2016.

T Considered safer than other SCIT but comparative studies are unavailable.

*Possible private health fund rebates available if appropriate policies in place.

SFirst dose only.

be imported on a named-patient basis, just like SCIT extracts. Their
use has largely been superseded by fully registered and standardised
grassand house dust mite tablets, which have been available in Australia
and New Zealand for over 10 years. These tablets have a high-quality
evidence basis of benefit, and their full registration status locally and
abroad means that local supplies are easy to obtain and facilitates the
possibility of obtaining private health rebates to subsidise cost if a
patient has the appropriate private health insurance cover.

Cost, logistical issues and allergen selection

No aeroallergen immunotherapy extract is subsidised on the PBS,
although private rebates may be available for TGA-registered products
(only fully registered tablets at this time). There is, however, a Medicare
subsidy for medical consultations associated with both SCIT and
SLIT. The available allergen extracts, and their advantages and dis-
advantages, are summarised in the Table. It is important to be aware
that individuals will usually benefit from the use of standard grass
pollen tablets or SCIT even if sensitised to additional pollen allergens
not contained in those extracts.” Second, it is possible (and common
practice) to undertake immunotherapy directed against more than
one unrelated target at the same time (e.g. dust mite and pollen),
although the evidence basis for this approach is limited.* If under-
taking SCIT against unrelated allergic triggers, these should be
administered as separate injections, as mixing non-allergoid SCIT
extracts in the same bottle is discouraged because of the risk of

enzyme degradation (such that extracts lose potency by mixing
because of autodigestion) and dilution of concentration (reducing
effectiveness). The selection of the important immunotherapy targets
is based on a clinical assessment of the likely allergen(s) causing
symptoms, confirmed by the results of skin or blood allergy testing.
Patients need to be made aware that the evidence for immunotherapy
directed against animal allergens is relatively poor (based on small
trials with conflicting evidence of benefit). It can certainly be tried
as an alternative to rehousing pets, but may be of limited benefit,
in part because of the poor standardisation of extracts.**** Similar
comments apply to mould immunotherapy.*>*

Benefits of immunotherapy for treating allergic
rhinoconjunctivitis and asthma

Controlled studies have shown improvement in symptoms of allergic
rhinitis and conjunctivitis,and a reduction in the need for allergy-related
medication in adults and children, as recently reviewed.***>**%> Benefit
hasbeen demonstrated forimmunotherapy injections and SLIT tablets,
with a less convincing benefit for SLIT using oral liquids.** Similar
changes have been observed in the treatment of asthma, although
without significant changes in objective measures of lung function.**¢
Nonrandomised observational studies have also shown benefit following
grass tablet SLIT in reducing the risk of thunderstorm asthma.””* In
considering the benefit forimmunotherapy for asthma, it is important
to be aware that allergy is only one potential aggravating factor for
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PERSPECTIVE ALLERGEN IMMUNOTHERAPY CONTINUED

asthma, that infection and exposure to irritants may lead to exacerba-
tions, and that so-called type Il inflammation may occur independent
of allergy. Treatment duration of three to five years is recommended,
and studies showed sustained benefit after treatment cessation for at
least three years. Benefit is often seen within the first few months of
treatment, although most patients will continue to improve in their
second and third year, and thelack of initial benefit does not mean that
improvement will not occur with longer duration.***

Can immunotherapy prevent new asthma?
Emerging evidence has shown thatimmunotherapy for aeroallergens
may reduce the risk of developing new sensitisations and new asthma
as well as improve existing asthma.*** The GAP study enrolled 812
children with grass allergy aged between 5 and 12 years of age and
allocated them to either standard oral grass tablet immunotherapy
or placebo. Seventy-five percent of the children completed the study
and follow up occurred two years after study completion. Substantial
benefit was observed among participants in the immunotherapy
arm in terms of allergic rhinitis severity and a reduction in the
proportion of new asthma development from 20% on placebo tablets
to 15% in those on active treatment (odds ratio 0.66).” A related
longer follow-up study demonstrated the benefit of earlier initiation
of grass tablets (SLIT), with initiation at ages 5, 7 and 12 years resulting
in rates of development of new asthma of 19%, 24% and 29%, respec-
tively, over the subsequent 20 years.*

A dust mite immunotherapy trial in 111 high-risk babies aged
5 months allocated them to dust mite tablets or placebo for 12 months.
When assessed at the age of 6 years, participants in the intervention
arm had a reduction in dust mite sensitisation from 45% to 28%,
and a reduction in definite asthma from 13.5% to 2.9%.

