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Abstract 
Standard care for the management of food allergies previously centred upon allergen avoidance and treatment of adverse reactions following allergen exposure. An increase in the development of immunotherapy treatments for food allergy has occurred over the last two decades, with many centres now offering immunotherapy. Previous studies have mainly focused on school-aged children where food allergies are likely to be persistent. However, there is increasing evidence that delivering immunotherapy for food allergy in preschool age children may deliver higher rates of success, with peanut allergen immunotherapy leading the way. Conversely, the natural resolution of food allergies occurs primarily in these younger age groups, resulting in challenges in selecting patients who will ultimately benefit from these treatments. Both immunotherapy and natural history studies reveal the inherent plasticity of the immune system in early life, which may be more amenable to intervention, but this raises a delicate yet unknown balance between optimal timing of intervention versus waiting for natural resolution of the food allergy. Here we review the evidence for early food allergen immunotherapy in preschoolers, and present pro and con views for this approach, while acknowledging the important research gaps in this age group.
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Introduction
Food allergy prevalence continues to rise worldwide with significant lifestyle and economic burden to individuals affected and to society. 1, 2 Together with prevention strategies to stem the tide of this burden, food allergen immunotherapy is an emergent treatment, with three main modalities currently in various stages of development, including oral immunotherapy (OIT), epicutaneous immunotherapy (EPIT), and sublingual immunotherapy (SLIT). 3 OIT is the most studied with the majority of research and publications focused on peanut OIT. 4 The first product to be approved for a food allergy indication by the United States Food and Drug Administration (FDA) is a biologic OIT drug (Palforzia®).  Palforzia® was approved in 2020 for select peanut-allergic patients, ages 4-17 years, targeting desensitization as a key clinical outcome, and it is now available in the US, UK and EU. 5-7  

The efficacy outcomes most commonly described in clinical trials of a food allergy treatment regimen include desensitization and sustained unresponsiveness (SU). 3, 8 Desensitization is the temporary increase in reaction threshold while on treatment where allergen avoidance must be maintained and treatment may be indefinite. 3 SU is a period of non-reactivity while off treatment that allows for ad libitum consumption or a more liberal intake without prescriptive frequency or amount, and this may be better reflected by a newer term “remission”. 3, 8 The period of non-reactivity off treatment that defines remission is currently not standardized and it is uncertain how long remission will persist or how ad libitum intake influences persistence of remission. All of these treatment-induced outcome states appear to require some level and frequency of allergen exposure to maintain a lack of reactivity. 3

Food allergen immunotherapy, in particular OIT studies, have primarily been conducted in school-aged children.4, 9 Treatment in younger, preschool-aged children  has been met with controversy as natural resolution of food allergy can occur, particularly in egg- and cow’s milk allergy where the majority of cases resolve in early life 10. Recent studies have explored peanut allergen immunotherapy in preschoolers due to the theoretical potential for higher rates of clinical efficacy outcomes when intervening at a younger age where the immune system is might be more dynamic or plastic, i.e. has a greater ability to undergo phenotypic and functional changes in response to the environment. Here, we review current evidence on food allergen immunotherapy in preschool children, and present both pro and con views for conducting food allergen immunotherapy in this age group. 

What is the goal of intervening with food allergen immunotherapy in preschoolers?
Food allergy is a frightening and potentially life-threatening condition for children and their families. It is therefore not surprising that the use of immunotherapy is being assessed in young children. The clinical goals for therapy are desensitization or preferably remission, which are readily defined by food challenge and relatively objective. For the patient and family, the goals are broader but can be summarized as an improved quality of life. 11 Quality of life (QoL) has a number of different facets including the dietary and social restrictions associated with allergen avoidance, risk of accidental exposure and anxiety resulting from the broad impact of food allergy and perceived lack of control 12-14. 

The benefits of earlier intervention need to outweigh any associated risks. An increased likelihood of obtaining desensitization or remission are attractive reasons, but questions remain as to whether we have the evidence to support this. Relieving families of the personal, societal and economic burdens of food allergy earlier are worthy goals. However, adverse reactions during immunotherapy in young children when feeding patterns are being established, may negatively impact feeding patterns and nutrition in the longer-term. In addition, there is limited data on QoL in food allergen immunotherapy at any age, with some studies showing a lack of benefit while others report positive benefits and others do not include patient-reported outcomes. 4, 15

Why might early food allergen immunotherapy lead to higher remission rates?
Early intervention immunotherapy would be expected to drive superior long-term outcomes like remission if the young child’s immune system is more receptive to, or permissive of, the immunomodulatory effects of therapy. Interventional trials in young children have been designed to assess clinical efficacy based on this theory of immunologic plasticity. 16-18 If immunologic plasticity either does not exist, or is inaccessible by current interventions, then treating an average 18-month-old with OIT would be, immunologically speaking, not much different than treating an average 18-year-old. Yet emerging evidence suggest this is not the case, rather early treatment appears to have potential for added benefit.

