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| es maladies allergigues a6Fmesiecle

SummercatarriXonly occursin the middle omupper
classes of the societgpmeindeedof highrank

| have madenquiry at the variousdispensariesn
London andelsewhere andl have notheardof a
singleunequivocalkaseoccuringamongthe poor.

(BostockJ. On thecatarrhusaestivusor summercatarrh. London:Medico-Chirgical

Transactions. 1828, p. xiv:43¥46.



es maladies allergiques en 2010

1y =R Estimated prevalence of chronic respiratory
diseases (CRDs)

CRD Prevalence
Asthma 300 million
COPD 210 million
Rhinitis (excluding asthma) 400 million
Sleep-disordered breathing =100 million
Other CRDs =50 million

2007 World Health Organization estimates [1]. COPD: chronic obstructive
pulmonary disease.

J Bousquet et al ERJ 2010
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Maladies allergigues

Respiratoires

I Rhinite (et sinusite)

I Asthme

i s R§ YaByngé
Cutanéemuqueuses

I Dermatiteatopique

I Conjonctivite
Digestives

I Syndrome oral

I Oesophagite éosinophiles
Génerales

I Anaphylaxie

I Angiodemeet urticaire (aigu)



Allergenes

Pneumallergenes Trophallergenes
I Acariens I s dzt
I Pollens I Lait
I Molsissures i Legumineuses
I Animaux i Fruits a coque
| Latex | Poissons

I Crutacés
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L'histoirenaturelle des pathologies
allergigues

Atopie — génétique (ATCD)

Sensibilisation (Igk, TC +)

Allergies (Clinique +)
Rhinoconjonctivite i Manifestations digestives
Rhinosinusite Dermatites Anaphylaxie

Asthme
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méthode diagnostique commentaire
interrogatoire médical O2NNBft SNI fSa aevYLWisYSa
tests cutanés immeédiats identifier la sensibilisation aux allergenes

R2al 3S RQL3I9 &LISOATAI identifier la sensibilisation aux allergénes

testsde provocations reproduire les symptomes allergiques

patch tests identifier les causes des eczémas de contact
dosage de la tryptase O2Y FANNSNI £ Ql VI LIK&f | E
spirométrie SOOIt dzSNJ f I aSOSNRARUS RS
provocation bronchique RAF3IYy2a0GA1dzSNI £ QF a0 KY ¢
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Theallergyepidemicsl870- 2010

3 phases

1930¢ 1960 Thehayfeverepidemics
1970¢ 2000 Theasthmaamongchildren

> 2000 Thefood allergy

TAEPIatts-Mills JACI 2015



Theallergyepidemicsl870- 2010

Sequential rises in three different allergic diseases
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FIG 4. Sequential increases in the prevalence of allergic rhinitis, pediatric asthma, and peanut allergy with
respect to key events in the adoption of modem hygiene of Western society.
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Epidémiologie des maladies allergiques
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Epidémiologie des maladies allergigues

o2t dziA2Y RS fI Y2NII f A
A 4 a 34 ans:

I 1960 0,5/100 000

I 1970 0,8/100 000

I 1985 0,6/100 000
I 2005 0,23/100 000

A > 65 ans:

I 1980 6/100 000
1 1995 8/100 000




Epidémiologie des maladies allergiques
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Epidémiologie des maladies allergigues
A Prévalence en Belgigue

I Sensiblisatiorr 40%
T Rhinitesaisoniere

A Enfant10 %

A Adulte20 %

T Asthme
A Enfant 13 % F<M
A Adulte 7 % F>M

I Dermatiteatopique
A Enfant (3¢ 4 ans) 20%
I Allergies alimentaires
A Enfant 20%
A Adulte 3%

i Allergies médicamenteuses ?7?



Epidémiologie des maladies allergiques

92t dziA2y RS f I Y2NIlI

Ry 4]
=t | el

w
e

of doses: Hundreds

Asthma mortality per 100,000

Millions




ThealphaGalstory

Time course of the alpha-gal story

Year | Events leading to our understanding of red meat allergy

~2000 | At least two groups reported cases of meat allergy that started after tick bates.

2003 | IgE to cat allergens common in an African village but not related to symptoms.

2005 | Reporis of hypersensitivity reactions to first infusion of Cetuximab m climical tnals.

2007 Severe reactions to Cetuximab common m TN, NC, AR M35, and VA .

2007 | Two cases in VA of adult-onset delayed anaphylaxis occurmng 3—6 hrs after eating beef.

2008 | Idenbfication of galactose-alpha-1,3-galactose as the epitope on Cetuximab.

