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Milestones in Allergen ImmunoTherapy’s history
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AIT, Allergen ImmunoTherapy;

EPIT, Epicutaneous ImmunoTherapy;

FDA, Food and drug administration;

IgE, Imunoglobulin E;

ILIT, Intralymphatic ImmunoTherapy;

RDBPCT, Randomized, Double-Blind, Placebo-Controlled Trial;

SCIT, Subcutaneous ImmunoTherapy; SLIT, Sublingual ImmunoTherapy; Th, T cells helper;
VIT, Venom Allergen ImmunoTherapy; WAO, World Allergy Organization;

WHO, World Health Organization




L'augmentation de |la prévalence des allergies alimentaires au cours des
dernieres décennies est un probleme de santé publique et peut étre
due en partie a des années de recommandation de l'introduction
tardive d'aliments basée uniqguement sur l'avis d'experts.

ETUDES OIT
High-risk strategy Population strategy
e LEAP (P) *EAT (E,P, W, S, M, F)
*STAR (E) *HEAP (E)
*PEAAD (P) ePreventADALL (P, M, E, W
*BEAT (E)

*STEP (E)
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Protocol of food OIT tested in clinical trials

Allergy 3 ‘ Tolerance

Failure to Partial desensitization Desensitization Tolerance
desensitize DBPCFC DBPCFC
$
Screening and - max 10 -25 mg ‘ *
baseline challenge . ) — 3

i Tolerance food
| challenge (SU)

l

Dosing

|
| Continued regular intake of the food
¥ at least once every one to two weeks

llm i e

-

;
J

¥
\ A N A\ indefinitely
Initial modified  Weekly / bi-weekly
dose escalation dose escalation
Time Build-up Maintenance Discontinuation-~
phase phase elimination diet
Weeks to months Months to years 2weeks-2months

Maintenance dose: eg. 300 mg or depending on the food and goals - 1 to 2/4 g of food protein daily
Nowak-Wegrzyn JACI, 2011
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Desensitization depends on regular food exposure; when dosing is interrupted (eg. due to illness or nonadherence),the protective effect of desensitization is lost!              REGULARITY! et Nothing Else Matters
�Oral immunotherapy has been shown to be an effective approach.
•Therapies with low maintenance doses may be more effective than strict elimination.
•The optimal dose for inducing tolerance is still unknown.
•Lower-dose oral immunotherapy may be more feasible and safer than standard oral immunotherapy
 Daily antihistamines have been used during
 OIT updosing in several studies .This is expected to reduce
 mild oral,skin, nasal and/or ocular symptoms related to OIT doses



Initial rapid escalation generally starts at a subthreshold dose, which is rapidly increased every 30 minutes over the course of several hours to identify the highest tolerated dose. The patient returns on the following day for a single administration of the highest tolerated dose during the initial rapid escalation day to confirm that it can be safely ingested every day at home. During the build-up phase, the daily dose is increased at typically every 2-week interval until the target dose or highest tolerated dose (maintenance dose) is reached. The dose reached at the end of the build-up phase is continued daily during the maintenance phase. After a period of maintenance, ranging from months to years, DBPCFC to the OIT food is performed to assess for desensitization. To assess for tolerance(distingued transient desensitization to tolerance), daily dosing is then discontinued for a period of 4 to 12 weeks and reintroduced during tolerance DBPCFC. If the food is ingested without any adverse reaction, this state is defined as sustained unresponsiveness (SU), which is a term used as a surrogate for permanent tolerance. DBPCFC, Double-blind, placebo-controlled food challenge; OIT, oral immunotherapy.

General approach — Patients are generally started on a very small daily dose of the food (eg, 3 to 6 mg of food protein) and advanced periodically (usually every two weeks) to a maintenance dose (eg, 300 mg or, depending on the food and goals, 1 to 2 g of food protein daily) over several months. The initial dose and dose increases are given under clinical supervision, whereas the remainder of the daily doses during the dose advancement phase and maintenance therapy are administered at home. The food included in OIT is usually otherwise strictly avoided in the diet during the duration of OIT. The frequency of dosing required to maintain desensitization is not known. Results from one small trial suggest that twice-a-week dosing is sufficient for maintenance of milk desensitization, although these patients were allowed to consume dairy products other than milk ad libitum in addition to the daily or twice-weekly dose of milk [22]. For patients who have demonstrated SU to the food (tolerate ingestion of the full challenge dose after avoiding the food for four to eight weeks after discontinuation of therapy), the author advises continued regular intake of the food in the diet (at least once every one to two weeks) indefinitely.
Food immunotherapy entails the delivery of gradually increasing doses of
 allergens with the objective of inducing desensitization, and ultimately,
 tolerance (Figure 2). Desensitization is a state of temporary antigen hyporesponsiveness 
that develops relatively early during immunotherapy. Desensitization depends on 
regular food exposure; when dosing is interrupted (eg, due to illness or nonadherence),
 the protective effect of desensitization is lost. The exact mechanism underlying desensitization is not well understood, but there is an increase in allergen-specific IgG4 antibodies, observed as early as 8 weeks after starting OIT, followed by decreases in specific IgE.16-19 Basophil activation is suppressed by IgG antibodies, and this inhibition can be blocked by 
antibodies against FcγRII.20
 Peanut OIT induces hyporesponsiveness in basophils consistent with pathway-specific 
anergypreviously described in vitro, suggesting that effector cell anergy could 
contribute to clinical desensitization.21
In the rapid high-dose milk OIT combined with 8 weeks of 
omalizumab pretreatment, within a week of starting OIT, 
the CD4+ T-cell response to milk was nearly eliminated, 
suggesting anergy or deletion of milk-specific CD4+ T cells, 
with no detectable increase in T regulatory cells (Tregs).19
FA-AIT should be considered for children from around 4-5 years of age with symptoms suggestive of persistent IgE-mediated
food allergy to cow’s milk (Grade A), hen’s egg (Grade B), or peanut (Grade A) plus evidence of IgE sensitization to the triggering
allergen.
• The majority of children allergic to milk and egg develops tolerance spontaneously. For these patients, waiting to see whether
they outgrow their allergies, before initiating FA-AIT, represents a sensible option.
• Among FA-AIT routes, OIT affords better efficacy than SLIT; however, OIT is associated with higher frequency of adverse events
compared with SLIT; adverse events may occur either during build-up phase and with maintenance phase but most of them are
not severe.
• Currently, for OIT FA-AIT, the use of fresh material or native foods is advisable.
• Key contraindications are poor adherence; uncontrolled or severe asthma, active systemic autoimmune disorders; active malignant
neoplasia; eosinophilic esophagitis. Careful review of benefits and risks are required with active severe atopic dermatitis, chronic
urticaria, cardiovascular diseases, beta-blocker, or ACE inhibitor therapy.
• FA-AIT should be administered by competent personnel with immediate access to resuscitation equipment and a doctor trained in
managing anaphylaxis.
• The initial FA-AIT dosage and each increased dosage during the build–up phase should be performed in clinical setting.
• Most of patients treated with OIT will achieve desensitization; however, only a minority achieves post-discontinuation effectiveness.
Both postdesensitization treatment strategies are expected to improve.
• Adverse events or reactions are largely unpredictable and may occur with previously tolerated doses in association with exercise,
viral illness, suboptimally controlled asthma, and pollen season in patients with allergic rhinitis and asthma.
• Combination of FA-AIT with biologicals (such as omalizumab) may enhance safety of immunotherapy. Data regarding higher efficacy
compared with FA-AIT alone require further confirmation.