It is well-established that food allergies typically present with a clinical reaction in the first or second year of life, in many cases on the first known oral exposure. 19 Therefore, incipient allergic inflammation and IgE priming are likely to start during infancy or even earlier, a topic that has been examined in many birth cohorts. Yet early allergic responses seem to be immunologically disorganized, and characterized by weak T cell receptor affinity, unstable expression of GATA-3 and little IL-4 production, suggesting uncommitted TH2 differentiation programs. 20 In addition, maturation of the IgE response is delayed or immature during infancy and early life, further adding to the rationale to intervene early. Although a unified mechanistic understanding of allergic fate determination (allergy versus tolerance) remains elusive, the maturation and intensification of these initially weak signals may be required for persistence. For example, several key observational studies from around the world have linked the resolution of milk, egg, and peanut allergy with smaller quantities of allergen-specific IgE, and less diversity in IgE epitope repertoires. 21-26 Supportive data from other cohorts similarly show that persistent peanut allergy is characterized by longitudinal amplification of IgE responses during the preschool years. 27 Importantly, using challenge-proven outcomes, the longitudinal Australian HealthNuts study has shown that food allergy prognosis in later childhood is to some extent predictable by age 1. 28 Data from the BAMSE cohort extends these observations, linking peanut allergy at age 16 to preschool peanut IgE production 29. These data suggest the existence of a natural circuit or “kill switch” that regulates immune programming in the preschool years, perhaps even within the first year of life, and further suggest that the output of this programming is directly linked to allergic phenotype. Ultimately the question is: does antigen exposure influence this natural process in some way (i.e. reverse or accelerate it), and if so when is the best time to intervene? 

Possible answers to these questions are derived from the secondary prevention literature, which has suggested that timely oral feedings in high-risk infants increases the probability of tolerance. 30-32 It should be clearly noted that oral exposure commenced therapeutically as a desensitization procedure, after the onset of clinical allergy, is likely to be distinct mechanistically from secondary prevention, and that inferences between these two scenarios are tenuous. Nonetheless, the explanatory power of the dual allergen exposure hypothesis depends critically on timely antigenic stimulation in the gastrointestinal tract known to create allergen tolerance in animal models via engagement of key regulatory cells and pathways.33 It should also be noted that tolerance can be induced in infants who are already manufacturing detectable amounts of allergen-specific IgE (i.e. the skin prick test-positive stratum in the LEAP study) 30, which suggests that the pathogenic process is reversible with an appropriately timed intervention. In those patients in whom the tolerance opportunity is lost, it is not difficult to imagine that standard care management advice (e.g. allergen avoidance) may further exacerbate the situation, by depriving the GI tract of the antigenic stimulation known to lead to permanent tolerance. 

[bookmark: _Hlk122427392]There is a growing speculation, based mostly on clinical observations, that secondary prevention and early desensitization treatment may exist on a continuum. Recently an international group of authors described this as “salvage” treatment, calling for immunotherapy to be started promptly in infants after failures of preventative oral introduction 34. When reviewing the evidence supporting a “salvage” approach, it is important to consider whether the study was specifically designed to test this approach. For example, the IMPACT study 18 enrolled participants who were older and tended to have higher IgE levels, therefore phenotypically these participants were more similar to older patients with persistent peanut allergy than they were to infants receiving “salvage” OIT. One alternative consideration is that the effectiveness of the intervention in long-term outcomes may have less to do with age per se and more about the quality of the immune system at the time of the intervention; however this is not well understood and is likely to vary between children.

Taken together, these data suggest that there is a developmental immune program early in life –perhaps operative within the first year - that may be governed by the potency of Th2 T cell inflammation and yields IgE sensitization that is predictive of clinical disease. Allergic outcomes may be regulated by unknown factors (including allergen exposure) during this time, leading to potentially reversible persistent disease phenotypes. It has also been observed that younger children have lower allergen-specific IgE levels for environmental allergens than older children 35, 36, suggesting progression of the allergic state may occur throughout childhood. This provides indirect evidence of developmental immunological plasticity, which we generally understand to be shaped by a window of opportunity, with the outcome critically dependent on timely oral exposure (see summary Figure 1). 