2009 | 24 cases of delayed anaphylaxis to red meat m USA.
Report of multiple cases of meat-allergy following ticks bites n Sydney, Australia.

2010 | Range of evidence that ticks are responsible for the IgE response m the USA.

2011 | Extensive evidence that the IzE response 1s not related to asthma despite cross-reacting with dog and cat.

2014 | Open challenge tests confirm the delay in reactions to red meat.

JWSteinekeat al JACI 2015



ThealphaGalstory

Tick bite
—_—

Carrier R
— R

IgE to alpha gal 1

/ (1-3 months)

Urticaria
Angiodema
Anaphylaxis

2-6 hrs

Ingestion mammalian
products

JWSteinekeat al JACI 2015
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Modern life¢ inflammation- NCD

Modern lifestyles

diets, behaviour, microbial patterns, pollutants ~ £
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Role des modifications de mode de vi

W Eder, MJ Ege, E von Mutius. NEJM 2355 222634



Roledes modifications de mode de vie

A paysdef Q9 & i
T infections
i facteursnutritionnels
i pollution
A pays endéveloppement
i facteursnutritionnels
I parasites
T urbanisation
I contacts avec leanimaux

A environnementsruraux
I exposition aux micr@rganismes

A facteursprofessionnels
1T TDI,

I poussieres
i farines

I latex

I agriculture

A Chineintérieure

poélesaugaz
literie
humidité

A banlieuesaméricaines(européennés

pauvreté
allergeengcafard
stress

A pays riches

obésité

trafic

tabac

creches

taille desfamilles



Roledes modifications de mode dae en Europe

A Isolation batiments A Habitudes alimentaire
I Acariens (tropicaux) I Lait
I Moisissures (AltAsp Pen,Cl3g i s dzF

A Plantes ornementales i Arachide

A Animaux de compagnie I Fruits a coques
i Oiseaux | POISSOHS, crustaces

I Lapins, cobaye, hamster, souris,
rats, chinchilla, gerboise, furet

A Polluants intérieurs

A Polluants atmosphériques
i PM 10
i PM25



Caractéristigues du mode de vie occidental

Alimentation
Hygiene
Infections- antibiotiques
Disparition degparasitoses
Statut socieéconomique
Nouveauxallergenes
Structure familiale
Tabac
Pollution
Trafic

I
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La théorie <ygiéniste»



Le systeme immunitaire

Anatomical and Innate Adaptive
Physiological Barriers Immunity Immunity
Natural Killer Neutrophils
Cells . \
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o - Dendritic . '
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IL-10
IL-18 T cells
NK cells

Dendritic cells
Macrophages

Monocytes g
vo cells f il

% ThZcell }
IL-4
IL-5
IL-13

A//Cfgy e Asthma

AH Liu JACI 2002




What are theelementsdefining« hygiene»?

The essence diygiene What elementsare likely to be relevant to theonsetof allergicdiseas&

Primarymeasures

Clean water
I Completeseparationof sources oflrinkingwater from the dischargeof untreatedsewage
I Waterchlorination

Uncontaminatedood

I Separatiorof untreated sewagefrom farming, includingstrict enforcementof restrictions on
defecationin fields

I Strictenforcementof abattoirregulations
Helmintheradication

I Wearingshoeg control ofhookworm

I Water andfood controlt Ascarisspecies

I Noswimmingin contaminatedwatert schistosomiasis

I Regularannua) anti-helminth treatment

Secondaryelements
Decreaseaxposureto farmanimalg decreasedliversityof bacterialexposure

Decreasedaxposureto older siblingscausedoy smallfamily sizeswith resultingdecreased
transmissible infectionsekposurein daycaremighthave the oppositeffect)

Decreaseaxposureto soilbacteria

TAEPlatts-Mills. JACI 2015



Expositions microbiennes associées a une diminution

N o oA W
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Infections (TP, HA, HR)xq schistosomehookworm=
ankylostome)

Colonisation Gl précoce

Usage limité des AB

Mode de vie anthroposophigue

Vie rurale (animaux, lait de ferme, endotoxine)
Vie urbaine (endotoxine, creches, grande fratrie)
EXxposition aux animaux

5QF LINBa ! | [ A dz2



Home endotoxin exposure in children
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C BraunFarlhander et al NEJM 2002; 347: 869



etudes transversales

Versus

études longitudinales
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Munich Leipzig
sensibilisation 37 % 18 %
asthme 5,9 % 3,9 %
rhinite 8,6 % 2,7 %
bronchite

