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proinflammatory mediators

Early Phase Response

Late Phase Response
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Hvorfor sa mange allergiske
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Definisjon 2018:

Allergi er en reproduserbar hypersensitivitets-reaksjon mot vanligvis
ufarlige substanser (allergener), utlgst avimmunologiske
mekanismer.




allergisk
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Anamnese

!
Testing
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Diagnose
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ALLE TYPER ALLERGISK SYKDOM HAR
LENGE VART @KENDE | VESTLIGE LAND
1:Hva er arsakene til allergi?

2: Hva er arsaken til gkningen av
allergi?

3: Kan gkningen og forekomsten av
allergi reduseres?

5 @ NTNU



Sensitivisering og allergiutvikling

Kontakt med
allergen
Enkel/gjentatt Fortsatt
eksponering eksponering
Sensibiliseringsfase = —» Effektorfase — Klinisk allergi
Dager - maneder Minutter - dager
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Allergic Reaction )
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Antigen bridges the gap

between two antibody molecules,
degranulation of the cell and release
of histamine and other mediators
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Histamine increases the permeability
and distension of blood capillaries


http://drrajivdesaimd.com/wp-content/uploads/2013/04/allergic-reaction-1.jpg

T-celle immunitet

[ Intestinal microflora ]
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Paneth cell
La
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Mesenteric
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Nutrients 2013, 5(3), 651-662
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http://www.mdpi.com/nutrients/nutrients-05-00651/article_deploy/html/images/nutrients-05-00651-g001.png
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Suppression of Th2 cell
oming to tissues

| - -
Endothelial cells

IgG4 production

basophil eosinophil

=
LA

Direct and indirect suppressive effects on
mast cells, basophils and eosinophils
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Hvorfor gkning i
forekomst av allergi
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. faktorer har blitt borte.
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Former farm kids were 54 percent less likely to have asthma or hay fever and 57
percent less likely to have allergic nasal symptoms than the adults who had grown

up in an inner city. (Thorax, 2016) Charles Blackley 1887

“One very curious circumstance in connection with
hay fever is that the persons who are most subjected
to the action of pollen belong to a class which
furnishes the fewest cases of the disorder, namely, the
farming class. This remarkable fact may be accounted
for in two different ways: it may, on the one hand, be
due to the absence of the predisposition which mental
culture generates; or, on the other hand, it may be
that in this disease there is a possibility of a patient
being rendered insusceptible to the action of pollens
by continued exposure to its influence.

As civilization advance this disease will probably b
much more prevalent”
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J ALLERGY CLIN IMMUNOL I
VOLUME 136, NUMBER 1
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FIG 3. Published data on the increase in hospitalizations of children and young adults caused by asthmain 4
countries during the 20th century: A, asthmatic patients in the United Kingdom™; B, asthmatic children at
the Medical College of South Carolina”; C, children in Australia, New Zealand, Canada, and the United
States®”; D, Finnish army recruits.”’ All figures are used with permission but have been colorized differently
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Astmaforekomst hos norske skolebarn
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Genetikk ved sensitivisering

Aminosyrer arvelighet pa 0.40-0.85
®
. ®

e Los, H., Postmus, P.E. & Boomsma, D.l. Asthma genetics
and intermediate phenotypes: a review from twin

TmeTTm"
Protein studies. Twin Res. 4, 81-93 (2001).

e Thomsen, S.F.et al. Multivariate genetic analysis of atopy
phenotypes in a selected sample of twins. Clin. Exp.
Allergy 36, 1382-1390 (2006).

Ribosom o o

allergisk overfor ett eller annet allergen -
og ikke en spesifikk allergi i seg selv

e Thomsen, S.F., van der Sluis, S., Kyvik, K.O. & Backer, V. A
study of asthma severity in adult twins. Clin. Respir. J. 6,
228-237(2012). 2
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http://www.nature.com/ng/journal/v45/n8/full/ng.2694.html
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Arv og sykdomsrisiko

Family history

% Babies who
develop allergies

No parent
with allergies

1 parent
with allergies

2 parents
with allergies

'i‘y’i‘

60-80%
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Hvor skjer gkningen?

