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Introduction: Anaphylaxie (anaphylaxis)

— Réaction d’hypersensibilisation a risque vital
— Apparition brutale et rapidement extensive

— Atteignant 2 organes vitaux:

* Arbre respiratoire:
— Obstruction VAS (cedéme pharyngo/laryngé)
— Bronchospasme

* Appareil circulatoire: choc anaphylactique

— Association avec atteinte cutanée, digestive, cérébrale
— Mécanisme histamine/IgE dépendant (autre possible)
— Epidémiologie:
* Incidence: 1.5-7.9 per 100 000 pers/an en Europe,
* Dont 0.001% de cas mortel Panesar SS, Allergy 2013

* 1-3 déces par million Monneret-Vautrin, Allergy 2005
* En augmentation depuis 20ans Gibbison B, Anesthesia 2012



Reconnaissance de |'allergie grave



Définitions Anaphylaxie

Grading of Anaphylactic/ Anaphylactoid Reactions According to Severity

of Clinical Symptoms
Symptoms
Grade Skin Abdomen  Respiratory tract ~ Cardiovascular system
[ Pruritus

Flush
Urticaria
Angioedema

I Pruritus Nausea  Rhinorthea Tachycardia
Flush Cramping  Hoarseness (>20 beats/min)
Urticaria Dyspnea RR change
Angioedema (>20 mmHg systolic)

(not mandatory) Arrhythmia

Il Pruritus Vomiting  Laryngeal Shock
Flush Defecation  edema
Urticaria Diarrhea  Bronchospasm
Angioedema Cyanosis

(not mandatory)

IV Pruritus Vomiting ~ Respiratory arrest  Cardiac arrest
Flush Defecation
Urticaria Diarrhea
Angioedema

Ring J, MeBmer K. Lancet 1977;i:466-8
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nniversal agreement on the defmition of anaphylaxis
‘ia for diagnosis. In July 2005, the National Institute
nd Infections Disease and Food Allergy and

§ Network convened a second meeting on
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identify cases of anaphylaxis with high predsion, further
review the evidence on the most appropriate management
of anaphylaxis, and outline the research needs in this area.
(J Allergy Clin Immunol 2006:117:391-7.)

Sampson HA, JACI 2006
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Murano SS et al, Allergy 2014

Box 4: Clinical criteria for diagnosing anaphylaxis

Anaphylaxis is highly likely when any one of the following three criteria is fulfilled:

—

Acute onset of an illness (minutes to several hours) with involvement of the skin, mucosal tissue, or both (e.g., generalized hives,

pruritus or flushing, swollen lips-tongue-uvula AND AT LEAST ONE OF THE FOLLOWING
a. Respiratory compromise (e.g., dyspnea, wheeze-bronchospasm, stridor, reduced PEF, hypoxemia)
b. Reduced BP or associated symptoms of end-organ dysfunction (e.g., hypotonia [collapse], syncope, incontinence)

2.[Two or more of the following that occur rapidly after exposure to a likely allergen for that patient (minutes to several hours):

a. Involvement of the skin-mucosal tissue (e.g., generalized hives, itch-flush, swollen lips-tongue-uvula
b._Bespiratory compromise (e.g., dyspnea, wheeze-bronchospasm, stridor, reduced PEF, hypoxemia)

¢. Reduced BP or associated symptoms (e.g., hypotonia [collapse], syncope, incontinence)
d. Persistent gastrointestinal symptoms (e.q., crampy abdominal pain, vomiting)

3.JReduced BP after exposure to known allergen for that patient (minutes to several hours):
a. Infants and children: low systolic BP (age specific) or >30% decrease in systolic BP*
b. Adults: systolic BP of <90 mmHg or >30% decrease from that person’s baseline

Rq: le diagnostic est exclusivement clinique




Anaphylaxis is highly likely when any one of the following three criteria is fulfilled:

Sudden onset of an iliness (minutes to several hours), with involvement of the skin, mucosal tissue,
or both (e.g. generalized hives, itching or flushing, swollen lips-tongue-uvula)

AND AT LEAST ONE
OF THE FOLLOWING:

Sudden respiratory symptoms
and signs

(e.g. shortness of breath, wheeze,
cough, stridor, hypoxemia)
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Sudden reduced BP or
symptoms of end-organ
dysfunction (e.g. hypotonia
[collapse], incontinence)

