Prevention och
behandling

Sachsska 2, SO
barn- och ungdomssjukhuset q\;ﬂ"’. /

3Gl S SODERSJUKHUSET



Agenda

Hypoteser kring uppkomst av matallegi

Rad kring tidig matintroduktion

Implementering av nya rad

Matallergi och eksem

Strategier vid matallergi

SCH

SODERSJUKHUSET

Sachsska



Bakgrund till forskning kring uppkomst av
allergier

* Ien artikel av du Toit et al Peenut®
JACI 2008 visades lagre 100 4 <0.0001 P
prevalens av jordnotsallergi o o
bland judiska barn i Israel L — - 1
(0.17%) jamfort med judiska , — '
barn i Storbritannien 0o 3 6 9 12
(1.85%) Age (months)
-------- Israel UK
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Jordnot introduceras tidigare i kosten
till Israeliska barn

« “Bamba” som ges till sma barn som vara majskrokar

BAMBA

| PEANUT PUFFS |
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LEAP-studien

* 640 barn 4-11 manader (median 7.8) med svart eksem
och/eller aggallergi

 Pricktest jordnot, baseline provokation

« Randomisering till att undvika eller konsumera
jordnotssnacks "Bamba” motsvarande minst 6 g
jordnotsprotein/v minst 3 ggr/v

« Utvardering med provokation vid 5 ars alder

« Ny utvardering efter 1 ar jordnotsfritt

Du Toit G, et al. Randomized trial of peanut consumption in infants at risk for peanut allergy. N Engl J Med. 2015
Feb 26;372(9):803-13.
Du Toit G et al. Effect of Avoidance on Peanut Allergy after Early Peanut Consumption. N Engl J Med. 2016 S(.E
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LEAP-studien Utfall vid jordnotsprovokation vid 5 aa
och efter ett ars uppehall vid 6 aa

M Peanut-avoidance group M Peanut-consumption group M Peanut-avoidance group M Peanut-consumption group
A Intention-to-Treat Population in Primary Trial B Intention-to-Treat Population in Follow-up Study
P=0.002 P=0.004
40 383 404 39.1
7 P<0.001 7
<
' P<0.001
P<0.001 | P<0.001
20+ 1 204 —

10+ 10

Prevalence of Peanut Allergy (%)
Prevalence of Peanut Allergy (%)

g e 0-
SEw NF&:T;Z)C oot SPT P?:‘I:\;;}c ohrt Bom:;)::)rts SPT-Negative Cohort ~ SPT-Positive Cohort Both Cohorts

(N=458) (N=92) (N=550)

Du Toit G et al. Effect of Avoidance on Peanut Allergy after Early Peanut Consumption. N Engl J Med. 2016 Mar 4.
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EAT-studien

Enquiring About Tolerance, brittisk studie

1303 barn, 3 manader gamla, populationsbaserad

Randomisering till tidig introduktion av 6 vanliga allergena
livsmedel (jordnot, agg, mjolk, sesam, fisk, vete)

Utvardering vid 3 ars alder

Perkin et al. Randomized Trial of Introduction of Allergenic Foods in Breast-Fed Infants.
N Engl J Med. 2016 May 5;374(18):1733-43. . (
Sachsska 4 SOE
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Resultat EAT-studien

One or More Foods Egg Peanut

10+ 10+ 10

P=0.01 P=0.009 P=0.003
SR o & 8- X 8-
> : = >
2 L 5
= 6 L 6- = 6+
< =z <
kS ro kS
§ 4 g 47 § 4-
< 24 8 < 2.5
5 2 £ 2- 1.4 B 2-
—~
(a9 [ (=W
o 0 0- e
Standard Early Standard Early Standard Early
introduction introduction introduction introduction introduction introduction
(N=524) (N=208) (N=525) (N=215) (N=525) (N=310)
Per Protocol (Overall) Per Protocol (Egg) Per Protocol (Peanut)
(N=732) (N=740) (N=835)

Perkin et al. Randomized Trial of Introduction of Allergenic Foods in Breast-Fed Infants.
N Engl J Med. 2016 May 5;374(18):1733-43.
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PreventADALL, norsk-svensk studie

Food allergy
ood intervention group)

Food allergy
(skin intervention group)

Peanut allergy
(food intervention group)

Peanut allergy
(skin intervention group)

Atopic dermatitis
(food intervention group)

Atopic dermatitis
(skin intervention group)

@i p=0-43
—e—i i p=0-01

t—ro—i p=0-39

i1 p=0-90

i p=0-61

£3 (0] 3
Risk difference (%)
4+“— —>

(!