Family history No parent 1 parent 2 parents
with allergies with allergies with allergies
W .II W .|| W .Il
® ® )
/AN /AN /AN
¢ A ¥4 ¢
% Babies who
develop allergies 15% 2@ 60-80%
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EPIGENETISKE MEKANISMER

pivirkes av disse fakiorene oy prosessene:

« Unviking

« Mije / SIANA
o Medainer/ Werhalor o

« Aldring .7 -

« Kosthodd V7 L% EPIGENETISN

Tl KROMATIN

Qmmm

KROMOSOM ) METYLGRUPPE

DNA-metylering
Metydgruppe han binde tl DNA o9
W v genuttrykk

HISTONHALE
\

s HISTONMALE

DNA tilgjengeliy, aktive gen

Matoner er proteiner som DNA pakies
rundt. Mstoner og DNA danner

nublecsomer som er den minste formen
for kromatin, Tettheten av nukleosomes

plrither gereegulenng

HISTON —7
DNA wilgiengela. inaktivt gen

Hstonmodfkasjon

Epigenetiske modifikssjoner av histonhalene plvicker
tivordan ONA pakkes til kramatin og dermed om gener
bl tigiengelige eller wutilglengeiige for aktivering.




Epigenetikk ved atopi

Gener aktiveres eller inaktiveres ved DNA-metylering og
histon-acetyleringsmgnstre.

«  Epigenetiske endringer skjer i bade IL-4- og IFN-y-genet
(bade pa DNAmetyleringsniva og pa histonniva) ved Th2-
differensiering.

«  Medfgrer bl.a. at IL-4-genet blir «slatt pad», og IFN-y-genet
blir «slatt av».

«  Pavirker T-celle-differensieringen og opprettholdelse av
denne.

*  Overfgres genetisk til de neste slektsledd.

Wei G, Wei L, Zhu J, Zang C, Hu-Li J, Yao Z, et al. Global mapping of H3K4me3 and H3K27me3
reveals specificity and plasticity in lineage fate determination of differentiating CD4+ T cells.
Immunity 2009; 30(1): 155—67. 12.

Lee DU, Agarwal S, Rao A. Th2 lineage commitment and efficient IL-4 production involves
extended demethylation of the IL-4 gene. Immunity 2002; 16(5): 64—9-60.
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Hva sa med antigenet —allergenet?

Hygienehypotesen

 David Strachan 1989 i BMJ
— Rhinokinjunktivitt vanligere i sma familier enn i
store
» Barn med starre sagsken eller tidlig
barnehagestart har mindre sensibilisering
0og astma
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Til diversitetshypotesen

* The microbial diversity hypothesis suggests that the diversity
and turnover of bacterial species in the gut mucosa and other

areas around the body are key factors in the regulation of the
iImmune system.

* This is in contrast to the historical belief that the body showed
stable colonization with certain microbial species.
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Peyer’s patches

Peyer's patches in the distal ileum. PPs seen in a 20-years-old man during ileocolonoscopy. Note that
PPs form a lymphoid ring in the distal ileum.



http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3004000/

Intestinal mikrobiell diversitet

KEY POINTS

. Recent findings support the hypothesis that reduced intestinal microbial diversity is associated with increased risk
of atopic sensitization or allergic disease.

. Intestinal microbiota diversity is associated with environmental diversity and regulated by host immunity and host
genetics.

Storrg, Ola?; Avershina, EkaterinaP; Rudi, Knutc Diversity of intestinal microbiota in infancy and the risk of allergic disease in childhood. Current Opinion in
Allergy & Clinical Immunology:June 2013 - Volume 13 - Issue 3 - p 257-262
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Alterations in the Gut Microbiome of Young Children with Airway Allergic Disease
Revealed by Next-Generation Sequencing

The intestinal microbiota of children with allergic asthma and allergic rhinitis was characterized by increased
microbial richness and diversity

Shannon Simpson group group
0.0029 0.98 0.0016 ES healthy
T o | e ]
0.1 0.086 ~& heaithy
o o o008 E3 minits -
023 0.15 E3 asthma = rhinitis

e

n (2 P 1 1 2
32 { I

PCoA 2 (12.03%

D92

%/@
% e
e%%
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% %
%, % %

PCoA 1137 62%)

Alpha and beta diversity of microbiota. (A) Alpha diversity is based the Shannon diversity index
and Simpson index. (B) Beta diversity is on measured by Bray-Curtis dissimilarities.

Wan J, Song J, Lv Q, Zhang H, Xiang Q, Dai H, Zheng H, Lin X, Zhang W. Alterations
in the Gut Microbiome of Young Children with Airway Allergic Disease Revealed by
Next-Generation Sequencing. J Asthma Allergy. 2023 Sep 7
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https://www.ncbi.nlm.nih.gov/pmc/articles/PMC10494927/
https://www.ncbi.nlm.nih.gov/core/lw/2.0/html/tileshop_pmc/tileshop_pmc_inline.html?title=Click%20on%20image%20to%20zoom&p=PMC3&id=10494927_JAA-16-961-g0002.jpg