Two or more of the following that occur suddenly after exposure to a likely allergen or other trigger*

OR for that patient (minutes to several hours):
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Sudden skin or mucosal Sudden respiratory symptoms | Sudden reduced BP or Sudden gastrointestinal
symptoms and signs and signs symptoms of end-organ symptoms (e.g. crampy
(e.9. generalized hives, itch-flush, | (e.0. shortness of breath, wheeze,| dysfunction (e.g. hypotonia abdominal pain, vomiting)
swollen lips-tongue-uvula) cough, stridor, hypoxemia) [collapse], incontinence)

or E}

Reduced blood pressure (BP) after exposure to a known allerg
(minutes to several hours):

** for that patient

Infants and children:

low systolic BP (age-specific)

or greater than 30% decrease in systolic BP***

Adults: systolic BP of less than 90 mm Hg or greater
than 30% decrease from that person’s baseline

WAO
anaphylaxis
guidelines,
Simons R,
JACI 2011



Application des guidelines

 Amélioration identification anaphylaxie
Harduar-Morano L, JACI 2010

* Application dans un service d’Urgence
— Sensibilité: 96.7%
— Spécificité: 82.4%
Campbell RL, JACI 2012
 Mais dans le «real world»:
— Etude en ligne, 207 Urgences (26 Etats US)

— 16.3% protocole écrit basé sur guidelines WAO 2011
Russell WS, World J Emerg Med 2013



Manifestations cliniques

e Délai de survenue (selon I'origine de I’allergie):
— De gg min a 2h, moyenne 30min  de Silva IL, JACI 2012

e Survenue des déces:
— De 5 a3 30min Pumphrey RSH, Clin Exp Allergy 2000

* Fréquence des différentes manifestations:
— Cutanées: 84%
— Cardio-vasculaires: 72% (plus chez adulte)
— Respiratoires: 68% (plus chez I'enfant)
— Digestive: 40% Worm M, Allergy 2012



Management en urgence



Traitement: moyens premiere ligne

e Adrénaline
— Voie: IM:
* 0.01mg/kg max 0.5mg (adulte)

* Seringue auto-injectable:
Poids entre 7.5 — 25kg: 0.15mg; >25kg: 0.30mg EAACI, Allergy 2014

* Possibilité réinjections: entre 5 et 15min
— Voie |V (ou voie Intra Osseuse): titration

* 1mg dilué dans 10mL de @: injection 1cc(0,1mg) /1-2min
— En continu (en SE)

* Uniguement apres injections répétéees IM

* En milieu spécialisé (réanimation)

* Appel au centre 15 (SAMU) ou Réanimation



Traitement: moyens seconde ligne

Position du patient
— Atteinte respiratoire: assis
— Atteinte autre: allongé et jambes surélevées (collapsus, choc)
(sur 38 déces, 10 changements de position Pumphrey RSH, JACI 2003)

Oxygene: a haut débit (12-15L/min) masque facial

Remplissage vasculaire: Serum physiologique 20mL/kg
— Brown SG, Curr Opin Allergy Clin Immunol 2005; European Resuscitation Council, Resuscitation

2000
— Remplissage, associé a ADR, réduit de 40% le temps de restoration @ une hémodynamique nale,
vs ADR seule Tajima K, Anaenesth Intensive Care 2013

Aérosolothérapie:

— B2 agoniste : asthme

* salbu/terbu lamp5mg qgsp 4-6cc/ O, 6-8L /15-20min (x3 en 1hr)
— Adrénaline: stridor laryngé

* 1mg qgsp 4-6¢cc/ O, 6-8L /15-20min



Traitement: moyens troisieme ligne

* Glucocorticides (grade D)
— Img/kg de prednisolone IV (ou PO)
— Budesonide en aérosol
— Role:
* Prévenir la réaction biphasique?
* Prévenir récurrence (<7j): non Grunau BE, Ann Emerg Med 2015

e Anti-histaminiques (grade D)
— Anti H1 et/ou anti H2

* Manque d’évidence Sheik A, Cochrane Datadase Syst Rev 2007
* Voire aggravent le choc Ellis BC, Emerg Med Australas 2013