Review of evidence on early food allergen immunotherapy
Systematic reviews of food allergen immunotherapy studies, where most studies have focused on cow’s milk, egg and peanut, predominantly in children and adolescents in mixed age ranges (4-17 years) with OIT being the main modality, have demonstrated desensitization effectiveness of up to 75% in randomized and non-randomized control trials but only approximately 30-35% effectiveness for SU/remission in the few studies that have examined this outcome 4, 9. A systematic review and meta-analysis of peanut OIT studies showed that the median age across trials was 8.7 years (QR 5.9-11.2). 37 Previous cow’s milk and egg OIT studies have included young children from 1 year of age but as part of larger broad age mixed range studies (up to school-age children) rather than exclusively in preschoolers. 4, 9 An exception is one cow’s milk OIT study which enrolled children age 24-36 months which demonstrated a 90% desensitization rate after 1 year compared to 23% in the control group.38 Combining studies involving older children for cow’s milk OIT showed desensitization rates of 68% in actively-treated vs 15% in control groups respectively. 4 Overall data in preschoolers are limited.

Evidence is currently emerging from 3 recent randomized control trials (RCT) that early intervention with peanut OIT in children 1-5 years of age may increase the likelihood of achieving remission. The first randomized trial (DEVIL) to investigate efficacy and safety of peanut OIT in preschool children enrolled 40 children, ages 9-36 months, and randomized to low (300 mg) or high (3000 mg) dose of peanut protein for daily maintenance. 17 Overall high rates of desensitization of 81% were shown with no differences in the low dose (85%) versus high dose groups (76%). 17 A 4-week remission rate of 78% was demonstrated, with comparative results in the low dose (85%) versus high dose (71%) groups. 17 A caveat to this study is that there is no placebo control group. 

The PPOIT-003 study was a 3-arm RCT which compared probiotic peanut OIT (PPOIT) versus peanut OIT versus placebo in 201 children age 1-10 years. Children underwent 18 months of treatment using a 2000 mg maintenance peanut OIT dose. An a priori decision was made to stratify the analysis by age, divided into 1-5 years (n=104) and 6-10 years (n=97). 16 There was no difference in efficacy rates in both treatment groups for desensitization (PPOIT 88% versus peanut OIT 79% versus placebo 10%) and 8-week remission (PPOIT 61% versus peanut OIT 56% vs placebo 10%) respectively. 16 Combining both treatment arms for the 1-5 year old age group demonstrated overall desensitization and 8-week remission rates of 83% and 58% respectively, compared to lower desensitizationand 8-week remission rates of 67% and 37% in the 6-10 year age group. 16 This provides some of the first evidence that OIT may be more effective in younger children compared to older.

The IMPACT trial was the first peanut OIT RCT exclusively in preschoolers, enrolling 146 children age 12-48 months.18 These children were treated for 134 weeks with a 2000 mg maintenance dose. Efficacy outcomes demonstrated desensitization rate of 71% in the peanut OIT group versus 2% in the placebo group.18 The remission rate after a 26-week avoidance period was 21% in peanut OIT versus 2% in the placebo group. A post-hoc analysis of the IMPACT trial showed highest remission rates among the youngest 2 age groups, 71% of those <24 months and 35% of those aged 24-35.9 months compared to 19% of those aged 36-47.9 months. 18 Alongside these RCTs, open-label real world peanut OIT studies in Canadian preschoolers using a 300 mg maintenance dose showed desensitization rates of 49% in infants < 12 months and 50% in preschoolers but no data on remission was available. 39, 40

[bookmark: _GoBack]Recently, a phase 3 peanut EPIT RCT (EPITOPE) conducted in 362 peanut-allergic children ages 1-3 years, released its top line results with a desensitization endpoint. 41 This study demonstrated a 67% treatment responder rate (defined as a participant with a baseline peanut eliciting dose (ED) of <10 mg who reached an ED >300 mg at month 12 or a participant with a baseline ED >10 mg who reached an ED >1000 mg at month 12) among peanut-treated participants compared to 33.5% of placebo-treated participants (p<0.001). 41 Once the EPITOPE study is published and peer-reviewed, it would be interesting to compare the results with an earlier phase 3 peanut EPIT study (PEPITES) in children age 4-11 years where a similar desensitization endpoint is used. 42 These RCTs in preschoolers are summarized in Table 1.