J ALLERGY CLIN IMMUNOL
JANUARY 2013

Modern lifestyles

diets, behaviour, microbial patterns, pollutants

¢ >4 -
v v -~ s Metabolic
| 4 ~ ' responses

Mood, behaviour, 1
development, | N Inflammation ~rs |
/

degeneration and altered immune

\ function \’L\N J Y
% » Stress and
N Jf é z. ’ HPA responses
~ ¥ 4
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”

Cardiovascular > multisystem effects i . Jointsand
responses R D p e 'q tissues

e, e

Tissue damage, oxidative
stress and tissue repair

Gastrointestinal DADD<IRD Lung :e'wlc?mem
inflammation genetic susceptibility and function
™1
~

Increased NCD risk
Inflammation: a common element in many NCDs. HPA, Hypothalamic-pituitary-adrenal axis.
Prescott, Susan L. Early-life environmental determinants of allergic diseases and the wider

pandemic of inflammatory noncommunicable diseases. Journal of Allergy and Clinical
Immunology131.1(Jan 2013): 23-30.
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The rise in food allergies: A gut connection?

Modern lifestyle factors

High-fat,
low-fiber
diet

Genetic
predisposition

Changes in xx
gut microbiome

Fewer
gut parasites

and pathogens
(e.g. worms,

Transition from
rural to urban and
suburban living

H. pylori)
[TV PRy

Vaccines reduce
exposure to
infections

SOURCE: O.l. IWEALA & C.R. NAGLER /AR IMMUNOLOGY 2019 KNOWABLE MAGAZINE
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Chen, CC., Huang, JL., Chen, KJ. et al. Comparison of 16S rRNA gene sequencing microbiota
among children with serological IgE-mediated food hypersensitivity. Pediatr Res (2023).
https://doi.org/10.1038/s41390-023-02735-7

e Children with Ige-mediated FH (in milk, egg white, soy) had
significantly lower gut microbiota diversity and richness than
healthy children.

31 @ NTNU




Chen, CC., Huang, JL., Chen, KIJ. et al. Comparison of 16S rRNA gene sequencing microbiota
among children with serological IgE-mediated food hypersensitivity. Pediatr Res (2023).
https://doi.org/10.1038/s41390-023-02735-7

These findings identify early evidence of different gut microbiota
development/differentiation in children with food hypersensitivity.

We built a gut microbial profile that could identify toddlers at risk for food hypersensitivity.

e Children with enriched Firmicutes (phylum) with partial different families may be associated
with food hypersensitivity.

* Enriched family Clostridiaceae, Ruminococcaceae, Lachnospiraceae, or Erysipelotrichaceae in
gut microbiota may be associated with specific food hypersensitivities (such as milk, egg
white, peanut) in children.
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Sweden

Republic of
Karelia Russia

Finland porth

Karelia
Joensuu @ .
Petroskoi

‘Pitkdranta

Helsinki

O Estonia

T. Haahtela, T. Laatikainen, H. Alenius et. al. Hunt for the origin of allergy—

comparing the Finnish and Russian Karelia. Clinical & Experimental Allergy 2015
(45) 891-901
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Adults 25-54 years

50— Schoolchildren 7-16 years a5 Sensitization to birch pollen
4| EFinnish = O eeFN
I Russian 35~ M-8 RUS
30
. 25
) # 20|
15+
10
; _F?!fi |
Asthma  Hayfever  Skin test 1944-1949-1954-1959-1964-1969-1974-1979-
positive 1948 1953 1958 1963 1968 1973 1978 1983

T. Haahtela, T. Laatikainen, H. Alenius et. al. Hunt for the origin of allergy—
comparing the Finnish and Russian Karelia. Clinical & Experimental Allergy 2015
(45) 891-901
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Biodiversity hypothesis

mmune dysfunctio
(weak innate immunity)

oor microbiome, dysbiosis
(skin, gut, airways)

Biodiversity loss
(both on macro- and microlevel)

Population explosion
(urbanization, change of life-style and nutrition)

T. Haahtela, T. Laatikainen, H. Alenius et. al. Hunt for the origin of allergy—
comparing the Finnish and Russian Karelia. Clinical & Experimental Allergy 2015
(45) 891-901
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Konklusjoner:

« The study revealed major disparities between the Finnish and Russian house dusts both in
microbial quantity and in diversity, which was much greater in Russia.