QUID ITA: le patient
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Dose de maintenance selon profile de severite – et ce jusqu’a meme3ans 

Figure 2. Typical protocol of food OIT tested in clinical trials. Initial rapid escalation generally starts at a subthreshold dose, which is rapidly increased every 30 minutes over the course of several hours to identify the highest tolerated dose. The patient returns on the following day for a single administration of the highest tolerated dose during the initial rapid escalation day to confirm that it can be safely ingested every day at home. During the build-up phase, the daily dose is increased at typically every 2-week interval until the target dose or highest tolerated dose (maintenance dose) is reached. The dose reached at the end of the build-up phase is continued daily during the maintenance phase. After a period of maintenance, ranging from months to years, DBPCFC to the OIT food is performed to assess for desensitization. To assess for tolerance, daily dosing is then discontinued for a period of 4 to 12 weeks and reintroduced during tolerance DBPCFC. If the food is ingested without any adverse reaction, this state is defined as sustained unresponsiveness (SU), which is a term used as a surrogate for permanent tolerance. DBPCFC, Double-blind, placebo-controlled food challenge; OIT, oral immunotherapy.
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** Approches visant a minimiser les effets indésirables
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Dose de maintenance selon profile de severite – et ce jusqu’a meme3ans 

Figure 2. Typical protocol of food OIT tested in clinical trials. Initial rapid escalation generally starts at a subthreshold dose, which is rapidly increased every 30 minutes over the course of several hours to identify the highest tolerated dose. The patient returns on the following day for a single administration of the highest tolerated dose during the initial rapid escalation day to confirm that it can be safely ingested every day at home. During the build-up phase, the daily dose is increased at typically every 2-week interval until the target dose or highest tolerated dose (maintenance dose) is reached. The dose reached at the end of the build-up phase is continued daily during the maintenance phase. After a period of maintenance, ranging from months to years, DBPCFC to the OIT food is performed to assess for desensitization. To assess for tolerance, daily dosing is then discontinued for a period of 4 to 12 weeks and reintroduced during tolerance DBPCFC. If the food is ingested without any adverse reaction, this state is defined as sustained unresponsiveness (SU), which is a term used as a surrogate for permanent tolerance. DBPCFC, Double-blind, placebo-controlled food challenge; OIT, oral immunotherapy.


Dosing

QUID ITA: le PROTOCOLE

Observation Questions

Grande variabilité: protocoles, doses Quel est le protocole optimal

Le dégout: aversion, moindre compliance Comment améliorer la tolérance de I'allergéne et la compliance
Bonne sécurité mis les effets secondaires Bio markers prédicteurs des effets secondaires

( Gl surtout) a I'origine d’ arrétde I’ IT

Doses protectrices a la fin du protocole Quantité , fréquence, durée
Le bénéfice sur long terme attendu IT pourrait induire la tolérance ?comment
| 7 R S >

Updosing phase

Can we improve patient Will optimisation of: What are the long-term
selection?: = Route health consequences?
= High risk vs.low risk = Frequency « Risk of EOE

*Risk vs.benefit = Duration

= Loss of sustained
tolerance +/— increased
severity phenotype if

...improve safety?
Can adjuvants improve

safety (SLIT, anti-IgE)? Can we identify predictors to
select those who need longer tolerance lost
What is the optimal maintenance? - False sense of security
protocol (starting dose,
increase rate, duration)? What is the role of cofactors?