Taking the above RCTs together, the overall peanut OIT desensitization rates for preschoolers ranges from 71%-83% but there is a broader 21%-78% range for remission rates, depending on the definition of remission used and the duration of the avoidance period. 16-18 While the desensitization rates in preschoolers are comparable with those seen in other OIT studies involving older children and adolescents (up to 75% ) 4, 9, there appears to be a greater effect for remission rates in the younger age group. Strengths of these RCTs include study entry challenges (either open or DBPCFC) to determine that the subject is allergic, and end-of-treatment DBPCFC to determine desensitization and remission, however there is much heterogeneity with regards to study entry criteria (e.g. challenge eliciting dose), up-dosing, maintenance dose regimen, treatment length and duration of remission measured (ranging from 4 to 26 weeks). For example, the differences in the rates of remission in IMPACT as compared to PPOIT-003 subgroup may be related to the eliciting dose for study entry or the amount of peanut protein required at OFC for treatment “success”, and a longer time off treatment to measure remission. 16, 18 There is also no head-to-head data comparing younger preschool children vs older children in the IMPACT or DEVIL studies with the PPOIT-003 subgroup data limited to efficacy rates. Nevertheless, these findings encouragingly suggest that early intervention with OIT may substantially increase desensitization and remission as compared to placebo or standard allergen avoidance.

Mechanistic studies in the IMPACT trial showed early and sustained immune changes in all active treatment groups, including decreased peanut- and Ara h2-specific IgE, basophil activation and skin prick tests and increased peanut- and Ara h2-specific IgG4 in the OIT group, which contrasted sharply to the early and progressive increase in peanut- and AraH2-specific IgE for those on placebo that occurred throughout the 160 week study period. 18 Peanut IgE and screening age were predictive of remission in peanut OIT treated children where the odds of remission decreases by 88% (95% CI, 54-97%) for every 10-fold increase in baseline peanut sIgE and by 7% (95%CI, 1-12%) for each increase in month at screening age. In contrast, older participants in the IMPACT trial already had high titer IgEs at baseline, suggesting that they more closely resemble older patients with persistent allergy 18. Similarly, in the DEVIL trial, a lower baseline peanut sIgE and peanut sIgE/total IgE ratio was associated with achieving remission. Overall, treatment of young children with peanut OIT appears to have added efficacy benefits with evidence of ongoing immune modulation, again highlighting the window of opportunity for early intervention immunotherapy.

Pro for food allergen immunotherapy in preschoolers
OIT studies over the last two decades have focused primarily on school-aged children with limited inclusion of children <4 years, with EPIT and SLIT studies following a similar pattern 4.  Researchers were initially cautious about extending studies into preschool ages with concerns for potentially higher adverse event rates and unwarranted anaphylaxis in this age group of peanut-allergic children where there may be higher risks of accidental ingestion and potential for poor reporting capacity of exposures and/or symptom progression. 

It is encouraging that increasing remission rates are demonstrated with decreasing age, in particular those less than 24 months of age. While the evidence remains limited and remission rates vary between studies, the 2 larger RCTs IMPACT and PPOIT-003 point towards higher rates of desensitization and remission in a preschool age group versus an older age group. Furthermore, 57% of peanut-treated children in the IMPACT study versus only 1 on placebo, could safely consume 1750 mg of peanut, which is a child-size serving portion. 18 Similarly, the earlier DEVIL study also demonstrated that children treated with peanut OIT had a 19-fold increased ability to incorporate peanut in the diet compared to standard care controls 17. One caveat is that a simple comparison of OIT outcomes in younger verses older children does not control for a higher rate of natural resolution in the younger age groups, thus we do not know how much of the improved outcomes are due to differences in natural resolution, yet the RCT presented do not support natural tolerance as a viable explanation for the beneficial efficacy outcomes documented. 

Furthermore, mechanistic findings described above suggest and supports the existence of an early window of opportunity, likely due to young age, lower IgE and immune plasticity, that allows for a robust treatment response that may be prolonged.