* The results also supported the general idea that a biologically rich and diverse natural
environment enriches the human commensal microbiota and prevents from inappropriate
inflammatory responses

T. Haahtela, T. Laatikainen, H. Alenius et. al. Hunt for the origin of allergy—
comparing the Finnish and Russian Karelia. Clinical & Experimental Allergy 2015
(45) 891-901
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Komorbiditet for allergiske sykdommer

@Asthma (9.8%)

'Hay Fever (8.9%)
'Atopy (23.1%)
None (70.7%)

Journal of Allergy and Clinical Immunology, Volume 113, Issue 3, March
2004,
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"Den allergiske marsjen”

Den allergiske march...

allergisk rhinitis

atopisk eksem

Praevalens

Alder (ar)

12
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Allergidiagnose



http://photobucket.com/

Konsentrasjonen av slgE og sannsynligheten for IgE-mediert
allergisk reaksjon

« slIgE over 0.35 kU/l indikerer sensitivisering, men er absolutt ikke synonymt med allergisk
sykdom

« Sannsynligheten for allergisk sykdom gker med konsentrasjonen av spesifikk IgE
— Men sier ingen ting om alvorligheten
— Eringen garanti for klinisk allergi

n @ NTNU




Sannsynlighet (ratio) for klinisk allergi og intervall for spesifikk IgE (sIgE)
for gresspollen (rPhl p 1,5,)og bjagrkepollen (rBet v 1).

Likelihood ratio:
« <0.03 for sigE <0.1 kUI/L,

« 0.1-14 for sIgE 0.1 kU/L - 0.35 kUIL,
« 14-42 for sIgE 0.35 kU/L - 3.5 kUIL,

 very high («) for slgk >3.5 kU/L.
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Konklusjon

« Allergi er en klinisk diagnose.

« Betegnelsen "allergi" reserveres for kliniske reaksjoner der en immunologisk mekanisme er
dokumentert eller sterkt medvirkende:

« slIgE og prikktest er vanskelig & tolke

« slIgE og prikktest er ikke likeverdige

» slgE og prikktest er ingen screeningtest ved noen form for allergi

« Meningslgst a gi testresultatene til pasientene til «eget bruk og informasjon»
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Miljgfaktorer

« Sanere?
« Kjeeledyr?
« Skal vi sanere eller eksponere?

« Hvis allergi er pavist skal allergen i starst mulig grad unngas

25 @ NTNU




Allergic Rhinitis and its Impact on Asthma (ARIA): Achievements in
10 years and future needs

Check for asthma
Diagnosis of allergic rhinitis especially in patients with severe
and/or persistent rhinitis
Intermittent Persistent
Journ?I of ,;Allergy etz symptoms
and Clinica ’_T_l W S
13 1
Immunology : Moderate: ! Moderate-
Mild severe Mild seviere
Volume 130, Issue 5, ptrlgimtianitic) R, S it
or intranasal H,-blocker orsl H, blocker H, blocker or LTRA*
November 2012, snclor decongestant or intranasal H,-blocker
or LTRA' and/or decongestant
Pages 1049-1062 i o
{or chromone)
Improved Failure
In persistent rhinitis ‘ Review diagnosis
review the patient Review compliance
after 2-4 wks and continue Query infections
treatment or other causes
for > 1 month
If failure: step-up
If improved: continue
for 1 month l Blockage
Add or Incrocasu Rhinorrhea add
¥dd Ipratrop! or oral CS
(short term)
Failure

referral to specialist

Allergen and irritant avoidance may be appropriate

If conjunctivitis
Add

oral Hi-blocker

or intraocular H,-blocker
or intraocular cromone
(or saline)

Consider specific immunotherapy ‘
® NTNU



Allergic Rhinitis and its Impact on Asthma (ARIA): Achievements in
10 years and future needs

Check for asthma
Diagnosis of allergic rhinitis

especially in patients with severe
and/or persistent rhinitis
Intermittent Persistent
Journa‘l 9f Allergy etz symptoms
and Clinical ’_T_l W S,
13 1
Immunology : Moderate: ! Moderate-
Mild severe Mild seviere
Not in preferred order In preferred order
Volume 130, Issue 5, e ecer | otinprtersdorr 65
November 2012, sndior decongestant S it 1 ot Sal ik
or LTRA' and/or decongestant
Pages 1049-1062 i o
{or chromone)
Improved Failure
In persistent rhinitis ‘ Review diagnosis
review the patient Review compliance
after 2-4 wks ‘a:: :::’tlunun Query infections
foc » 1 mcath or other causes
If failure: step-up
If improved: continue
for 1 month l Blockage
Add or Incrocasu Rhinorrhea add
¥xid Ipratrop or oral CS
(short term)
Failure

referral to specialist

Allergen and irritant avoidance may be appropriate

If conjunctivitis
Add

oral Hi-blocker

or intraocular H,-blocker
or intraocular cromone
(or saline)

Consider specific immunotherapy ‘
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Behandling etter ARIA guidelines