What is the patient’s own actual (rather than assumed) experience?
Can we identify factors which influence compliance? e.g. perceived burden of OIT
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Dose de maintenance selon profile de severite – et ce jusqu’a meme3ans 

Figure 2. Typical protocol of food OIT tested in clinical trials. Initial rapid escalation generally starts at a subthreshold dose, which is rapidly increased every 30 minutes over the course of several hours to identify the highest tolerated dose. The patient returns on the following day for a single administration of the highest tolerated dose during the initial rapid escalation day to confirm that it can be safely ingested every day at home. During the build-up phase, the daily dose is increased at typically every 2-week interval until the target dose or highest tolerated dose (maintenance dose) is reached. The dose reached at the end of the build-up phase is continued daily during the maintenance phase. After a period of maintenance, ranging from months to years, DBPCFC to the OIT food is performed to assess for desensitization. To assess for tolerance, daily dosing is then discontinued for a period of 4 to 12 weeks and reintroduced during tolerance DBPCFC. If the food is ingested without any adverse reaction, this state is defined as sustained unresponsiveness (SU), which is a term used as a surrogate for permanent tolerance. DBPCFC, Double-blind, placebo-controlled food challenge; OIT, oral immunotherapy.


2017 EAACI Task Force on Allergen IT

Guidelines on allergen immunotherapy: IgE-mediated food allergy: subgroup analyses

1814 potentially relevant papers, from which we identified 31 trials studying a total of 1259 patients

e |TO et SLIT effectives

e Subgroup analysis based on the age of the population studied (children aged up to 18 years old,
adults >18 years old and mixed population- 0-55 years old) revealed a substantial average risk
reduction only for children and mixed populations, but not for adults studies

* Analysis based on the type of AIT protocol (conventional versus rush) showed a substantial
average risk reduction for both methods

e Subgroup analyses of types of allergen demonstrated that in 14 trials investigating CMA,11 HEA
and four peanut allergy OIT/SLIT substantially reduced the risk of desensitization to CMA, HEA

and peanut allergy

Nurmatov,Allergy 2017
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 Subgroup analysis based on the route of administration of AIT (OIT versus SLIT)
revealed that both OIT (RR=0.17, 95%CI 0.10, 0.27; see Figure 3)(23-27, 30, 33, 35-41,
43, 44, 46-50, 52) and SLIT were effective (RR=0.26, 95%CI 0.10, 0.64; see Figure 4).(29,
31, 32, 34, 51)
 (RR, children’s studies=0.19, 95%CI 0.12,
0.30)(23-27, 30, 32-41, 43, 44, 46-49)(RR, adults studies=0.56, 95%CI 0.23, 1.36)(29, 31) (RR, mixed population=0.04,
95%CI 0.01, 0.19)(50-52) (see Supplementary Materials: Appendix 5, Figures S4, S5 and
S6).
 (RR, conventional
protocol=0.12, 95%CI 0.07, 0.21);(23-27, 30, 32-35, 38, 40, 43, 44, 46, 47, 49-52) (RR,
rush=0.43, 95%CI 0.27, 0.70)(29, 31, 36, 37, 39, 41, 48) (see Supplementary Materials:
Appendix 5, Figures S7 and S8).
 (RR CM=0.16, 95%CI 0.08, 0.32);(25,
35-37, 39-41, 43, 44, 47-51) (RR HE=0.22, 95%CI 0.11, 0.44);(24, 26, 27, 30, 33, 38, 39,
41, 44, 50, 51) (RR peanut=0.11, 95%CI 0.04, 0.31)(23, 32, 34, 46) (see Supplementary
Materials: Appendix 5, Figures S9, S10 and S11. A sensitivity analysis of the 17 OIT and
four SLIT RCTs found a substantial average risk reduction (RR OIT=0.23, 95%CI 0.14,
0.38);(23-27, 30, 33, 35-41, 43, 44, 46) (RR SLIT=0.31, 95%CI 0.13, 0.76)(29, 31, 32, 34)
(see Supplementary Materials: Appendix 5, Figures S12 and S13).
Our searches identified 1814 potentially relevant papers, from which we identified 31 trials that
satisfied our inclusion criteria studying a total of 1259 patients 
(Figure 1: PRISMA flow diagram).
There were 25 RCTs (23-46) and six NRS’, all of which were CCTs.(47-52) Twenty-five of
these trials investigated OIT(23-27, 30, 33, 35-50, 52), one epicutaneous immunotherapy
(EPIT)(28) and the remaining five investigated SLIT.(29, 31, 32, 34, 51) One report included
two independent RCTs on cow’s milk (CMA) and hen’s egg (HEA).(39) Sixteen studies focused
on CMA,(25, 35-37, 39-44, 47-51) 11 on HEA,(24, 26, 27, 30, 33, 38, 39, 41, 44, 50, 51) seven on
peanut,(23, 32, 34, 45, 46, 50, 52) one hazelnut,(29) two peach,(31, 50) three apple,(41, 50, 51)
three fish,(41, 50, 51) and two other studies focused on a variety of food allergens including
orange, corn, bean, lettuce,(50) wheat and bean(51) (see Table 1 and Supporting Information:
Appendix 2, Table S1). The trials were undertaken in Italy (n=9), Spain (n=7), the USA (n=6),
France (n=3), Australia (n=1), Finland (n=1), Germany (n=1), Iran (n=1), Korea (n=1), and the
UK (n=1).
There were seven OIT RCTs,(24, 26, 30, 33, 42, 44, 45) and two OIT CCTs(48, 52) that
investigated the longer-term effects of AIT between two weeks and 36 months after
discontinuation of AIT (see Table 1 and Appendix 2: Table S1). Meta-analysis revealed the
benefits of OIT (RR=0.20, 95%CI 0.07, 0.59)(24, 26, 30, 33, 44, 48) (see Figure 6).
A sensitivity analysis focusing on only RCTs in which sustained unresponsiveness was
confirmed by DBPCFC after OIT or SLIT also revealed substantial benefits (RR 0.23, 95%CI
0.07, 0.73; see Figure 7).(24, 26, 30, 33, 44)