Barriers to undertaking immunotherapy
Unfortunately, adherence to maintenance treatment of immuno-
therapy is poor, with only 30 to 50% completing at least three years
of maintenance treatment.’*> Reminder systems may improve adher-
ence to review and duration, albeit imperfect. Other barriers to
immunotherapy are the absence of local manufacturers and, with
the exception of fully registered tablets, no domestically held supplies.
This results in the need to import all SCIT and SLIT liquids on a
named-patient basis, which generally take a couple of months to
arrive from overseas. The implication is that careful planning is
required to prevent interruptions to treatment. By contrast, oral tablet
immunotherapy may be purchased at any local pharmacy on pre-
scription, facilitating access. Other barriers to undertaking successful
immunotherapy include:
« failure to commence immunotherapy at all
« failure to return for review
« failure to continue immunotherapy
« inconvenience of associated time off work to attend starting
dose appointment (all) and for each SCIT dose
« associated cost (no PBS subsidy; higher cost if targeting
more than one allergen at a time)
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« adverse reactions

« lack of perceived benefit

« unrealistic expectations of benefit (e.g. expectations of cure
vs improvement).

Who should prescribe allergen immunotherapy?
Allergen immunotherapy is usually prescribed and initiated by
paediatricians or physicians (and sometimes trained GPs with an
interest in allergy/immunology) who have undergone training in
allergy. Prior to immunotherapy prescription, the initial assessment
of patients includes skin prick or blood allergy testing, which opti-
mises patient selection, education about their allergy triggers and
immunotherapy, and enhances the likelihood of benefit from treat-
ment.*® Most injections are administered in primary care. By contrast,
SLIT is patient-administered at home after the first dose.

Contraindications and precautions

Pregnancy

If a patient is pregnant or planning pregnancy in the near future, com-
mencement of SCIT is best deferred, owing to the risk of systemic allergic
reaction that may affect a developing fetus; SLIT has alarger margin of
safety and could be commenced if a patient is not yet pregnant. There
is no evidence that immunotherapy causes fetal malformations, so if a
patient is stable on SCIT or SLIT, there is no need to stop therapy. There
is also no need to avoid immunotherapy in breastfeeding mothers.

Comorbidities and other precautions

Practitioners should be aware of the following additional consider-

ations when prescribing allergen immunotherapy.

« Poorly controlled asthma, advanced age and cardiovascular
disease may all have an impact on the safety of allergen
immunotherapy and should be considered before initiating
treatment.

 Autoimmune disease, malignancy and immune deficiency are
often mentioned as a relative contraindication to allergen
immunotherapy in product information sheets. There is no
convincing evidence that affected individuals are at increased
risk of adverse reactions or exacerbation of underlying disease,
and such patients can be reassured that they can commence
treatment if they wish.

« Patients with arm lymphoedema (e.g. after cancer surgery)
should receive injections on the nonaffected side.

* SLIT may be considered in patients who have had anaphylaxis to
SCIT; however, it must be initiated with caution as anaphylaxis
to SLIT (although extremely rare) has been described.

« Eosinophilic oesophagitis is a contraindication to SLIT
because of the risk of disease exacerbation. SCIT is considered
to be the only realistic option for patients with this condition.

* Beta blocker use, especially nonselective beta blockers, may
impede the management of anaphylaxis, so beta blockers are
best avoided if allergen immunotherapy is prescribed,
especially SCIT.
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Practical and safety aspects of SCIT

SCIT is administered as deep subcutaneous injections, halfway
between the shoulder and elbow over the deltoid region. Ideally, a
26- or 27-gauge diabetic needle and syringe should be used without
dead space. Local itching and swelling are common and can be
reduced by antihistamines taken before each injection. Vigorous
exercise within two to three hours of an injection is discouraged
because delayed systemic reactions may be triggered by physical
exertion. Doses are best deferred if the patient has a fever, infectious
illness or unstable asthma at the time. Local side effects, such aslocal
itch and swelling, are common and can usually be managed by taking
antihistamines before doses are given. Influenza-like symptoms after
injections are rare but may prompt cessation in some cases. The rare
risk of serious reactions (e.g. delayed asthma, rash or even anaphylaxis)
underpins the standard recommendation for a 30-minute waiting
period, under observation in the clinic waiting room, so that these
can be recognised and treated if they arise. For this reason, a person
with the skills and equipment to treat anaphylaxis must be available
inany facility in which immunotherapy injections are administered.
It is usually difficult to undertake SCIT in young children, although
the application of alocal anaesthetic patch one hour before treatment
may improve tolerance.

Practical and safety aspects of SLIT

SLIT tablets or drops are administered under the tongue, retained
for two minutes, then swallowed. Patients are advised to not eat or
drink for five to 10 minutes afterwards. Studies have shown that if
this practice is followed, the allergen remains in the mouth for a
couple of hours (rather than being washed into the stomach), inter-
acting withlocal dendritic cells. Most side effects arelocal, manifesting
as brief, transient, local itch and swelling, which usually subside after
the first couple of weeks of treatment. Tablets appear to be more
potent than drops in causing such side effects. A 30-minute wait
period in the doctor’s surgery is recommended after the initial dose,
in case tongue or throat swelling occurs. Other doses are patient-
administered at home. Antihistamines taken on a regular basis for
the first couple of weeks usually improves tolerance. If mild gastro-
intestinal side effects continue, anecdotally, sometimes spitting out
the allergen (instead of swallowing) may improve tolerance. If there
are ongoing side effects, such as stomach pain, indigestion, severe
tongue or throat swelling, or if eosinophilic oesophagitis occurs,
treatment should be ceased. If an individual is prescribed two tablets,
these can normally be taken at the same time to improve treatment
adherence.