Effect of therapies on rhinitis symptoms
« Utelukk:
sneezing | rhinorrhea nasal nasal eye .
obstruction | itch sympioms — InfekSJOner

H1-antihistamines — Fremmedlegemer

oral - ++ +++ ++

intranasal - ++ - ++ 0 _ 1

intraocular 0 0 0 0 4+ Mata”ergl
Corticosteroids

intranasal +4++ ++4+ +4++ +4+ ++

Chromones

intranasal + + + - 0 o .

intraocular 0 0 0 0 + « Unnga kjente allergener
Decongestants

intranasal 0 0 R s 0 0

oral 0 0 - 0 0
Anti-cholinergics 0 ++ ] 0 0
Anti-leukotrienes 0 + +4 0 ++

Adapted from van Cauwenberge, P, et al., Consensus statement on the treatment of

allergic rhinitis. European Academy of Allergelogy and Clinical Immunclogy. Allergy, 2000;
55(2): p.116-34
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Behandling etter ARIA guidelines

Effect of therapies on rhinitis symptoms

o Utelukk:

sneezing | rhinorrhea nasal nasal eye .
obstruction | itch sympioms — InfekSJOner
_HA=Ammihistamines E— —
K‘“\. I R }./> Fremmed_legemer
intranasa e = = = _
intraocular 0 0 0 0 4+ Mata”ergl
qimronasal b
int | - + +
w +++ ++ +++ ++ ;/
Chromones
intranasal + + + - 0
. o .
intraocular 0 0 0 0 + « Unnga kjente allergener
Decongestants
intranasal 0 0 R s 0 0
oral 0 0 - 0 0
Anti-cholinergics 0 ++ 0 0 0
Anti-leukotrienes 0 + ++ 0 ++

Adapted from van Cauwenberge, P, et al., Consensus statement on the treatment of

allergic rhinitis. European Academy of Allergelogy and Clinical Immunclogy. Allergy, 2000;
55(2): p.116-34
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Matallergi -definisjon

« IgE-mediert hypersensitivitet og allergisk reaksjon mot
matvarer.
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Definisjon av reaksjoner (adverse reactions) mot matvarer jfr.
US NIAID guidelines

‘ Adverse food reaction l

Immune Mediated Non-Immune Mediated
(food allergy and celiac disease) (primarily food intolerances)

| [
J ( | ] l ] | ]

Non-igE

IgE Mediated & Mixed IgE and i
(eg, Mediated Non-IgE Cell Mednated Metabolic Pharmacologic Toxic _Oiher]_
! (eg, food . (eg, allergic ) ; Idiopothic/
acute urticaria, o Mediated (eg, lactose (eg, caffeine) (eg, scombroid "
protein-induced ; - contact . ! A Undefined
oral allergy enteropath (eg, eosinophilic dermatitis) intalerance) fish toxin) (eg, sulfites)
syndrome) pathy, gastroenteritis) :

celiac disease)

Venter, C . Arshad, SH. Curr Opin Allergy Clin Immunol 2012, 12:302-315
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Definisjon av reaksjoner (adverse reactions) mot matvarer jfr.
US NIAID guidelines

‘ Adverse food reaction I

Immune Mediated Non-Immune Mediated
(food allergy and celiac disease) (primarily food intolerances)

\ I
N\ ( | I l l | ]

J

. Non-igE .
IgE Mediated + Mixed IgE and i
(eg, Mediated Non-IgE Cell Med:ated Metabolic Pharmacologic Toxic _Oiher]_
I (eq, food y (eg, allergic 4 : Idiopothic/
acute urticaria, e Mediated (eq, lactose (eg, caffeine) (eg, scombroid .
otein-induced : . contact . i A Undefined
oral allergy enteropath (eg, eosinophilic dermatitis) intolerance) fish toxin) (eg, sulfites)
syndrome) pathy, gastroenteritis) 9

celiac disease)

Venter, C . Arshad, SH. Curr Opin Allergy Clin Immunol 2012, 12:302-315
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<Prevalens av matallergi >

Studies reporting Food Allergy Prevalence
in preschool children < 5 years
~ 6% (2015)

6%-13% of the global population (2019

Finland ]
Canada
o —
o e Published data only
Hongkong 4] available from
oo 16/89 countries
€ o« - (those with not data not shown)
Japan
. m"(: - E— Il OFC proven food allergy
enmar
[ Symptoms and sensitisation

Sweden
[J Parental reporting

Iceland

Thailand

0 5 10 15 20
Food Allergy Prevalence in children < 5 years

@kning: 1,2 prosentpoeng/10 ar siden 1990

Prescott et al. World Allergy Organization Journal 2013 6:21
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http://www.waojournal.org/content/6/1/21/figure/F2?highres=y

Forskerne ved Universitetet |
Umea

foreldrene til 2585 barn i alderen 7-8 ar til a delta i studien om matallergi. 96% pos. svar

Spgrreskjema til foreldrene: 21 % av disse barna en eller annen form for matallergi.