Con for food allergen immunotherapy in preschoolers
[bookmark: _Hlk122426515]The natural course of egg and milk allergy without intervention is largely favourable, with at least 80% of egg and cow’s milk allergy expected to naturally resolve by school-age. 24, 43, 44 Although peanut and tree nut allergies are more often persistent, studies suggest that at least 10%-20% are expected to resolve 10, 28, 45, 46 Recent evidence suggests that the prognosis may be even more favourable than previously thought, with 90% of raw egg and 30% of peanut allergy resolving by 6 years of age in the Australian HealthNuts study.47 If food allergy is going to resolve, it is more likely to do so at a younger age, therefore there is an argument for reserving food allergy treatments for older children who have not naturally developed tolerance. 10 Higher efficacy rates for open-label preschooler studies in peanut OIT 39, 40 need to be interpreted with caution as some preschoolers may have achieved natural resolution without intervention. Hence the importance of having a contemporaneous placebo- control group to assess for natural resolution in OIT studies cannot be overstated, as the estimate of effectiveness should be compared to a comparable untreated group.  

Immunomodulatory treatments for food allergy usually involve burdensome regimes and are associated with a number of risks, including adverse events (AE). A meta-analysis of peanut OIT reported a three-fold increased risk of anaphylaxis, a two-fold increase in epinephrine use, and an increased risk of non-anaphylactic reactions compared to placebo or standard care. 37 There was also little improvement in QoL observed in those who underwent treatment compared to the standard care group, although this was measured in older children. 37 Treatment-related AEs were higher among peanut OIT-treated children (98%) compared to placebo-treated (80%) in the preschooler IMPACT study, including 21 peanut OIT-treated children who received epinephrine during 35 peanut OIT-associated episodes. 18 Open label preschool peanut OIT studies also showed high rates of treatment related reactions (68%) with ~4% receiving epinephrine.39 Even the EPITOPE study was not devoid of AE, with mild to moderate skin reactions at the patch site (22.5% active versus 8.5% placebo), one treatment-related serious AE and 4 anaphylaxis events. 41 

Several clinical factors are associated with prognosis of food allergy. History of severe reactions, lower eliciting doses and presence of co-morbid allergic disease are associated with the persistence of food allergy. 10, 45, 46, 48 However, caveats of these retrospective clinical audits includes a bias towards persistent allergic disease. Data from the prospective population-based HealthNuts study showed that infants with early-onset eczema and multiple food sensitisations had an increased risk of persistent food allergy at age 6 years. Among infants allergic to raw egg, baked egg allergy was the strongest predictor of persistent egg allergy, associated with 6-fold increased odds of persistent egg allergy.47 However, even among those with baked egg allergy, 60% were no longer allergic to raw egg by age 6, thus more precise predictors of persistence are needed before early interventions can be targeted appropriately. 

OIT conduct requires specialized allergy services. Resources for allergy services vary by region, with some countries reporting lengthy wait-times to access an allergy specialist for the diagnosis of food allergy. 49 Incorporating OIT into clinical practice would require substantial resources that some health settings cannot currently facilitate. Hence, initiating a resource-intensive treatment in young children who may naturally acquire tolerance may not be the best use of resources in settings where healthcare funding and access is limited.   

Until we can accurately predict who would benefit from immunotherapy in the preschool years, questions remain as to whether it is in the best interests of the young child to subject them to intensive immunotherapy regimens. This need to be balanced against the proposed benefits of intervening early when the immune system has greater plasticity and early evidence suggesting that treatment may be safer and more effective when initiated early. 16-18 Given the significant commitment, lifestyle impacts and the risk of AEs during food immunotherapy treatments, it may be more relevant for those who are unlikely to naturally outgrow their food allergies. 

Knowledge gaps 
[bookmark: _Hlk122426308]There are limited studies of immunotherapy in preschoolers using allergens other than peanut. Currently no evidence on the impact of immunotherapy on QoL is available for this age group, and hence it is unknown whether treatment is associated with better QoL. A recent paper suggested that preschool peanut OIT in the real world setting may be cost-effective in North America 50; however is still unknown if it is cost-effective to implement this therapy across all health services. Thus it remains uncertain if personal and/or economic burdens of food allergy for families can be alleviated through OIT. Further understanding of risk assessment and mitigation is critical to widescale implementation in very young children. This includes better knowledge in the assessment of AEs in pre-schoolers where the means of communicating allergic symptoms may be different from school-age children and ensuring child assent when they continue with therapy although the minimal age of assent varies greatly from 5-13 years.51 Identifying prognostic biomarkers that can accurately predict the prognosis of food allergy, and which patients may benefit most from treatment, requires further research. Numerous studies have found that higher SPT and sIgE at diagnosis are associated with an increased likelihood of persistent food allergy. 10, 21, 28, 43, 45-48, 52-54 However, predictive thresholds with high specificity for persistent food allergy vary widely in the literature, likely related to heterogeneity in study settings, participants and methods.55 