The major advantages of oral treatment are the ability to start
immunotherapy in young children, room temperature storage of
some preparations (tablets) and convenience. The major downside
isits greater cost. The dose of oral allergen needed to alter an immune
response is much greater than that required for subcutaneous therapy,
so the cost of SLIT can be higher than the cost of SCIT, especially if
allergen immunotherapy directed against multiple targets is simul-
taneously undertaken.
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PERSPECTIVE ALLERGEN IMMUNOTHERAPY CONTINUED

Assessment of benefit

Assessment of benefit is largely subjective, based on patient perception
of reduced frequency and severity of symptoms and reduced need
for medication upon exposure to allergic triggers. Various scoring
systems, such as the Sino-Nasal Outcome Test (SNOT scores) and
the Control of Allergic Rhinitis and Asthma Test (CARAT), are
available to provide some objectivity in assessing benefit.’®* Repeat
allergy testing does not have a role in the assessment of benefit from
immunotherapy, because the results of skin prick tests usually remain
positive even after successful immunotherapy with substantial symp-
tom relief. Generally, review may occur in the first six to 12 months
of treatment and, if shown to be effective, treatment should be con-
tinued for a total of at least three years. Unfortunately, follow-up
studies suggest a disappointing rate of three-year treatment adherence
of as little as 30%.

Ifthere is no significant improvement in the first to six to 12 months,
itis reasonable to continue and re-assess a year later. When assessing
benefit, it is also useful to determine which symptoms improve and
which do not (e.g. improvement in sneeze, itch and ocular irritation
but not nasal congestion due to nasal septal deviation).

What if immunotherapy does not work?

If treatment is ineffective, options that can be considered include

the following:

« ongoing medication

« longer duration of treatment (shown to have greater
accumulative benefit for SLIT and SCIT in years 2 and 3)

« changing from SLIT to SCIT or vice versa (but there is no
evidence base for such an approach)

« considering whether a new allergy has developed (e.g. arrival
of a new domestic pet)

« revisiting the diagnosis (e.g. erroneous diagnosis of allergy
based on testing alone)

« considering whether nonallergic factors (e.g. intercurrent
nonallergic rhinitis, nasal anatomy or sinusitis) might be
contributing.**%

Of course, no treatment is 100% effective in 100% of individuals.

Which is better: SCIT or SLIT?

Anecdotally, some patients appear to do better using one method
rather than another but there are few studies directly comparing
tablets and injections in the same trial and these are too small (about
20 to 30 subjects) to show any meaningful difference.**** The evidence
base for SLIT (especially for tablets) is more recent and of much higher
quality than that for SCIT, probably because of better allergen stand-
ardisation and much higher doses administered.** Meta-analyses
comparing the two methods have not been able to demonstrate

superiority of one method over another.® Nonetheless, for an
individual in whom dust mite or grass pollen is the major cause of
their allergic symptoms, there is no clinical advantage of trying SCIT
first before fully registered SLIT tablets, other than cost or patient
preference.

When to refer for immunotherapy

The primary reasons to refer a patient for allergy assessment are
in the presence of difficult-to-control symptoms of allergic rhinitis
and asthma (including thunderstorm asthma), in cases where the
cause is difficult to avoid, when multiple regular medications are
required to control allergic respiratory disease or in the presence
of complex multisystem allergic disease. Nonetheless, even patients
with mild symptoms should be made aware that there are thera-
peutic options available beyond medication, such that if symptoms
worsen, the option of immunotherapy can be revisited. Useful
information in a referral to an allergy specialist includes the
treatments tried, suspected triggers, information on comorbidities
(e.g. asthma, atopic eczema or food allergy) and results of allergy
testing (e.g. house dust mite, Alternaria mould, grass mix or
ryegrass, and pets, if relevant, and the tests undertaken).

Conclusion

In summary, decision making about immunotherapy for patients

with asthma and allergic rhinitis first involves:

« deciding whether or not to proceed to immunotherapy or
continue avoidance strategies and medication management

« ifyes, deciding on which allergens to target following clinical

assessment, including allergy testing

deciding on method (SCIT or SLIT), which determines the

cost and convenience of treatment.

The major barriers to successful immunotherapy are poor rates

of adherence and the associated cost. Free e-training on allergen

immunotherapy and management of allergic rhinitis is provided

by the Australasian Society of Clinical Immunology and Allergy

(https://etraininghp.ascia.org.au/).* RMT
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