Da barna var blitt 11-12 ar gamle, oppfglgingsstudie. Foreldrene rapporterte nd om enda hgyere
overfglsomhet for matvarer hos ungene sine. En god del av barna fikk verken melk, egg, fisk eller hvete
som en del av kostholdet.

De antatt matallergiske barna ble deretter invitert av forskerne til & delta en egen klinisk studie, for &
finne ut om de virkelig var allergiske mot en eller flere matvarer. | alt 94 barn var med pa det som kalles

en dobbeltblind studie. De ble utsatt for ulike matvarer de kunne vzere allergiske mot.

Bare ni av disse 94 barna hadde en matallergi.




Forslag til

handteri ng Alle med mistanke om overfglsomhet

for matvarer skal tilbys utredning

R ——
N UQ nb 0<° Hos barn bgr dette gjentas fordi
/A )/'-‘— allergien kan g3 tilbake

The Global Problem
-« of Food Allergy Dette kan gjentas flere ganger i lgpet
SN\ @ o av barneérene
ENN==744

Fedevareprovokasjon er helt OK som

metode
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Matallergi definisjon:
IgE-mediert hypersensitivitet og allergisk reaksjon mot
matvarer.

=l Kommer raskt (fra minutter opp til 2 timer) etter antigen eksponering

Symptomer er

eurticaria,

eangiogdem,

*nausea,

ekige i halsen,

egastrointestinale og respiratoriske symptomer,
epotensielt fatal systemisk anafylaksi.
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Patogenese

« ENTEN: Manglende induksjon av oral toleranse far
farste eksponering av matallergenet.

 ELLER: Nedbryting av initialt etablert oral toleranse
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Klinisk diagnose av
matallerqgi

Anamnese DBPCFC Andre ell_mlnaSJons—.og
provokasjonsstrategier.

y
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Eliminasjons- og provokasjonstester

Gulistandard: The double-blind placebo-controlled food challenge (DBPCFC)
- Tidkrevende og dyr. "Ugjennomfgrbar?”
- Egentlig forbeholdt kliniske studier.

Observed food challenges (OFC)
- Inkonklusiv anamnese
- Positiv sensitivisering (SIgE og/eller SPT)
- Strukturert introduksjon av ett og ett fadeemne

. Var tvilsomme(?) praksis: Anamnese som kan tyde pa allergi
- Bekreftelse med sIgE og/eller SPT

59
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Positiv prediktiv verdi av konsentrasjonen av sIgE (Ku/l) mot matvarer (ImmunoCAP)

ALLERGEN SPESIFIKK 1gE PPV
(KU/L)
Kumelk (alder > 2 ar) 15 95%
(alder <2 ar) 5 95%
Egg (alder > 2 ar) 7 98%
(alder <2 ar) 2 95%
Fisk 20 100%
Peangtter 14 100%
Soya 30 73%
Nogtter 15 95%
Hvete 26 74%

Sampson HA. Update On Food Allergy. J Allergy Clin Immunol 2004; 113:805-819
WAO/WHO
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Naturlig forlgp og forebygging av matallergi

« 70-80 % av barn med allergi mot egg, melk, hvete og soya er
kvitt dette | tenarsalder.

« ~50 % har vokst av seg egg- og kumelkallergi ved 6 ars alder.

« Bare 20 % av barn med peanut-allergi, og bare 10 % med
hassel- eller valngttallergi vokser den av seg.

Nwaru BI, Hickstein L, Panesar SS, Roberts G, Muraro A, Sheikh A, et al. Prevalence of common food
allergies in Europe: a systematic review and meta-analysis. Allergy. 2014;69(8):992-100

Keet CA, Savage JH, Seopaul S, Peng RD, Wood RA, Matsui EC. Temporal trends and racial/ethnic disparity
in self-reported pediatric food allergy in the United States. Ann Allergy Asthma Immunol. 2014;112(3):222—-
9.
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For: Fullamming lengst mulig, og egg,
fisk, kumelk, ngtter fgrst etter 1-2 ars
alder.

Greer FR, Sicherer SH, Burks
AW, American Academy of

Academy of Pediatrics Section on . . . :
A Immunology. Effects of early Epldem|O|OgISke studier 2000-2008:
nutritional interventions on the

development of atopic disease in
infants and children: the role of

maternal dietary restriction, T|d I |g | ntrOd u ijO N ava I I erge N
breastfeeding, timing of .
introduction of complementary m at fo re bygge ra | Ie rgl

foods, and hydrolyzed formulas.
Pediatrics. 2008;121(1):183-91
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Egg og kumelk

« Kokt egg ved 4-6 maneder assosiert med redusert risiko for eggallergi enn ved 10-12 mnd. eller
senere.