Current debates also exist on whether early treatment could accelerate the onset of tolerance among children destined to outgrow their allergy independent of intervention. Furthermore, as the frequency and amount of consumption required to maintain tolerance following natural resolution are not known, for example in peanut allergy where a risk of recurrence have been described 45, 56, more evidence regarding the need for maintaining ingestion following treatment induced or natural resolution is required. Additionally, information is missing on identifying the “optimal” window of opportunity, whether based on age, IgE level or other factors that contribute to an enhanced response without sacrificing safety. Increasingly, some countries are using milk and egg ladders for IgE-mediated food allergies and it remains unclear whether this is a form of tolerance acceleration versus pseudo-OIT.57, 58 Furthermore, ongoing studies in the US (CAFETERIA study) 59 and Germany 60 which aim to investigate ingestion of sub-threshold amounts of allergen in the diet of children with peanut and/or tree nut allergy versus standard care of strict avoidance to enhance tolerance may assist in contributing to this knowledge gap. Using threshold information from food challenges to design tailored subthreshold feeding regimens that could be an easier, more family friendly, and less burdensome approach as compared to OIT, particularly in low resource settings, is also being debated 61.

Conclusion 
Emerging evidence suggests that food allergen immunotherapy-induced desensitization and remission rates are higher in the preschool age group as compared to older children. These findings suggest that early treatment in young children is feasible and has potential to be a life-changing therapy for many young food-allergic children. However, it is not clear how much of this improvement is due to natural remission and evidence is insufficient in patient-important outcome measures, such as QoL, impact on diet patterns and nutrition, and on cost-effectiveness which limits implementation in health resource settings (see summary Figure 2). Despite compelling evidence from several well-designed randomized trials, more work is needed to definitively address the important knowledge gaps that remain. Several ongoing or recently completed Phase 3 trials in preschool children 41, 62, 63 will deliver important new data that will inform implementation of scalable interventions in this vulnerable population. 
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Figure 1. Immune plasticity related to age may influence outcomes of early food allergen immunotherapy
Figure 2. Balance risks and benefits of starting food allergen immunotherapy (AIT) early in life


















Table 1. RCT peanut OIT and EPIT in preschoolers
	Study

	Design
	Age and sample size
	Updosing
	Maintenance Dose and duration
(mg peanut protein)
	Desensitization
(ITT analysis)
	Sustained Unresponsiveness/Remission (ITT analysis)

	Vickery et al., 2017
	Randomized trial with 2 doses of OIT
(no placebo control)
	9-36 months, Low Dose n=20; High Dose n=17

	42 weeks
 
	300 mg (Low Dose);
3000 mg (High Dose); up to 3 years
	5g peanut protein DBPCFC: Overall 81% (30/37); Low Dose 85% (17/20) vs High Dose 76% (13/17) 
	5g peanut protein DBPCFC after 4 weeks elimination: Low Dose 85% (17/20) vs High Dose 71% (12/17) 

	Loke et al., 2022
	RCT
	1-5 years, n=104
	16 weeks
	2000 mg, 18 months
	5g peanut protein DBPCFC: Overall 83% (70/84); PPOIT 88% (36/41) vs peanut OIT 79% (34/43) vs placebo 10% (2/20)
	5g peanut protein DBPCFC after 8 weeks elimination: Overall 58% (49/84); PPOIT 61% (25/41) vs peanut OIT 56% (24/43) vs placebo 10% (2/20)

	Jones et al., 2022
	RCT
	1-4 years, n=146
	30 weeks
	2000 mg, 134 weeks or 30 months
	5g peanut protein DBPCFC: Peanut OIT 71% (68/96) vs placebo 2% (1/50)
	5g peanut protein DBPCFC after 26  weeks elimination: Peanut OIT 21% (20/96) vs placebo 2% (1/50)

	EPITOPE (EPIT) 2022
	RCT
	1-3 years, n=362
	Incremental increase in patch application time from 2 hrs to 24 hours daily during a 5-week initial dosing period
	12 months
	Treatment responders: Viaskin peanut 250 mcg active group 67% vs placebo 33% 
	N/A


OIT: oral immunotherapy; DBPCFC: double-blind placebo-controlled food challenge; EPIT: epicutaenous immunotherapy; N/A = not available