SKWeilandet al EurRespiid 1999; 14: 86z870
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Munich Lelpzig

sensibilisation 23,5 % 25,7 %
asthme 5,1 % 4,0 %
rhinite 9,3 % 9,8 %

SKWeilandet al EurRespiid 1999; 14: 86z870



Allergies en Pologne avant et apres
f QF RKSaAz2y ¢t

4036 -
Town
N =348
93-97 83-92 73-82 63-72 53-62 43-52
birth year
40% 1 :
Villages
N =560
L
g
93-97 83-92 73-82 63-72 53-62 43-52 "
B Sozanskat al JACI 2014; 133: 13¢

birth year



Allergies en Pologne avant et apres
f QF RKSaAz2y ¢t

TABLE |. Characteristics of total surveyed populations in 2003 and 2012

Sobotka Villages
2003 2012 P value 2003 2012 P value P value® P value

Eligible (no.) T84 927 1144 1076
Surveyed, no. (%) T07 (90) &32 (90) 37 003 (8T) B08 (84) 03 02 =001
SPT, no. (%) 691 (98) &08 (97) A5 Q73 (98) B6E (97) 07 A3 .59
Age (y), median (range) 40 (5-86) 46 (5-99) <001 34 (5-93) 40 (5-92) <001 01 003
Female sex, no. (%) 389 (55) 475 (57) A1 526 (53) 487 (54) 58 A0 23
Household size, median (range) 4 (1-8) 3(1-8) <001 5(1-13) 4 (1-12) <001 < 001 <001
Participated in both surveys, no. 348 560
Birth order, no. (%), first bom 280 (40) 334 (40) B3 313 (32) 318 (35) 07 =001 e
Live on a farm?, no. (%) T (1) 18 (2) 07 547 (55) 452 (50) 04 =, 001 =001
Regular or occasional contact with: -

Cows 3(04) 2(0.2) 53 241 (24.3) 39 (4.3) <001 =, 001 =001

Pigs 6 (0.8) (L) 64 333 (33.5) 126 (14.0) < 001 <001 <001

Poultry 25 (3.5) 27 (3.2) J3 465 (46.8) 333 (37.1) <001 <001 =001

Sheep or goats 4 (0.6) 7 (0.8) 52 32(3.2) 28 (3.1) 90 <, 001 =01

Horses 3(0.4) 3(0.4) B4 g (0.8) 17 (1.9) o 04 A4 =001
Regular or occasional:

Milking cows 0 () 1(0.1) 36 119 {12.0) 24 (2.7 <001 <001 =001

Cleaning bams or stables 4 (0.6) 17 (2.00 01 283 (28.5) 140 (15.6) <001 <, 001 =01

Collecting eggs 16 (2.3) 2 (2.6) 63 341 (34.4) 255 (28.4) 01 <01 =001

Drinking unpasteurized milk 37 (5.2) 42 (5.0) 87 347 (34.9) 78 (8.7) <001 <001 =001

SPT. Skin prick test.
£x* Test comparing Sobotka in 2003 and villages in 2003,
Fy© Test comparing Sobotka in 2002 and villages in 20012,

B Sozanskat al JACI 2014; 133: 13¢
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La pollution atmosphérique



Meta-analysede 5 cohortes europeennes de
f QL aaz20Al dA2y RS € LIf{
sensibilisation allergénique

5 cohortes:

BAMSE (SW)
LISA plus (G)
GINI plus (G)
MAAS (UK)
PIAMA (NL)

Suivi de la naissance a 10 ans

Questionnaireatopie familiale, déplacements, habitagtc

Parametres de pollution: PM2.5, PM10, NO, O3,

Prélevement de sang: entre 4 et 6 ans ET entre 8 et 10 ans

(> 6500 enfants)

O Gruzeviaet al JACI 2014; 133: 76



Meta-analysede 5 cohortes europeennes de
f QL aa20Al A2y RS I LI2f{
sensibilisation allergénique

Pneumallergene
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OGruzevieet al JACI 2014; 133: 767



Méta-analyseRS p O2K2NIUS& SdzZNPLISSY
pollution atmosphérique avec la sensibilisation allergénique
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Meta-analysede 5 cohortes europeennes de
f QL aaz20Al dA2y RS € LIf{
sensibilisation allergénique

Conclusion:

Lt yQeé | LIa& RQSUARSYOS Of I ANB \
Si fS RS@USt edeiliddoyaillergenqued& ST { QSY
cdzaljdzZQt w~mn Iyao

O Gruzeviaet al JACI 2014; 133: 76



La disparition des parasitoses



Epidémiologie des parasitoses et du
diabete 1

%

Pas de parasitose 'T
Diabete type 1 fréquent

|

Parasitoses fréequentes
Diabéte type 1 rare

P Zaconneet al Parasitémmunology2006