Favours intervention Favours no intervention

Figure 3: Risk reduction of food allergy for each primary prevention strategy

Error bars show 95% Cls. Food allergies are presented as main effects, whereas
atopic dermatitis is presented as a marginal estimate.

Skjerven et al. Lancet. 2022 Jun 25;399(10344):2398-2411

2397 nyfodda inkluderades

* 642 tidig matintroduktion
* 575 hud intervention

583 kombinerad intervention
tidig matintro + hud
* 597 ingen intervention

Tidig matintro fran 3 manaders
alder; mjolk, vete, agg,
jordnot

Utvardering av matallergi vid 36
manader
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Probability of Food Allergies over first 10 years

Tidig varierad kost minskar sannolikheten for
matallergi

0.4 =
A}

A Y
\ 044

" 6 manader - 12 manader

0.34

034

0.2
024

Probability of Food Allergies over first 10 years

004

T T T T T T
25 5.0 7:5 10.0 125 15.0
Number of foods at 6 months Number of allergic focds at 12 months

Venter C, Maslin K, Holloway JW, et al. Different Measures of Diet Diversity During Infancy and the Association with

Childhood Food Allergy in a UK Birth Cohort Study. J Allergy Clin Inmunol Pract. 2020;8(6):2017-2026. S(’E
doi:10.1016/j.jaip.2020.01.02 :
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Sensibiliseringsvagar

Primar exponering via

GI leder till specifika | &
IgG1, IgG4 och IgA © y =® \ Uﬁ
Exponering via bl G o -
luftvagar eller skadad S pomtiss ot ooy
hudbarriir (eksem) o |

Dendritic y !
cell s |

leder till Th2 medierad
inflammation och

bil dande av IgE Skin-draining ‘.....‘« \ (L
lymph nodes b
Efterfoljande

exponering av samma
livsmedel leder till
allergisk reaktion

-~ &

€ Baclefia ————

ALLERGY

GI TRACT

Dendritic
cell

Mesenteric
lymph nodes

A It
Th1 memory T-reg memory -
P P o P oo
TOLERANCE
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Juni 2019: Nya rad fran Livsmedelsverket &
barnallergisektionen (BLF delforening)

* Introducera alla livsmedelsgrupper inklusive fisk, tillagat
agg, mjolk samt finfordelade notter och baljudxter inklusive
jordnotter under det forsta levnadsaret.

* Radet galler alla barn, aven barn med eksem, misstdankt
allergi mot ett annat livsmedel eller arftlighet for allergi

https://www.livsmedelsverket.se/globalassets/publikationsdatabas/rapporter/2019/1-2019-nr-08-rad-om-
introduktion-av-jordnotter-agg-mjolk-och-fisk.pdf
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Guidelines fran Europa, Storbritannien, Australien
och USA

* Introduktion av val tillagat, ej ratt agg, i barnets kost

* I populationer dar det ar hog prevalens av jordnotsallergi rekommenderas
introduktion av jordnot i en aldersadekvat form

* Introduktion av agg och jordnoét runt 6 manaders alder, men ej tidigare an 4
manader

 Aven andra allergena livsmedel ska introduceras vid denna tid

Halken, et al; European Academy of Allergy and Clinical Immunology Food Allergy and Anaphylaxis Guidelines Group. EAACI
guideline: Preventing the development of food allergy in infants and young children (2020 update). Pediatr Allergy Immunol.
2021; 32: 843—858.

Urashima M, et al. Primary prevention of cow’s milk sensitization and food allergy by avoiding supplementation with cow’s milk
formula at birth. JAMA Pediatrics. 2019; 173(12): 1137.
https:/www.allergy.org.au/images/pcc/ASCIA_Guidelines_Infant_Feeding_and_Allergy_Prevention_2020.pdf
https://cot.food.gov.uk/sites/default/files/jointsacncotallergy state mentfinal 2. pdf

Fleischer et al. J Allergy Clin Immunol Pract. 2021 Jan;9(1):22-43.e4.