Contre-indications ITA

ABSOLUES

** Mauvaise adhérence

+* Asthme non controlé ou grave

*»* Néoplasie maligne active

** Maladie systémique, auto-immune active

¢ EoE active ou pathologie a éosinophile gastro-intestinale
¢ Initiation pendant la grossesse

RELATIVES

s A réaliser avec prudence chez un patient donné lorsque les avantages dépassent les risques potentiels

J

** Maladie systémique grave ou conditions médicales graves comme les maladies cardiovasculaires

J

** Troubles auto-immuns systémiques en rémission / organe spécifique (thyroidite)

J

+* Dermatite atopique active non controlée
¢ Urticaire chronique
+* Traitement en cours avec Béta-bloquants, inhibiteurs ACE

+* Mastocytose
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1. ABSOLUTE:
a. Poor adherence
b. Uncontrolled or severe asthma
c. Active malignant neoplasia(s)
d. Active systemic, autoimmune disorders
e. Active EoE or other gastrointestinal eosinophilic
disorders
f. Initiation during pregnancy
2. RELATIVE: FA-AIT should only be used with caution in
an individual patient when benefits outweigh potential
risks
a. Severe systemic illness or severe medical conditions
such as cardiovascular diseases
b. Systemic autoimmune disorders in remission/organ
specific (i.e. thyroiditis)
c. Uncontrolled active atopic dermatitis/eczema
d. Chronic urticaria
e. Beta-blockers
f. ACE inhibitors
g. Mastocytosis



Personnel et équipement — TPO/ITO aliment

**Personnel: Médecin et infirmiére formés et expérimentés dans le diagnostic de I'allergie
alimentaire, y compris TPO, formés et expérimentés dans la reconnaissance et traitement des
réactions allergiques y compris I'anaphylaxie

s Le service devrait pouvoir fournir au moins 12 heures d'observation en cas de réactions liées a I'lITA
**Une équipe: d’anesthésiologie ou de soins intensifs ou équipe équivalente formée en réanimation
a portée de main dans les 5 minutes

**Equipement: chariot d’'urgence, stéthoscope, tensiometre, oxymetre de pouls, oxygene, spiromeétre,
débitmetre de pointe, laryngoscope (s), tube (s) d'intubation, défibrillateur cardiaque
(connaissances et expérience pour |'utiliser)

*Médicaments: Adrénaline, antihistaminique (oral et parentéral),béta2-agoniste inhalé,
corticostéroides(oral, parentéral, aérosol), solution cristalloide (SP)

2017 EAACI Task Force on Allergen IT
2016 Japanese Society of Pediatric Allergy and Clinical imununology
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Personnel Medical doctor and nurse trained and experienced
in the diagnosis of food allergy including oral
challenges, and trained and experienced in the
recognition and treatment of allergic reactions
including anaphylaxis.
Personnel should be able to provide at least
12 hours of observation in case of adverse
reactions related to AIT.
aAnesthesiology team or intensive care or
equivalent team particularly trained in resuscitation
on call, at hand within 5 minutes.
Equipment Stethoscope
Sphygmomanometer
Pulse oximeter
Oxygen
Spirometer, peak flow meter
Laryngoscope(s), intubation tube(s), ventilation
bag(s)
Heart defibrillator (knowledge and experience
how to use it)
aCrash trolley
Medication Adrenaline (epinephrine), antihistamine (oral and
parenteral), inhaled beta2-agonist, corticosteroids
(oral, parenteral).
IV lines and IV fluids



Sécurité — consignes medecin

s Evaluer la compliance, compréhension du consentement éclairé
**Monitoring attentif pendant induction

s*Evaluer signes préexistants de (Esophagite a éosinophiles
**Expliquer au patient et famille les risques

**Bilan des facteurs susceptibles d’ étre a I'origine des réactions adverses (IgEs,
asthme a contréle partiel)

s*Arrét de I'IT si EA récurrentes locales ou systémiques
**SLIT — moins de EA vs ITO

s*Allergénes — non différents quant aux EA (ceufs vs lait vache)



meliorer securité — efficacite

Prepare an anaphylaxis
emergency plan with
your child’s doctor.

How to Keep Your Child Safe
From Anaphylactic Episodes

Protect your child

~ from accidental
~ exposure to
trlggerlng allergens.

Have your child wear a
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Strategies to improve security – efficiency
Regulatory follow-up, medical permanence for emergency situations in allergology
Therapeutic education
Web site-based reporting system for monitoring home treatment during OIT



WHY DO WE NEED A SEVERITY SCORING SYSTEM
FOR ACUTE ALLERGIC REACTIONS?

TABLE 1 HNeed for a harmonized severity scoring of acute allergic reactions according to different stakeholders

Stakeholder
Patients and their carers

Emergency depart ment,
family doctors, and other
healthcare professionals

Allergy healthcare
specialists

Food industry

Public health authorities

Food, hospitality, and
catering industries

Researchers

Purpose

Risk awareness, recognition of symptoms of allergic
reaction, recognition of seriousness and decision of type
of self-treatment, and reassurance.

Assessment for acute and long-term management
according to their competences, decisions about need to
refer to specialist, and educational purposes

Assgcesment for acute and long-term management, risk
assessment, and education of patients.

