Guy’s and St Thomas’ ING’S

NHS Foundation Trust Cﬂ!jfge
Ov Evelina LOND ON

London

LEAP and Beyond

Gideon Lack




Disclosures

 In relation to this presentation | declare that observational
studies [but not interventional studies] have benefited from the
National Peanut Board Funding [USA]

« | am on the Scientific Advisory Board of DBV Technologies and
am a shareholder

e | am a shareholder in Mission MightyMe



A
)

0O

-




Early consumption of peanut is associated with a
low prevalence of peanut allergy
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Prevalence of Allergy (%)
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The EAT Study Design
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Intention to Treat Population (EAT and LEAP)
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Per-Protocol Population (EAT and LEAP)

Prevalence of Peanut Allergy at Age 3-5 Years (PP)

20.0%

15.0%+

10.0%~

0.0%~%

13 1] 51 1 B4 1 PA | Randomized Treatment
L25 310 2495 294 a0 04 M B Control
l?.i% - |nlEWEﬂliﬂn
ygae  100% reduction in 93%.:3“1';}20” n 98% reduction in
peanut allergy PR ey peanut allergy
0.0% 0.3% 0.2%
EAT LEAP Ovorall
g o= 0.003 p = 00001 p < 0.0001

Logan K et al. Allergy. 2022 Nov 27. doi: 10.1111/all.15597. Online ahead of print.



Intention to Treat Population (EAT and LEAP)
By Eczema Groups
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Per Protocol Population (EAT and LEAP)
By Eczema Groups
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Peanut allergy (EAT and LEAP at 36 and 60 months) in ethnicity groups (ITT)
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Early food intervention and skin emollients to
prevent food allergy in young children
(PreventADALL): a factorial, multicentre, cluster-
randomised trial
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Abstract

Background: Primary prevention of food allergy by early introduction of allergenic foods seems
promsing. We aimed to determine whether early food Infroduction or the spplication of regular skin
emollients in infants from a general population reduced the risk of food allergy.

Methods: This 2 = 2 factonial, cluster-randomised trial was done at Oslo University Hospital and
@stfold Hospital Trust, Oslo, Norway, and Karolnska University Hospital, Stockholm, Swiden,
Infants of women recnuited antenatally at the routine 18-week ulirasound examination ware cluster-
randomized at barth 1o the following groups: (1) no intervention growp; [2) the akin intensention
group [skin emollents; bath sdditives and facial cream; from age 2 weeks to <3 months, both a1
least four times per weak); (3] the food intervention group (early complemantary feeding of peant,
cow's milk, wheat, and egg from age 3 months); or [4) combined intervention group (skin and food
interventions). Partickpants wene randomby assigned (1:1-1:1) using computer-generated
randomisation based on clusters of 92 geographical areas and eight 3-month time biocks. Study
personnal performing clinical assessments were masked o group allacation. The primary oulcoms
was allargy to any interventional food at 36 months of age. The primary efficacy analysis was done
by intenthon-to-treat analysis, which inchuded all partscipants who were randomly assigned, apart
Trom thres individusts who withdrew their consent. This was a study performed within ORAACLE
(the Osle Research Group of Asthma and Allergy in Childhood; the Lung and Environment]. This
study is registered as ClinicalTrials.gov, HCTO2445850,

Findings: We recruited 2697 wornen with 2701 pregnancies, from whom 2397 newbaorn infants
wars anrolled between Apeil 14, 2015, and Aprdl 11, 2017, OF these infants, 597 wers randomly
assigned to the no intervention group, 575 to the skin intervention group, 542 to the food
imtervention group, and 583 to the combined interention group, One participant in each af the na
imtervention, food inervention, and skin intersention groups withdrow consent and wane tharsdons
not included in any anatyses. Food allergy was diagnosed in 44 children; 14 [2.3%) of 5946 infants in
the non-intervention group, 17 (3-0%4) of 574 infanis in the skin intervention group, six |0-9%) of
6471 infants in the food intersention group, and seven [1-2%) of 583 infants in the comibaned
intervention group, Peanud allergy was disgnosad in 32 children, egg allergy in 12 childran, and mak
allergy in four children. Mone had allergy to wheat. Prevalence of food allergy was reduced in the
fomd intervention group compared with the no food imervention growp {risk difference -1-6% [25%
Cl -2-7 to -0-5]; edds ratio [OR] 0-4 [95% C1 0-2 to 0-8]), but not compared with the skin
intervention group [0-4% [95% C1-0-6 to 1. 5%]; OR 1-3 [0-7 to 2-3]), with no significant interacton
etfect (p=1-0). Preventing food allergy in one child required early exposure to allergenic foods in 63
chibdren. Mo sedlous adverse events were observed.