Sachsska 7, SOM
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https://www.allergy.org.au/images/pcc/ASCIA_Guidelines_Infant_Feeding_and_Allergy_Prevention_2020.pdf
https://cot.food.gov.uk/sites/default/files/jointsacncotallergystatementfinal2.pdf

Rapporter efter inforande av nya rad

* Hur fungerar det i verkligheten?
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Australien

Changes to infant feeding guidelines for allergy
prevention in 2016 were followed by a marked increase
in early peanut introduction

Less than 3 IN 10 INFANTS consuming peanut by 12 months in 2(¢

Rapporterad
A A J | jordnotsallergi

2.4%

...to nearly 9 IN 10 INFANTS consuming peanut by 12 months in 2017-20182

Prevalens av
A d jordnotsallergi 3.1 till 2.6% A A A

i befolkningen
Soriano, et al. JAMA.
2022;328(1):48-56.
doi:10.1001/jama.2022.9224

Rapporterad
jordnotsallergi

4%

"HealthNuts; n = 5,300; 2 EarlyNuts; n = 860

Soriano VX, Peters RL, Ponsonby AL, et al. Earlier ingestion of peanut after changes to infant feeding guidelines: The
EarlyNuts study. J Allergy Clin Immunol. 2019;144(5):1327-1335.€5. d0i:10.1016 /j.jaci.2019.07.032 . SOE
Sachsska /4,
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Proportion

Australien

PEANUT B EGG
1.00p<0.0001 1.00p<0.0001
0.80+ 0.80
=
0.60- £ 0.60- | F
0.40 §' 0.40 i
: g ___jf:t
020 T ’_I_ 020 i -
0.00_ T T T T T I_-J_‘g_ T 0.00_ T T T T T ‘I-_T_-\ T T T
01 2 3 4 5 6 7 8 9 01 2 3 4 5 6 7 8 9
Age (months) Age (months)
----- HN 2007-2009 ——— HNRO009-2011 ----- HN 2007-2009 ——— HNR009-2011

— EN2017-2018 — EN2017-2018

45% minst
2 gor /v

30% minst
2 gor [V

Soriano VX, Peters RL, Ponsonby AL, et al. Earlier ingestion of peanut after changes to infant feeding guidelines: The
EarlyNuts study. J Allergy Clin Immunol. 2019;144(5):1327-1335.€5. d0i:10.1016 /j.jaci.2019.07.032 S o E
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Svensk studie fran Umea

Revised Swedish infant feeding guidelines
associate with earlier introduction of allergenic foods

m ’ METHOD I : I -
POPULATION ‘” &1} @ I I '
‘ v
NorthPop Birth *ia (% — | =k
Cohort Study 0 "-LT,A‘ % A— b
{1 Web based questionnaires Web based

June 2016 - April 2021 National registers questionnaires
n = 3686 Web based questionnaires Blood sample IgE

-~

0
¥ .,

n=1925 n=1761 » More frequent consumption of
egg, legume, peanut, almond and

cashew nut

June 2019
Revised infant feeding
guidelines
2. SUMMARY
_— « Earlier introduction of egg,
ey "\ legume, soy protein, peanut,
Previous Revised N 7T } almond and cashew nut
guidelines guidelines =

» No change in the prevalence of
eczema, food allergy or IgE
sensitization

32035 2qopy “idoald :suonensn|||

n; Number, IgE; Immunoglobulin E

Osterlund J, Granisen G, Bodén S, et al. Revised Swedish infant feeding guidelines are associated with earlier
introduction of allergenic foods. J Allergy Clin Immunol. 2024;153(2):461-470. d0i:10.1016 /j.jaci.2023.08.037 S@
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Paverkan pa amningen?

* PreventADALL (RCT tidig mat fran 3 man):
nej

* Northpop (implementering av nya rad): nej

* LEAP-studien (RCT tidig jordnot 4-11
man): nej

Bild skapad med Microsoft copilot

éﬂachsska Q S@

och ungdomssjukhuset g f SODERSJUKHUSET



Eksem och matallergi

100%

FA (-)
FA (+)

80% -
60% -

40% -

20% -

Percentage of patients (%)

SOl |27 (33| (31| |45

O% . T T T T T T
1 2 3 4 5 6 7 8 9 10 11 (months)
(n=) (8) (21) (13) (33) (12) (16) (11) (10) (11) (6) (1)

C Time until the start of aggressive treatment

Miyaji et al, Earlier aggressive treatment to shorten the duration of eczema in infants resulted in fewer

food allergies at 2 years of age, JACI IP 2020
Sachsska /- SCH
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Tidig smorjning med kortisonkram for att forebygga
matallergi?