Increase awareness on anaphylaxis, risk assessment of
products, and risk management

Increase awareness on anaphylaxis, to assess outcomes of
health policies, funding allocation, health policy
pricritization, and cost-effectiveness assessment, improve
allergic reaction codification, facilitate epinephrine
availability, education on anaphylaxis management for lay
peaple (eg, teachers, children day carers, and airline cabin
crew)

Increase awareness on anaphylaxis, risk assessment of
products, and risk management

Harmonize terminology in observational and interventional
studies, aid comparison of data, and interpretation of
mechanistic studies

Essentials of the system

Reguires a simple, easy-to-remember systemn to facilitate
direct linkage of presentation to management.

Reguires a simple, easy-to-remember system to facilitate
EMErgency management.

To document the reaction in detail to allow
documentation and communication.

Client-facing sectors {eg, restaurants) need a simple
framework to manage allergic reactions Risk assessors
and managers need numerical scores that can be
incorporated into probabilistic models of allergen risk

Reguire a simple, easy-to-understand system that can be
used by nonhealthcare professionals. For regulators, a
more sophisticated numerical score iIncorporating
probabilistic models of allergen risk would be reguired.

The food industry (eg, restaurants) needs a simple
framework to manage allergic reactions. Risk assessors
and managers need numerical scores that can be
incorporated in probabilistic models of allergen risk.

System needs to doocument the reaction with increased
granularity to allow definition, segmentation, and
analysis

Muraro,Allergy 2018
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Un système de notation de la gravité des réactions allergiques peut aider les cliniciens
de deux manières au moins: fournir un résumé de la réaction signalée par
un patient ou des soignants et fournissant un résumé d'une réaction allergique
dans le cadre d’un défi ou d’une immunothérapie entrepris dans un
environnement clinique. Le score devrait contribuer à déterminer
plans de traitement d'urgence appropriés. Autres acteurs importants
sont susceptibles d'avoir des points de vue quelque peu différents sur les raisons pour lesquelles une
Un système de notation de la gravité est requis pour les réactions allergiques
(Tableau 1). Par exemple, un patient pourrait mieux utiliser un système plus simple
qui peut être facilement rappelé en cas d'urgence et relie directement
au traitement d’urgence (Figure 1). Bien que le niveau de détail
requis par chaque intervenant peut varier, il existe un avantage intrinsèque
en ayant un système harmonisé que toutes les parties prenantes peuvent utiliser. Ce
faciliterait la communication en ce qui concerne la nature des
réactions et comment elles devraient être gérées. Au niveau le plus simple, un
système de notation harmonisé pourrait diviser les réactions allergiques en un petit
nombre de grades avec des sévérités très différentes sur la base de facilement
symptômes et signes reconnus. Chaque classe majeure pourrait avoir un
nombre de sous-programmes pour fournir des détails supplémentaires qui pourraient être utiles
à un professionnel de la santé ou à un chercheur spécialisé en allergie. Un validé
système de notation de la gravité de la maladie pourrait être utilisé à la fois pour normaliser
surveillance des patients et définir les cohortes de patients dans les études cliniques.


How a severity scoring system could be used to
csuide the management of acute allergic reactions

o, [ 25" o

» Ring & Messmer 1977
» Sampson 2006

Muraro,Allergy 2018



Proposed simplified classification of severity of
acute allergic reactions according to the organ
system involved

LOCAL SYSTEMIC |REACTIONS
REACTIONS

GRADE 1 GRADE 2 GRADE 3

Isolated local allergic Allergic reactions Severe,potentially

reactions of the skin that involve skin life-threatening

or mucosa at the away from the site  allergic reactions

first contact with of allergen involving

allergen. contact,upper cardiovascular,neuro
airway,and/or logical,bronchial,and /§.o
gastrointestinal /or laryngeal @
tract. symptoms and signs.

Muraro,Allergy 2018



Sécurité — consignes patient

O Administration QUOTIDIENNE de la dose; a la méme heure pendant repas

O Administrer la dose en position ASSISE,PENDANT le repas

O Garder le patient sous surveillance deux heures apres la prise de la dose

O En cas de gastro-entérite, maladie infectieuse fébrile, asthme non contrélé ou infection respiratoire sévere,
suspendre I'administration de la dose(RA possible en prodrome de la maladie)

O Lareprise du traitement devra s’opérer selon consignes de l'allergologue réferent

0 Pas d’augmentation de la dose en contexte de chaleur, période de regles, stress émotionnel ou physique,
période de pic pollinique si votre enfant est allergique a ce pollen

O Ne pas déléguer la responsabilité de 'administration des doses a d’autres personnes  GTAAP ABEFORCAL 2018

O Tenir a jour I'agenda des symptomes avec le relevé des incidents et leur gestion(bonne connaissance du PAl)
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 To minimize the risk of systemic reactions related to OIT dosing, it is recommended that OIT doses are administered at the same time of the day, following a meal or large snack, and physical activity is restricted for one to two hours after dosing.
 In addition, dosing is suspended during active illness.
 Dosing is either resumed at the same dose, at home or under supervision in the office, or the dose is reduced and gradually escalated to pre-illness level, depending upon the number of missed doses.
 However, reactions may occur during a prodromal phase of an infection before any symptoms of an illness become apparent. 
Dosing is either resumed at the same dose, at home or under supervision in the office, or the dose is reduced and gradually escalated to pre-illness level, depending upon the number of missed doses. 
Each patient treated with OIT is also prescribed an epinephrine autoinjector, instructed in its use, and given a detailed emergency anaphylaxis treatment plan.