Traitement: algorythme  Murano ss et al, Allergy 2014

r EVALUATE Airway, Breathing and Circulation ﬁ

Upper airway, lower respiratory or cardiovascular | Consider lower

|
! * Exposure to known/
| Call for help | "

|
’ CARD'OA'?Q%SE??ATORY ‘ symptoms or signs and anaphylaxis is likely | threshold for '
Give .M. ADRENALINE | adrenaline if: |
!_ | * Previous severe |
""""""""""" ! reaction
Treat as per protocol If possible, remove allergen : ' |
| |
|

_____________________ . likely allergen

I.M. adrenaline dose * Co-existent asthlﬂa-‘
0.01ml/kg adrenaline (1mg/ml
OR g IS0 Stridor . :]Nheeze ]
. - - High flow n = Figh Tiow oxygen

S 2§kg. 0'15"!9 - Siltgup oW es - Sit up Angioedema

adrenaline auto-mjectpr  Nebulized adrenaline « Nebulized beta-2- or urticaria
. :e25kg: 0.3mg adrenaline auto- . Consider nedulised agonist ONLY

injector TETEET -

) - P.O. anti-
Observation: ) histamine
Patients with respiratory 1 1 - If known to
symptoms or signs should be If respiratory distress or| If respiratory distress o have asthma, w
observed for at least 6 to 8 hours in no response within 5-10 | no response within 5-1 give inhaled 2
hospital prior to discharge. Those minutes: minutes: beta-2-agonist o
presenting with hypotension or = |.M. adrenaline = .M. adrenaline « Observe for 4 >
collapse require close monitoring . hours — as this 9-
for 12'24 hwrs may be an ::
=

Discharge check list: early . m
= Assess nisk of future anaphylaxis. ptesentatnon of
» Prescribe adrenaline auto-injector anaphylaxis

if risk of recurrence.
= Provide discharge advice sheet With persistent

allergen avoidance (if possible), vomiting and/or

instructions for when and how to abdominal pain

use adrenaline auto-injector. CONSIDER

= Arrange specialist allergy review
and specialist dietitian review if
food involved.

= Provide contact information for A i
patient support groups. Thirdline:

- Discharge letter for the family Consider L.V or P.O. antihistamine to control cutaneous symptoms
doctor Consider V. or P.O. glucocorticoids to prevent late phase respiratory reactions.

.M. adrenaline




JALLERGY CLIN IMMUNOL
VOLUME 127, NUMBER 3

Have a written emergency protocol for recognition and freatment of anaphylaxis and rehearse if regulary.

Remove exposure to the trigger if possitle, eg. discontinue an intravenous diagnostic or therapeutic agant that saems % be

i
™ iy
\.

Assess the patient's circulation, airway, breathing,
mental status, skin, and body weight (mass).

Promptly and simultaneously,
perform steps 4, 5 and 6

Call for help: resuscitation 1eam (nospital) or emergency
medical services (community) if avalladle

E triggering symploms.
/hLL/‘—‘t ;e
4]

Inject epinephrine (adrenaline) intramuscularly in the
mid-anierotateral aspect of e thigh, 0.01 mgkg of a
1:1,000 (1 mg/mL) solution, maximum of 0.5 mg (adult)
or 0.3 mg (chid); record the time of the dose and
repeat it in 5-15 minutes, if needed. Most patients
respond to 1 or 2 doses.

Place patient on the back or in a position of coméort if
there & respi ratory distress andlor vomiting; elevate the
lower extremities; fatality can occur within seconds if
patient stand s or sits suddenly.

When indicated, give high-flow supplemental oxygen
(6-8 Lminute), by face mask or oropharyngeal airway.

Establish intravenous access using needles or
catheters with wide-bore cannulze (14 - 16 gauge).
When indicated, give 1-2 litres of 0.9% (isotonic)
saline rapidly (e.g. 510 mL/kg in the frst 5-10 mnutes
to an adult; 10 mL%g to a chid).

When indicated at any time, perform cardiopulmonary
resuscitation with continuous chasl comprassions.

At frequent, regular intervals, monitor patient’s blood
pressure, cardiac rate and function, respiratory status,
and oxygenation (monitor continuously, if possible).