Retrospektiv kohortstudie

. C 1 ag g . 60 % minskad aggallergi bland
45% minskad matallergi vid 2 44 (4gg, mjolk, vete, soja, dggsensibiliserade barn

jordnot, fisk)

*»=0.01 p=0.003
100% - 4 100% 4
_ WFA () _ WFA (-)
S 80% - WFA () & 80% WFA (+)
& 4
g 3 e 83.8% 60.0%
N 0 = 7\
5 60% g (57) (36)
e =
gn 40% - E& 40%
§ g 40.0%
5 - ¥ 20 /0
& 20% o ° (24)
0% - 0%
Early treatment Delayed treatment Early treatment Delayed treatment
A group (n=75) group (n=67) group (n=68) group (n=60)
A Per recommended treatment (n=128)

Per recommended treatment (n=142)

Miyaji et al, Earlier aggressive treatment to shorten the duration of eczema in infants resulted in fewer

food allergies at 2 years of age, JACI IP 2020 €
Sachsska S@
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Smorjningsfrekvens med mjukgorare och matallergi

* Ju oftare smorjning desto

h o gre pr eval ens av @ Assocnatlm:\ of frequent moisturizer use in early infancy
¢ 1 . with the development of food allergy
matallergi

. . MOISTURIZATION

e Justerades for eksem vid FREQUENCY AT 3 MONTHS 0 peooas
start och svarighetsgrad av
eksem

Food Abergy (%)
~

& oS
1

* Olja skadar hudbarriaren??

(vegetabiliska oljor, T .
. : . -
sodium lauryl sulfat) ‘mmms e e

Moisturization frequency
VISIBLE ECZEMA

o

FOOD ALLERGY BY THREE YEARS

* Massage med olja for in
allergen i huden??

Enquring About Tolerance

Perkin MR et al; EAT Study Team. Association of frequent moisturizer use in early infancy with the development of
food allergy. J Allergy Clin Immunol. 2021 Mar;147(3):967-976.
Sachss ka /4 S@
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Sammanfattning

Tidig introduktion av jordnot och tillagat agg minskar risken for att
utveckla jordnots/aggallergi. Troligen galler detta all slags mat

Regelbundet intag efter introduktion (minst 3 ggr/v?)

Nya riktlinjer har publicerats i USA/Kanada, Storbritannien,
Australien/Nya Zeeland, Europa och Sverige

Inga stora sakerhetsproblem har hittills uppkommit
Ingen paverkan pa amning

Det basta for barnet ar att tidigt ata en sa allsidig kost som mojligt, utesluta
sa lite som mojligt ur kosten

I forsta hand: behandla eksem istallet for att ta bort mat

Eksem okar risken for att utveckla matallergi

SCH
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Strategier vid
matallergi
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Behandling av matallergi

Efter diagnos med specifika IgE-antikroppar + symtom eller
positiv provokation gors en riskbedomning infor framtida
allergiska reaktioner liksom en prognos.

Behandling

1. Undvika det/den mangd livsmedel som utloser en allergisk
reaktion

2. Forskrivning av adekvata lakemedel

3. Behandlingsplan och utbildning for egenvard

SODERSJUKHUSET
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Om barnet ar matallergiskt — finns det nagot att
gora at det?
 Agg- och mjolkallergi vixer oftast bort

* Jordnots- och tradnotsallergi ofta bestaende och livslang

* Oral Immunterapi / Toleranstraning? Rekommendation fran
Socialstyrelsen kring OIT jordnot

100

% — |gE-positive
o | L laE-neqative
= 80 a_ gE-neg
g y
[ E
a
= 40 -
E
& 20 -
o
0 y e , .
0 2 4 & 8
Age (years) SG
Saarinenetal JACI2005 ~ 2achsska . - SJEU -