Au total IT aliment

¢ Pratique attitre a des centres spécialisés
s Désensibilisation : efficace pour 60-80% patients ( lait, ceuf, arachide)
*»*Sustained unresponsiveness/ tolérance? 30% pour la plupart — pas de groupe placebo

*» Effets secondaires: 30%-100% des patients la plupart léger a modéré , 30% cas
nécessitant Adrenaline (surtout lors du TPO)

+» Efficacité sur long terme? Manque le group controle

+» Effets secondaires a long terme? Mangque le groupe controéle
EAACI 2017
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Dose de maintenance selon profile de severite – et ce jusqu’a meme3ans 

Figure 2. Typical protocol of food OIT tested in clinical trials. Initial rapid escalation generally starts at a subthreshold dose, which is rapidly increased every 30 minutes over the course of several hours to identify the highest tolerated dose. The patient returns on the following day for a single administration of the highest tolerated dose during the initial rapid escalation day to confirm that it can be safely ingested every day at home. During the build-up phase, the daily dose is increased at typically every 2-week interval until the target dose or highest tolerated dose (maintenance dose) is reached. The dose reached at the end of the build-up phase is continued daily during the maintenance phase. After a period of maintenance, ranging from months to years, DBPCFC to the OIT food is performed to assess for desensitization. To assess for tolerance, daily dosing is then discontinued for a period of 4 to 12 weeks and reintroduced during tolerance DBPCFC. If the food is ingested without any adverse reaction, this state is defined as sustained unresponsiveness (SU), which is a term used as a surrogate for permanent tolerance. DBPCFC, Double-blind, placebo-controlled food challenge; OIT, oral immunotherapy.


Oral Immunotherapy — LEAP-On Study

A Intention-to-Treat Population in Primary Trial

0 i e Objective:
z * Determine the effect of peanut
g = - avoidance for 1 year after early peanut
P s 2 8 consumption
(v 14.9

Prevalénce of peanut allergy did not increase in the high-risk
group following a 12-month period of peanut avoidance

e Positive skin test (<4mm wheal)
B Intention-to-Treat Population in Follow-up Study

P-0.004 * Negative skin test
1
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Etude EA
Prevalence of Allergy to One or More Foods

L'introduction précoce d'aliments allergisants a empéché le développement d'allergies alimentaires

of Allergy (%)

Prevalence

Cela a une certaine plausibilité...
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introduction oduction
(N=595 (N=567) (N=524) (N=208) (N=519) (N=208)

Intention to Treat Per Protocol (Overall) Adjusted Per Protocol (Overall)
(N=1162) (N=732) (N=727)

e Réduction de 67% de l'allergie alimentaire( global) _
e Réduction de 100% de l'allergie a I'arachide

e Réduction de 75% de I'allergie aux ceufs

e Aucune allergie au sésame ou au blé

o
0
]
3
El

Prevalence of Allergy (%)

L’ étude suggere une relation dose-dépendante e : : :
e Lefficacité de I'intervention augmentait avec 2
le nombre de semaines de consommation des aliments

et avec la dose

uuuuuuuuuuuuuuuuuuuuuuuuuuuu introduction
N=215)

introduction
(N=596) (N=569) (N=525) (N=215) (N=523 (

Intention to Treat Per Protocol (Egg) Adjusted Per Protocol (Egg)
(N=1165) (N=740) (N=738)

Introducing solids early and infant sleep....
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The early introduction of allergenic foods prevented food allergy developing 
This has some plausibility… 
Effect is potentially allergen specific 
•67% reduction in overall food allergy in per-protocol adherent EIG participants 
•100% reduction in peanut allergy in peanut per-protocol adherent EIG participants 
•75% reduction in egg allergy in egg per-protocol adherent EIG participants 
•No allergy to sesame or wheat among sesame and wheat per-protocol adherent participants respectively. 

Effect suggests a dose dependent relationship 
•Effectiveness of the intervention increased with the number of weeks the food was eaten and the percentage of the recommended dose that was eaten. 
•And for the EAT primary outcome with an increase in the number of foods that were eaten 



Politiques de santé suivant LEAP Study

 Consensus Communication on Early Peanut Introduction and the
Prevention of Peanut Allergy in High Risk Infants. Pediatrics. August

2015: 136; 600.

e Doctors “should recommend” peanut introduction in high risk infants in
countries where peanut allergy is prevalent.

e |Infants with eczema and egg allergy under 6 months of age should have
allergy referral to determine peanut status and whether they should be
challenged using LEAP Protocol.

e More formal NIAID/EAACI food introduction guidelines to follow.



Society guideline links: Food allergy

+* Consensus communication on early peanut introduction and the prevention of peanut allergy in high-risk infants (2015)

+* The BSACI’s Paediatric Allergy Group (PAG) and the Food Allergy Specialist Group (FASG) of the British Dietetic Association
(BDA) have developed guidance for UK Healthcare Professionals on preventing food allergy in higher risk infants. This includes
advice on the earlier introduction of potential allergenic foods into the infant diet to reduce the risk of food allergy.

s American Academy of Allergy, Asthma & Immunology (AAAAI); American Academy of Pediatrics (AAP),
National Institute of Allergy and Infectious Diseases(NIAID)

¢ American College of Allergy, Asthma & Immunology (ACAAI)
¢ Australasian Society of Clinical Immunology and Allergy (ASCIA)
+¢ Canadian Society of Allergy and Clinical Immunology (CSACI)
¢ European Academy of Allergy and Clinical Immunology (EAACI)

% Israel Association of Allergy and Clinical Immunology (IAACI)

+* Japanese Society for Allergology (JSA)
+* Society for Pediatric Dermatology (SPD)
+» World Allergy Organization (WAQ)
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Le sens et l’importance du consentement éclairé du patient ont considérablement évolué au cours des deux dernières décennies. Bien que ses racines reposent en grande partie sur les aspects juridiques de la pratique médicale, le concept est devenu un aspect fondamental de la pratique éthique de la médecine. «Il est perçu comme une expression des valeurs éthiques fondamentales de la connaissance et de la liberté. Le consentement éclairé repose principalement sur le principe éthique de respect: le respect du patient en tant que personne disposant des droits fondamentaux de connaître ou d'être informé et d'exercer son droit à l'autonomie ou à l'autodétermination.