SIMONS ET AL 591



Surveillance et sortie

* Surveillance clinique visuelle permanente
— Conscience, respiration, TA

e Transfert en unité de soins aigus (SAUV, réa...)
* Atteinte respiratoire: 6-8h
e Atteinte circulatoire (avec adr): 12-24h
* Sortie:
— Consignes d’éviction
— Rdv Allergologue

— Seringue auto-injectable ADR? (grade D)
mais préconisé par HAS nov2013



Arrét Cardio-Respiratoire

1. Reconnaitre:
1. Personne inconsciente
2. Et quinerespire plus

2. Appel SAMU 15 (n° européen 115)
3. Massage Cardiaque Externe (rythme100/min) jusqu’a ...

4. ...pose d’un défibrillateur
European Resuscitation Council Guidelines, Resuscitation 2010
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Adrénaline: commentaires (l)

 Médicament de choix dans anaphylaxie, car:

— Effet al

» vasoconstricteur (A et V) et diminue la perméabilité capillaire:

reverse atteinte périphérique du choc, en particulier I la PAd
(T pression de perfusion coronaire et cérébrale)

— Effet B

* B1:inotrope+: réverse atteinte myocardique directe Histamine

* B2: bronchodilatation: réverse le bronchospasme et la
libération de médiateurs endobronchiques

e Pas de contre-indication dans cette indication
méme si ATCD cardiague ou patient agé

* Tout retard ADR: surmortalité Sampson HA Pediatrics
2003

* Reste encore sous-employé Chung T, Resuscitation
2014



Adrénaline: commentaires (I1)

e Voie d’administration

— Voie |V: voie encore recommandée

Regnier MA, Conférences d’Actualisation SFAR 20089,
Belou A Mises au Point SFMU 2013

— car action immeédiate avec un pic de [] <1min
— S’affranchi des problemes de biodisponibilité liés a la

taille de I'aiguille IM, épaisseur de la graisse, |la masse
musculaire en bas débit circulatoire (lié au choc)



Adrénaline: commentaires (lll)

— Maintenant voie IM (cuisse, face latérale)
* Pas de recherche de veine, gain de temps
* Auto-administrable ou par des tiers

e Cependant délai d’action:
— picde [] a 8-10min
— Qui correspond au pic de remontée de la TAs-d

— Mais études (enfant) sujet allergique et non en choc
Simons FE, JACI 1998

— Et la voie SC?
* A bannir: délai de résorption >30min



Adrénaline: commentaires (V)

» Effets indésirables, passagers:
— Paleur, anxiété, tremblements, céphalée

e Effets adverses (surdosage):
— Tr rythme: TV voire FV
— Poussée HTA avec OAP

— Ischémie coronaire mais I’anaphylaxie per se peut
entrainer d’authentique dl angineuse avec ECG ST+
a coronarographie normale :
« angor allergique » ou
syndrome de Kounis
Kounis NG, Circulation 1999



Adrénaline: commentaires (V)

» Effets adverses (surdosage): suite

— Défaillance aigue du VG: syndrome de Tako-Tsubo
« overdose » de catécholamine endogene avec remodelage

réversible (ballonisation) du VG (mais mortalité élevée)
Winogradow J, Int J Cardiol 2011

* Le syndrome de vasoconstriction cérébrale réversible

— Vasoconstriction segmentaire artérielle cérébrale (post),
réversible en 3mois
— Diag #: Hie méningée, dissection, thrombophlébite, AVC...
Ducros A, Lancet Neurol 2012



Réaction biphasique

e Réaction fréquente ? Variable selon les études
— De 1 a 23% chez adulte, (6-11% chez enfant)
Revue in Confino-Cohen R, Ann Allergy Asthma Immunol 2010
 Probleme de définition Rohacek M, Allergy 2014

— Réapparition de symptome (qq il soit) apres la résolution de
la réaction initiale, eg, apparition urticaire

— Ou apparition secondaire d’anaphylaxie alors que la réaction
primaire n’avait pas de gravité
— Pas de consensus (sauf si re-contact avec allergene source)
* Probleme de délai de réapparition:
— Varie de 1h a 143h Grunau BE, Ann Emerg Med 2013

* Argument expérimental (résistance/réactance rat):

— Bronchospasme: rapide bronchoconstriction suivi d’un
cedeme interstitiel Barthel G, Respir Physiol Neurobiol 2013



Conclusion

* Anaphylaxie est une situation, peu fréquente,
mais rapidement menacante

* Importance de sa reconnaissance clinique

 Management actuellement codifié:
— Adrénaline (IM) en 18" (semble sous-employé)
(méme si la voie IV est plus rapide d’action)
— Ne pas oublier les agents de seconde ligne
(surélévation des jambes, serum physiologique)