Metoder for aktiv behandling av matallergi

Baked Milk and
Egg Ingestion

Mack DP, Greenhawt M, Anagnostou A. Are There Hidden Dangers Associated S@
With Milk and Egg Dietary Advancement Therapy?. J Allergy Clin Immunol Sachsska #
Pract. 2023;11(4):1056-1062. doi:10.1016/j.jaip.2022.12.015 barn- och ungdomssjukhuset SODERSJUKHUSET



Grad av allergenicitet (ladder) hos agg och mjolk

... . ”Loskokt” "Hardkokt”
Ratt agg sgg sgg

Ex. majonnis Ex. kokt agg, Ex. dggnudlar, Ex. muffins tillagat
aggrora, marang kottbullar med agg och vete

Upphettad
mjolk
Ex. farsk Ex. ost pi pizza X muffins tillagat
mjolk eller ost med mjolk och vete

jukhuset w5'g { SODERSJUKHUSET



Tolerans mot
mjolk/agg

Grad av allergenicitet och tolerans mot agg och

Reagerar
paalla
former
av mjolk
& agg

mjolk

Tolererar bakad

mjolk/agg med
Tolererar kortare & agg
Tolererar storre upphettningstid
sma mangder
mangder bakad
bakad mjolk/agg
mjolk/agg

Kvarstaende allergi mot alla former av mjolk & agg

Tolererar alla
former av mjolk

Tid

Formaga att
tolerera bakade
former:

* 75% av barn
med
mjolkallergi

* 70-80% av
barn med
aggallergi

SCH
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CANADIAN EGG LADDER
B for hens egq dlergy

INSTRUCTIONS
« Start at Step 1 and work your way up to Step 4
+ Give the food daily. May be taken with a meal
«» Start with a grain or pea sized amount, and over several days or weeks gradually
increase to an age appropriate amount
» Once at an age appropriate t, spend a mini
category, before advancing on to the next category
« If after advancing to the next category there are allergic symptoms, then go back
to the lower category for a month before re-trying the higher category

of 1-3 ths in each

Step

4,

(OPTIONAL)

Sunny Side Up, Soft Boiled, Raw Egg

or Lightly Serambled Egg s hmm::‘:om e

THE MILK LADDER < vcoocvono

SR Pasteurised milk/ AuouNT
P A infant formula (powder) 17
Sterilised milk/infant ~ 0oon"

100 mis

formula (tetra packs)  zcoms

AMOUNT
25g cheese

AMOUNT

(125m)

1 pot yoghurt

AMOUNT

10g chocolate

Milk chocolate buttons
{% bag or 359)

¥eminpzza  %eplzza
1minipzza  1pizza

PURCHASED HOME-MADE

Choose a pizza
that does not
contain milk

in the base

PURCHASED HOME-MADE

Lasagne 1 child's portion
(200g)
o L
A O “ PURCHASED HOME-MADE
e \____/ \ mem Ple 1 chids portion
Hard Boiled or Well-Cooked 3 N
Steamed Egg  Scerambled Egg FrenehTanst

pancakes containing
milk protein rather
otc PURCHASED HOME-MADE than wh
STEP Scotch 1 500tch pancake ¥ 500K pancake e Whey powdar

Pancakes 3 scotch pancakes 2 soolch pancakes

NOTE THAT SCOTCH PANCAKES CONTAIN LESS MILK THAN
MUFFINS BUT THEY ARE BAXED FOR A MUCH SHORTER TIME

-

2.

Mini muffing/ PURcHAsED
Eggasa

HOME-MADE
: cup cakes o ooy 1 mén
Fresh Egg Binder

Noodles/ Pasta '(;gm

Choase biscults that
contan mik
PURCHASED HOME-MADE
1 biscult

2 biscuils

Baked Goods with Egg Ingredients

@ b st

Dried Egg
muffin or cupeake well-baked cookie  Noodles/Pasta

Step

1.

mages powered by Cama

Use malted mik
biscuits that contain
milk powder rather

HOME-MADE than whey powder

% biscult
¥ biscuit
0ct 2013
UK Version
©copewe

PLEASE SEE OVERLEAF FOR LINK TO ALL HOME-MADE RECIPES

Upton JEM et al. Ann Allergy Asthma Immunol. 2024 Mar;132(3):328-336.e5. doi: 10.1016/j.anai.2023.12.024Epub 2023 Dec
26. PMID: 38151097.

