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Oral food immunotherapy: what’s age got to do with it?

Oral immunotherapy (OIT) is a treatment for IgE-mediated food allergy. However, evidence for
the safety and efficacy of OIT has primarily been established for children with mited data in
adults.> Recently in Allergy, Epstein-Rigbi et al.,> present data on the clinical course, safety and

efficacy of OIT in the largest adult cohort published to date.

The authors performed a retrospective analysis of 96 adults who underwent OIT to cow’s milk,
peanut, tree nuts, sesame, or egg over a 10-year period in a clinical setting. Outcomes in adults
(>17 years old, median 22.3 (IQR: 18.8-26.6)) were compared to a cohort of 1299 children aged
4-10years (median 6.3, (IQR: 5.1-8.2)) and 309 adolescents aged 11-16 years of age (median

12.8, (IQR: 11.6-14.2)). All patients were managed with the same protocols at a single center.

Patients were considered fully desensitized if they achieved the following food protein
maitenance target doses: milk: 7200mg, peanut: 3000mg, tree nuts: 3900mg, sesame: 4000mg,
and egg: 6000 mg. For partial desensitization patients had to achieve at least the following food
protein doses, but less than the full desensitization target: milk: 180mg, peanut: 300mg, tree nuts:
300mg, sesame: 240mg, and egg: 1500mg. These definitions were author defined and applied

across all ages. An internet-based reporting system tracked doses and reactions.

The rate of full desensitization was significantly lower in adults (61.5%) compared to children
(73.4%), and adolescents (69.6%). An additional 18.8% of adults were partially desensitized.
There was no difference in the rates of partial desensitization between age groups. Importantly,
after controlling for factors associated with treatment failure within the study, adult age itself
was no longer statistically significantly predictive of treatment failure. After adjustment, milk

OIT, history of asthma, pre-OIT epinephrine use, skin prick wheal size, and single highest
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tolerated dose prior to OIT remained significantly associated with treatment failure. In other
words, the predictors of treatment failure are similar across all ages and just more common in

older patients.

The difference in desensitization rates between adults and non-adults was driven by mik OIT.
For non-milk OIT, there were no differences in rates of treatment failure between age groups
(9.3% in adults, comparable to children and adolescents). The most common food allergens in
adults in order of decreasing prevalence are shellfish, milk, peanut, tree nut, fish, egg, wheat,
soy, and sesame.* Therefore, while the reason is unclear, the difficulty observed with mik OIT is
relevant to the adult population, asis the lack of shellfish OIT in this study. The similar success
in adults as compared to children with foods other than milk is consistent with results from a

meta-analysis of peanut OIT which concluded that OIT effectively achieves a modest degree of

desensitisation independent of age.’

Epstein-Rigbi et al.,> aimed for OIT to allow free consumption of the food. However, it is
unclear whether free consumption of the food and expansion of the diet is what adult patients
want. Little is known about patients’ perspective, needs, and quality of life with regards to OIT,
and even less among adults. One survey of parents of children 1-20 years old undergoing OIT
demonstrated that for most families the main motivation was to reduce the risk of a fatal reaction
rather than to incorporate the allergenic food into the diet. The partial desensitization doses (or

lower) may align with food allergy management goals of some adults. Furthermore, these lower

doses may be easier to achieve.’

Although most adults could be desensitized, the adverse reaction rate was considerably higher in
adults versus children. Almost half the adults used epinephrine during the clinic up-dosing visits

(versus 15.9% of children and 26.5% of adolescents). The reactions at home were also relatively
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frequent and severe. Epmephrine mjection was used by 22.9% adults at home as compared to
10.5% or children and 14.2% of adolescents. Future studies should consider strategies such as

lower maintenance doses, slower updosing protocols, or adjunctive therapies such as biologics to

mitigate the side effects of OIT in adults.>’

When considering offering OIT to an adult population, in addition to the patient’s goals and
expectations, consideration may be given to the natural history of adult food allergy. In children,
there can be debate over whether to wait until older ages to start OIT given that some children on
avoidance outgrow their food allergy naturally, but this is likely less relevant to adolescents and
adults. Childhood-onset food allergy in adults is very likely to be persistent.® Furthermore, these
allergies can be severe. Approximately 50% of adults with food allergy (excluding oral allergy
syndrome) reported at least one severe reaction.* Additionally, young adults, especially in the
second and third decades of life, are at increased risk for fatal anaphylaxis due to food.” Some of
this risk may be behavioural and some may be physiologic.” For these reasons, adults may
especially benefit from food allergy treatment with OIT, even if the adverse events and treatment
failure rate may be higher. On the contrary, behavioural and system risk factors may make OIT
dosing compliance and selfmanagement in young adults and adults challenging. Gupta et al*
reported epinephrine auto-injector prescriptions are low among adults with food allergies. Begin
et al.'® summarized that although there is limited data, OIT in adults has consistently shown the
possibility of desensitization and based on the principles of equity and of proportionality
between risks and benefits it can be considered i this age group. Considerations for counseling

adults for OIT are summarized in Figure 1 and broad considerations by age in Table 1.

In summary, Epstein-Rigbi etal3 confirm that OIT can achieve desensitization in adults at

similar rates to children and adolescents for many foods other than milk.. Despite comparable
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efficacy, adults experienced frequent and severe allergic reactions both in clinic upon up-dosing
and at home. This study provides further isight into the risks and benefits of OIT and highlights

the need to reduce adverse events and to study patient-centered outcomes in adolescents and

adult patients with food allergy.
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Figure 1. Counseling adult patients for food oral immunotherapy (OIT). Patient
goals and quality specific measures for food allergy treatments have not been well
studied. Milk is the second most common food allergy in adults and may be higher risk
than in children. Food allergies may be more persistent and severe compared to children.
Adults may also experience more adverse reactions than children during OIT.
Comorbidities such as asthma and eliciting dose may further guide risk/benefit
assessment. Lower maintenance doses, increased time between up-dosing, or use of
biologicals may reduce adverse events. Attention to risk-taking behaviours and

support/monitoring of compliance is essential
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Table 1. Age-based considerations for food oral immunotherapy (OIT).

Factors to Consider Favours Younger | Favours Older Notes
Food Allergy Factors
Persistence of allergy More persistent
Severity of allergy More severe

OIT Treatment Factors

Adverse reactions to OIT | Less adverse

reactions
Medical comorbidities | Less medical
comorbidities
Compliance | Higher Parental
compliance supervision
Quality of life Limited data
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