Interpratation: Exposure to allergenic foods from 3 months of age reducad food allergy at 38
mantha in a general population. Our results support that eary introduction of commeon allengenic
Toods is 8 safe and effective sirategy 1o prevent food alergy.,



Frequency of food allergy by group allocation and adherence to food intervention

Proportion of participants (%)
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Table, Summary of Key Review Findings for Earlier vs Later Introduction of Allergenic Foods to the Infant Diet

Control risk,
cases per
intervention, Certainty of 1000 RD {95% CI}, cases per NNTB/H
outcome Participants, No. (studies, No.) RR (952 CI) evidence* population® 1000 population (95% CI)
Earlier introduction of multiple allergenic foods
Allergy to any 3295 (43103740 0,49 (0,33 to 0.74) Moderate 20 =26 (~34t0-13) 3B (2940 7T
e 200° -102 {(-134 to -52) 10(7 to 19)
ll'l'll;;dmval from 4703 (5910483740 2.29(1.451t0 3.63) Moderate 200 258 (90 to 526) 4 (2o 11)
stu
intervention
Earller egg introduction
Allergy to egg 4811 (9%1034.29.36-39.43) 0.60 (0.46 to 0.77) High 40 -16(-22 to -9) 63(45to111)
200° ~80 (-108 to -46) 13(3t0 22)
Withdrawal from 7442 158(1.12 t0 2.22) Low 200 116 (24 to 244) 9 (4 to 42)
“uw {139.]D.El-.:lB-.E!.!!.H--ID.-l-:r.l]}
intervention
Earlier peanut introduction
Allergy to peanut 3796 (4%%1557) 0.31 {(0.19 to 0.51) High 25 -17(-20to~-132) 59 (50 to 83)
100° ~69 (-81 to -49) 14(12 to 20)
Withdrawal from 5343 (g*.19-20.3740) 1.91(1.19 to 3.05) Very low 200 182 (38 to 4100 3 (2 to 26)
study
intervention
Eartier cow's milk imtroduction
Allergy to cow’s 3900 (6%.10-31.32.37.44) 0.84 (0.38 to 1.87) Very low 10 =2 (=6 to 9) S00(110 o =)
ik
A 50¢ -8 {-31 to #4) 125 (23 to =)
Withdrawal from 7895 1.05 (0,61 to 1.82) Low 200 10 (-78 to 164) 100 (6 to =)
!ltl.l'dj' {ll'l,.:l.l:ll,:lin.“.i‘l..!].. !-1.]?,!4].!1.4‘:'
intervention

Abbreviations: MNTEM, number nesded to treat for an additional beneficia or

harmful outcome; RD, risk difference; RA, risk ratio.

* Grading of Recommendations, Assessment, Development, and Evaluation
frammwnck,

" Control event rate was pooled from the largest included studies.
= Population at high risk for developing food allergy.

Scarpone R et al. JAMA Pediatr. 2023 May 1;177(5):489-497.



ascla

australasian society of clinical immunology and allergy

Guide for introduction of peanut to infants (2017)
https://www.allergy.org.au/images/stories/pospapers/ASCIA HP guide introduction peanut infants 2017.pdf

o For allinfants, peanut and other solid foods should be introduced around 6 months (not before 4 months) and in the first
12 months.

o If there is no allergic reaction, parents should continue to include peanut in their infant’s diet in gradually increasing
amounts at least weekly, as it is important to continue to feed peanut to the infant as a part of a varied diet.