Cronin C et al. Nutrients. 2023 Mar 14;15(6):1397. doi: 10.3390/nu15061397. PMID: 36986127; PMCID: PMC10057913.
Venter C et al. Clin Trans| Allergy. 2013 Jul 8;3(1):23. doi: 10.1186/2045-7022-3-23. PMID: 23835522; PMCID: PMC3716921.



Hur gar en OIT till?

« Sakerstallande av allergi, t.ex genom matprovokation

« Uppdoseringsfas

 Underhallsfas

sustained

unresponsiveness? >

"

screening

dose escalation

maintenance phase

follow up

% no treatment %

Reinwald, et al. Immunotherapy Advances. 2. 10.1093/immadv/ltacoo4.

Sachsska
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Immunologiska forandringar vid OIT

Milk-specific

@ @@ Anergy, deletion
effector T-cells I
Suppression
T-regs

Milk-specific
antibodies
?na:;?ch;:fs', ‘o Degranulation
Milk protein & i 1 9
(mg) = = N
Y aUL/UUUL/HHHHUt/U
Time O 1 mo 2 mo 3 mo 4 mo

Haahtela, T et al. Allergy, 76: 3613-3626. https://doi.org/10.1111/all.148
&Y 75: 301373 Sachsska SOE
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https://doi.org/10.1111/all.14895

Lamplig alder for OIT? Palisade trial

Oral immunterapi
jordnot med AR101,

ett jordnotslakemedel

motsvarande 300 mg

jordnatsprOtein [ Placebo (N=124) [l AR101 (N=372) [] Placebo (N=14) AR101 (N=41)
g 56 4-17 Yr of Age 18-55 Yr of Age

551 deltagare 4-55 &r | £ 901 ‘

496 mellan 4-17 ar, 4 o

9% aktiv 25% Ingen effekt med OIT jordnot hos vuxna

75 5 8 J ’

placebo enbart barn kan ( overvagas behandling
ne

Primart utfall: f I I I Z %

tolerans mot 60omg | § | - — e % %

'Ordnﬁts rotein efter g 300 mg 600 mg 1000 mg 300 mg 600 mg 1000 mg

J6 o dp Dose of Peanut Protein Ingested without Dose-Limiting Effects

manader

underhallsbehandling

PALISADE group. AR101 Oral Immunotherapy for Peanut Allergy. N Engl J Med. 2018 Nov 22;379(21): 1991—2g)t.E
Sachsska
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larsebre peanut-specsc kgt (WU

Alder och effekt — IMPACT trial

A

71% tﬁlde 5000 mg Dcs-:nsibsaliﬁu_n cndpoint Hnm&:-i:f:rdpcint
jordnotsprotein efter T
100= n=l4i n=ldh
134 v . e D001 ped 0021
(desensibilisering) 5 &0 7
och 21% med iL -
o o = |
remission efter160v 3
o 28
och 6 manaders A 21
uppehall = : :
{) — — —
C
1000

Sannolikhet att ha
uppnatt tolerans efter 6
manaders uppehall:
Blatt > 50% toleranta
Rott: < 50 % toleranta

100

10 Jones et al, Lancet 2022

Sachsska /- SO
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https://doi.org/10.1111/all.14895

Vanligt med biverkningar vid OIT

Biverkningar i form av allergiska reaktioner ar vanligt, framfor allt under
uppdoseringsfasen, minskar sedan i frekvens

Mer biverkningar vid infektion, fysisk anstrangning mm
Milda biverkningar hos de flesta

Svara reaktioner forekommer, oftast i studier med hog underhallsdos
(IMPACT 2000 mg jordnotsprotein, 14% av deltagarna som givit adrenalin)

Eosinofil esofagit, ovanligt men forekommer
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Sammanfattning

* Matallergi kan hanteras pa olika satt: Undvikande, intag i viss
mangd/tillagningsform /toleranstraning/OIT

* Lang behandlingstid, IgG4 stiger

* Battre effekt hos yngre barn

* Ny tillganglig behandling i klinisk praxis

* Ny vardag pa vara allergimottagningar inom narmsta aren?
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