Bien que les pédiatres aient reconnu l’importance de ce concept pour la pratique éthique de la médecine 2, ils ont également compris qu’il avait une application directe limitée en pédiatrie car la plupart de leurs patients n’avaient ni la capacité ni le pouvoir juridique de donner un consentement éclairé à leurs soins médicaux. Il est clair que le concept peut être intégré dans les soins de nombreux adolescents et de la plupart des jeunes adultes; L'American Academy of Pediatrics a reconnu ce fait dans diverses publications et déclarations de principes.3-4.

Une pratique largement adoptée par les pédiatres consistait à tenter d'adapter le concept de consentement éclairé en accordant au parent le pouvoir de donner son consentement par procuration. Cela semblait approprié puisque les parents sont les tuteurs légaux de l’enfant. Cependant, de graves limitations du consentement par procuration ont maintenant été reconnues. Une des limitations les plus évidentes est que le droit de consentement englobe également le droit de refuser le consentement. Ce droit a été interprété comme incluant même le droit de refuser un traitement de maintien de la vie. Autoriser un mandataire à exercer son droit de refuser son consentement conférerait à un parent le droit de refuser les soins médicaux dont son enfant pourrait avoir besoin, y compris les traitements médicaux de maintien de la vie. La reconnaissance d'un tel droit signifierait qu'un parent aurait le droit de mettre en danger ou même de négliger l'enfant. Il est clair qu'un tel droit est incompatible avec la compréhension la plus élémentaire de la maltraitance et de la négligence envers les enfants, en particulier du concept de négligence médicale.

Une autre objection sérieuse au consentement parental par procuration est que les fournisseurs de soins de santé pédiatriques ont un large éventail d'obligations et d'obligations éthiques et légales envers les patients pédiatriques indépendamment des désirs parentaux ou du «consentement». Le Comité de bioéthique de l'American Academy of Pediatrics a reconnu que "le principe éthique le plus fondamental" dans le contexte des soins aux nouveau-nés gravement malades est que "la principale obligation du pédiatre est envers l'enfant" 7. Une telle compréhension du rôle du pédiatre et de la nature de la relation éthique fondamentale en pédiatrie la pratique est manifestement en grave conflit avec toute notion de droit de décision des parents.8

PERMISSION PARENTALE

Bien qu’il soit possible de formuler un concept complexe de mandataire avec des exceptions et des limitations intégrées, une autre approche consisterait à utiliser le concept de consentement pour faire référence exclusivement aux autorisations autonomes fournies par ceux qui ont la capacité et le pouvoir juridique autorisations. Cette approche a été proposée pour la première fois par la Commission du président pour la protection de la recherche biomédicale et comportementale chez l'homme dans ses recommandations concernant la recherche avec des enfants:

La Commission utilise l'expression "autorisation" des parents ou du tuteur plutôt que "consentement" pour distinguer ce qu'une personne peut faire de manière autonome (consentement) de ce que l'on peut faire pour le compte d'une autre personne (autorisation) 9.

Clairement, dans ce contexte, il n'était pas approprié de concevoir un parent comme ayant le "droit de proposer volontairement" que l'enfant devienne un sujet de recherche, en particulier dans les situations où il était demandé à un enfant de participer à un projet ne se voulant pas directement avantageux pour lui-même. …
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Best staf ever!
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Demande d’accès à la clinique d’immunothérapie orale (CITO) du CHU Sainte-Justine 



Anaphylaxie — ce que le patient demande

¢ plus d’ETP pour connaitre la RA, quand et comment utiliser la trousse d’urgence
¢ plus d’ ETP pour la famille, amis, collégues
¢ soutien psychologique

¢+ accés aux groups de soutien de patients

*** documents, site explicatif, recettes, astuces — en multi langues




PREOCCUPATIONS DES PATIENTS - sept grandes dimensions de soins qui
intéressent le plus les patients:

*»* Respect des valeurs, des préférences et des besoins exprimés par les patients
**»Coordination des soins et intégration des services dans le cadre clinique

** Communication entre le patient et les fournisseurs: diffusion d'informations
précises, opportunes et appropriées, éducation sur les conséquences a long
terme des maladies et des maladies

** Améliorer le confort physique
**» Soutien affectif et atténuation des peurs et de |'anxiété
**Implication de la famille et des amis