Infant Feeding and Allergy Prevention (2020)

https://www.allergy.org.au/images/pcc/ASCIA Guidelines Infant Feeding and Allergy Prevention 2020.pdf

o When your infant is ready, at around six months, but not before four months, start to introduce a variety of solid foods,
starting with iron rich foods, while continuing breastfeeding.

o ASCIA recommends the introduction of solid foods around six months, but not before four months, and preferably whilst
breastfeeding. There is some evidence this is protective against the development of allergic disease

o Comment —no recommendation on dosing


https://www.allergy.org.au/images/stories/pospapers/ASCIA_HP_guide_introduction_peanut_infants_2017.pdf
https://www.allergy.org.au/images/pcc/ASCIA_Guidelines_Infant_Feeding_and_Allergy_Prevention_2020.pdf

'%

EAACI

EAACI guideline: Preventing the development of food allergy in infants and young children (2020 update)

o In populations with a high prevalence of peanut allergy, the EAACI Task Force suggests introducing peanuts in an age-appropriate
form as part of complementary feeding in order to prevent peanut allergy in infants and young children

o Certainty of evidence: moderate
o Conditional recommendation made

Practical implications

o Professionals should advocate introducing peanut in an age-appropriate form alongside continued breastfeeding. It appears that the
most effective age to introduce is from four to 6 months of life.

o Infants should be given two heaped teaspoons of diluted peanut butter (2g peanut protein) each week

o We suggest that peanut should not be the first solid to be introduced into the infant diet.

Halken et al. Pediatr Allergy Immunol. 2021 Jul;32(5):843-858.



Association Between Earlier Introduction of Peanut and Prevalence
of Peanut Allergy in Infants in Australia

Two population studies assessing prevalence of peanut allergy in 5276 one year old infants in 2011 (before new
peanut guidelines) and in 1933 one year old infants in 2019 (after new peanut introduction guidelines 2016)

Results on peanut consumption:

o In 2011 - 21.6% of participants in HealthNuts study consumed peanuts before 12 months of age
o In 2019 - 85.6% of participants in EarlyNuts study consumed peanuts before 12 months of age

Results on peanut allergy prevalence at 1 year of age:

o In 2011 - 3.1% of participants in HealthNuts study had peanut allergy

o In 2019 - 3.1% of participants in EarlyNuts study had peanut allergy
(2.6% corrected rate for demographic differences)

Conclusions:

Public health measures to introduce peanut early in the first year of life are successful but not sufficiently successful
to prevent peanut allergy

Soriano et al. JAMA. 2022 Jul 5;328(1):48-56.



Association Between Age of Peanut Introduction and Peanut Allergy at 1 Year
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Introduction of peanut is only

associated with reduced peanut allergy
in infants of European origin (and only

before 6 months of age)

Soriano et al. JAMA. 2022 Jul 5;328(1):48-56.



TRAJECTORY OF PEANUT WHEAL SIZES OF ALLERGIC PARTICIPANTS
AT 60 MONTHS FOR LEAP PAS AND EAT PARTICIPANTS
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Time to event modeling of the development of allergy in the
first year of life in a normal population (based on SPT >4mm)
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Population Modeled ITT Relative Population Modeled RelativeReduction in
Reduction in Peanut Allergy peanut Allergy by Eczema Severity Groups
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Modelled data demonstrates dose response relationship between amount
of peanut and egg eaten and prevention effects - > 2g optimal

B Food allergyfskin prick test positive status: predicted probability plots by quartiles of weekly allergen consumption
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Early consumption of peanut is associated with a
low prevalence of peanut allergy
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Du Toit G, et al. Early Consumption of Peanut in Infancy is Associated with Low Prevalence of Peanut Allergy. JACI 2008; 122: 984-91.



Conclusions

1. RCTs with early introduction of food allergens demonstrate:
* Successful prevention of peanut allergy - high level of evidence — long term protection
* Successful prevention of egg allergy — high level of evidence
* Successful prevention of cow’s milk allergy — low level of evidence
e Opportunity to prevent all IgE mediated food allergies but protection is allergen specific

2. Guidelines in Australia since 2016 have resulted in a marked increase in percentage of infants eating
peanuts in the first year of life but no reduction in peanut allergy

3. Guidelines appear not to be working
4. Infants are receiving too little peanut and too late (after 6 months of age)

5. High risk infants (non Caucasian minorities and/or eczema) show the highest burden of food allergy and
of benefitting the least from the guidelines

6. New guidelines should be more proactive and more prescriptive with emphasis on high risk minorities,
high level consumption and early exposure
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