Koplin 33, Osborne NJ, Wake M, Martin PE, Gurrin LC, Robinson MN, et al. Can early introduction of egg prevent egg allergy in infants? A population-based study. J Allergy Clin
Immunol. 2010;126(4):807-13.)

» lkke-allergiske barn gitt kumelkbasert morsmelkerstatning+ morsmelk ved 2 uker ga mindre
kumelkallergi sml. med barn som fikk erstatning ferst ved 3.5-6.5 mnd. alder.

Katz Y, Rajuan N, Goldberg MR, Eisenberg E, Heyman E, Cohen A, et al. Early exposure to cow's milk protein is protective against IgE-mediated cow's milk protein allergy. J Allergy
Clin Immunol. 2010;126(1):77-82.
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Peangtter

« 10 ganger sa mye peangttallergi blant jgdiske barn | UK sml. m. Israel (justerte data)
« Israelske barn 8-14 mnd gamle spiste gj.sn. 7,1g pr. mnd, UK: 0 g
« Learning Early about Peanut Allergy (LEAP) study.

Du Toit G, Roberts G, Sayre PH, Bahnson HT, Radulovic S, Santos AF, et al. Randomized trial of peanut consumption in infants at risk for peanut allergy. N
Engl J Med. 2015;372(9):803-13.
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Tidlig introduksjon av mat kan forebygge matallergi
hos barn

7 .. * Sma mengder matvarer me peangtt, egg,
| 47 melk og hvete fra 3 mndr alder kan
redusere risiko for allergiutvikling.

. + Skjerven, H. O., Lie, A., Vettukattil, R.,
§ SE Rehbinder, E. M., LeBlanc, M., Asarnoj,
| A., ... & Carlsen, K. C. L. (2022). Early
\ t / food intervention and skin emollients to
\y prevent food allergy in young children
L ¢ (PreventADALL): a factorial, multicentre,
E&;&

cluster-randomised trial. The
Lancet, 399(10344), 2398-2411.




Nye tester ved mistenkt matallergi

« Component-resolved diagnostics (CRD)

— slgE mot spesifikke komponenter av et allergen

« Stert assosisert med klinisk sykdom

» Sterkt assosiert med alvorlighetsgrad
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lkke validerte tester

* 1gG and IgG4 produseres av immunceller | tarmmucosa mot alle
slags proteiner, patogener og ikke-patogener

«  Spesifikk IgG mot matvarer er normalt.
—  Betyr bare at individet har konsumert en viss mengde av et gitt fademiddel

«  Predikerer ikke pa noe vis hypersensitivitet mot mat

«  Andre kvasimedisinske tester:
— Kinesiology
— Cytotoxic tests
— Electrodermal testing
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New-onset autoimmune phenomena post-COVID-19 vaccination

Vaccine adjuvants
®

®g ® —
v
Mast cell
Inflammasomes . Non-canonical Anaphylaxis
ASC
v
Activated caspase-1 . NLRP3 inflammasome
v
IL-10 or HMGBI IL-1p and IL-18

NF-kp —  Th17

1 @]
| — S

l T naive cell
P T Treg l

Immunology, Volume: 165, Issue: 4, Pages: 386-401, First published: 27 December 2021, DOI: (10.1111/imm.13443)
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New-onset autoimmune phenomena post-COVID-19 vaccination

. '//V

COVID-19 vaccination

vy . platelet
v

PF4
APLS
=
* Clg )

[T

" Activate platelet
In

— N

Anti-PF4 antibodies

Coagulation cascade Platelet clearance
Neutrophils activation
°

and NETs

Immunology, Volume: 165, Issue: 4, Pages: 386-401, First published: 27 December 2021, DOI: (10.1111/imm.13443)
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ldiotiske allergitester

* En industri

* Villedende, ikke veiledende

« Overdiagnostikk og Overbehandling
« Underernaering

* Fellernaering

* Potensielt farlig
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At Home Allergy Testing

I fauquierent.blogspot.com

Recently, a new at-home allergy test can be found on store shelves
throughout the United States as well as Amazon.com. It is called
"MyAllergyTest

" produced by ImmuneTech Corporation and it is FDA approved. The way it 1&-
works is that you place a few drops of blood into the collection kit which is ey
MY ALLERGY

than mailed to a lab in a pre-paid, pre-addressed envelope. T E S T

Results are than obtained via internet or by certified mail in about one
week.