s»*Transition et continuité d'un lieu de soins a un autre
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Cependant, des patients bien informés et rationnels peuvent avoir une vision très différente de leur "meilleur intérêt" par rapport aux professionnels qui en prennent soin. Ils peuvent avoir une idée très différente de ce qui constitue un risque acceptable, un effet secondaire tolérable ou une invalidité inévitable. Des approches décisionnelles partagées peuvent aider le clinicien et le patient, ensemble, à clarifier les options, les résultats, les incertitudes et les valeurs [
 Les membres de l'équipe clinique doivent clarifier les lignes d'autorité et de responsabilité, entre eux et envers le patient. Les médecins assument la responsabilité ultime des soins cliniques et doivent jouer un rôle central de coordination, bien que les membres de l’équipe qui ont des contacts plus étroits ou plus fréquents avec le patient puissent constituer des canaux appropriés d’information. Impliquer les médecins dans les efforts visant à améliorer les processus cliniques de soins peut être plus efficace que de mesurer leur performance par rapport à des normes externes. Les tests diagnostiques et les procédures thérapeutiques sont souvent déconcertants pour les patients qui les subissent, car ces services sont trop souvent conçus principalement pour: soutenir les décideurs cliniques, et seulement indirectement pour servir les patients. Ce faisant, les besoins et les perceptions plus immédiats des patients peuvent être ignorés. Ils n'ont souvent aucune idée de ce à quoi s'attendre. Ces services doivent être réexaminés en fonction des besoins des patients. Les commentaires des patients peuvent également être utiles pour révéler des problèmes opérationnels qui pourraient autrement passer inaperçus


Le consentement éclaire

* Processus de communication entre un clinicien et un patient ou un mandataire spécial qui amene le patient a accepter ou
a refuser de se soumettre a une intervention médicale spécifique.

e La principale justification éthique pour obtenir le consentement éclairé des patients est de respecter leur droit de
déterminer ce qu'il advient de leur corps (c'est-a-dire le respect de leur autonomie).

e Celaimplique un droit d'approuver ou de refuser les traitements que les cliniciens jugent médicalement raisonnables.
e Le processus d'obtention du consentement éclairé comporte trois étapes:

+» fournir des informations médicales pertinentes sur le traitement proposé et les alternatives raisonnables, y compris
I'absence de traitement;

X/

*» s'assurer que le patient ou son substitut a bien compris les informations;

+» délibérer avec le patient et ensuite obtenir la permission d'effectuer l'intervention.

e Les cliniciens doivent documenter toute discussion sur le consentement éclairé( méme si le consentement ait été obtenu
ou non),avoir lI'accord du CE pour les documents transmisses aux patients
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SUMMARY AND RECOMMENDATIONS
●Informed consent is a process of communication between a clinician and a patient or surrogate decision-maker that results in the patient agreeing or refusing to undergo a specific medical intervention. (See 'Introduction' above.)
●The primary ethical justification for obtaining informed consent from patients is to respect their right to determine what happens to their bodies (ie, respect for autonomy). This entails a right to approve or refuse treatments that clinicians judge to be medically reasonable. Patients who lack the capacity to make an informed decision (eg, due to the critical illness or medications) are unable to participate in medical decision-making because they cannot understand the choices available or the potential consequences of their medical decisions. Instead, the medical team and persons who are most acquainted with the patient (eg, family) should attempt to reconstruct the patient's judgment by analyzing their prior statements, values, and beliefs. This is referred to as "substituted judgment." (See 'Justification for informed consent' above.)
●The process of obtaining informed consent entails three steps: providing pertinent medical information about the proposed treatment and the reasonable alternatives, including no treatment; ensuring that the patient or surrogate has adequately understood the information; and deliberating with the patient/surrogate and then obtaining permission to perform the intervention. Clinicians should document any informed consent discussions, regardless of whether consent was ultimately obtained. (See 'Process of informed consent' above.)
●There is substantial variability in how clinicians approach informed consent in intensive care units (ICUs), and there is ethical controversy about what is sufficient. The three most common approaches are obtaining informed consent for every intervention at the time of the procedure; anticipatory bundled consent for procedures, which entails obtaining written consent after ICU admission for specific procedures that may occur during the ICU stay; and blanket consent, which asserts that the consent form that patients/surrogates sign upon hospital admission consenting to hospital admission also covers consent for certain invasive procedures that are part of routine ICU care. Although there is controversy about whether the signature of a patient or surrogate should be obtained on a formal consent document for common ICU procedures, there is broad agreement that all invasive procedures should be discussed with the patient or surrogate as part of the ongoing process of communication that defines truly informed consent (See 'Approaches to informed consent' above.)
●An exception to the requirement for informed consent occurs when an emergent, life-saving procedure is required and delaying the procedure to obtain consent would likely result in serious harm to the patient. (See 'Emergency exception to the requirement for informed consent' above.)



Conclusion

Le nécessaire pour |’harmonisation des pratiques IT a I'aliment

* des études beaucoup plus vastes, longitudinales et bien congues, utilisant des
rotocoles plus homogenes pour standardiser les allergenes et valider les protocoles
doses optimales et calendrier),

e évaluer la durabilité du processus de désensibilisation,
e améliorer |'efficacité apres |'arrét de I'lITA, la sécurité et I'impact sur la qualité de vie,

 identifier le r6le des traitements d'appoint (tels que ['omalizumab et les probiotiques)
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Des études beaucoup plus vastes, longitudinales et bien conçues, utilisant des protocoles plus homogènes, sont nécessaires pour normaliser les produits et valider les protocoles (doses optimales et calendrier), pour évaluer la durabilité du processus de désensibilisation, pour améliorer l'efficacité après l'arrêt de l'AIT, la sécurité et l'impact sur la qualité de vie, et d'identifier le rôle des traite

Much larger, longitudinal and well-designed studies using more homogenous protocols are needed in order to standardize products and to validate protocols (optimal doses and schedule), to assess the sustainability of the desensitization process, to improve the effectiveness after AIT discontinuation, the safety, and the impact on quality of life, and to identify the role of adjunctive therapies (such as omalizumab and probiotics) 
ments d'appoint (tels que l'omalizumab et les probiotiques)


Merci
Francoise, Nathalie, Monique, Thierry, Kamal, Khalil, pour
I"harmonie du groupe TA2P!
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