What's tested? Only ten things (IgE only):

* Timothy Grass * Bermuda Grass * Mountain Cedar * Short Ragweed +
Alternaria Mold + Cat Dander « Mite pternoyssinus « Egg White « Wheat «
Milk

As such, if testing comes back normal, it does not mean you do not have allergies... It just means that you
do not have allergies to these 10 things only.. You could be allergic to other non-tested substances.

Areport is produced listing what you are allergic to and how badly:

How accurate is the testing? Apparently, it is

comparable to Pharmacia CAP system (specific IgE [y———
FEIA). Ay e e Ay Mg
FE——— ’ [res——
In terms of actual numbers, the test has a sensitivity Yo as ‘ ——
88%, specificity 94%, and accuracy 91%. i g 2 tc
ol - sasr 4 e
Source: sy e . -
FDA.gov ‘ - <o . S
. | vy somre
Company Website WEComute M. G ot R Meys Reps

com g e
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List Price:
$1,099.00

*Blood Draw and Nutritional Consultation included FREE with
*Platinum Panel only.

Symptomer
Hodepine/migrene
Kronisk tretthet
IBS

ADHD g
Eksem te
Astma

Vektekning

Fedme

Arthralgier ,

@ NTNU



Om Yorktest Nordic

Er det maten din som gjor deg syk?
Har du plager du ikke finner en arsak til?

Matintoleranser kan st3 bak:

Mage- og
tarmproblemer Hudproblemer Nevrologiske plager
Muskel- og leddplager Smerter Tretthet
Fordoyelsesproblemer Psykiske plager Andre plager
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Felles for disse:

Maler (i beste fall) IgG

« En enkelt bloddrape pa et filterpapir
+ Tester 120-150 ulike matvarer

« Koster kr.1.200, - 2.400,- pr test

« Svar hjem i posten

«  Tilbyr kosttilskudd
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Take home message

Alle pasienter med plager som KAN skyldes
overfglsomhet trenger utredning

Alltid en Klinisk diagnose
Diagnosen stilles IKKE med en blodprgve alene
Blodprgvesvar krever tolking

—IKKE SEND BLODPR@WVESVAR HIEM TIL
PASIENTEN UTEN FORKLARING

Diagnosen kan veere krevende

God velledning kan veere krevende
Behandlingen ofte enkel
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N
A I I e r EUROPEAN JOURNAL OF ALLERGY 3
AND CLINICAL IMMUNOLOGY EAACI

 REVIEW ARTICLE

- Can food allergy be cured? What are the future
prospects?

« Vanitha Sampath,Sayantani B. Sindher, Andres M.
Alvarez Pinzon, Kari C. Nadeau

 First published: 16 November 2019
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https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorRaw=Sampath%2C+Vanitha
https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorRaw=Sindher%2C+Sayantani+B
https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorRaw=Alvarez+Pinzon%2C+Andres+M
https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorRaw=Alvarez+Pinzon%2C+Andres+M
https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorRaw=Nadeau%2C+Kari+C
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Behandling av matallergi med
AIT (Allergisk immunterapi)

md  Subkutan immunterapi (SCIT)

Oral immunterapi (OIT)

Sublingval immunterapi (SLIT),

Epikutan immunterapi (EPIT).
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SCIT og OIT

«  SCIT for allergisk rinitt i over 100 ar. Kun fa studier for matallergi
« Den fgrste studien:

Oppenheimer JJ, Nelson HS, Bock SA, Christensen F, Leung DY. Treatment of peanut allergy with rush immunotherapy. / Allergy Clin Immunol. 1992; 90: 256- 262.
— 11 pasienter med peangttallergi
— 4 fullferte (3 aktiv beh. 1 placebo)
— Symptomreduksjon (DBPCFC) fra 67% reduksjon til fullstendig symptomfrihet
« Den fgrste OIT studien pa matallergi publisert 1998. Problemer med anafylaksi ved
denne metoden
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Monoklonale antistoff

Intestinal lumen
Allergens () Environmental stressors
¥ ‘ ? Epithetial celis
{ i "!'ﬂ ) |
M cell
N ~ ™ “\ .
) [ © )F10 O ) | O
J y ) < \’-,J, [ 4 L7, | o
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THM!

« Matallergi er gkende (reelt)
« Overdiagnostikk (og underdiagnostikk)
* Forebygging er viktigst av alt.

« Bruk slgE med stor forsiktighet og grundig
forstaelse/tolkning

« Alle med mistenkt hypersensitivitet fortjener en grundig
utredning! (for a bekrefte eller avkrefte diagnose!).
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Takk for oppmerksomheten !!
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