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Primeira atitude na Suspeita de alergia a antibiotico

Stop antibidtico suspeito.
2. Proibir o seu uso até esclarecimento.

3. Escrever no BSlJ.

Nao etiquetar erradamente o doente como alérgico ao antibidtico.
5. Nao colocar logo um Alerta no SAM sem confirmacgao

Orientar para consulta de Pediatria
7. Esclarecer todas as suspeitas



Abordagem na suspeita de alergia a amoxicilina/penicilina

doentes de baixo risco

A) Doentes de baixo risco

' Reagoes ndo imediatas

' Episodio nico, ligeiro (exantema
maculopapular, urticéria...

* Reagdes com antibiotico por via oral

Prova de provocagao oral (PPO)

ALERGICO

NAO ALERGICO

ARTIGO DE REVISAO/ REVIEW ARTICLE

Exantemas Durante o Tratamento com Aminopenicilinas:
Sera Alergia? Abordagem e Orientagéo.
Rash During Treatment with Aminopenicillins: Is It Allergy? Approach and Managemant
Elsa Lima Teixeira', José Antonio Pinheiro*
s ;?:cde Pediia Crto Hositdar Tondla Vs EPE e, Pertal

—————— p , Centro Hospitalar e Universtrio
de Coimbra, EFE, Coimbra, Fortugal

Acta Pediatr Port 2016,47:269-75




SGA o EBV ?




MNI
Exantema e amoxicilina

e 70 2 100% com aminopenicil
e Ocorre com outros virus: HSV CMV HIV

e Sistimunolég menos tolerante na MNI ?
e Aumento da R imune a alguns medicamentos ?

 Areacao é alérgica, retardada e persistente

Jappe U. Allergy 2007;62:1474-5


http://www.google.pt/imgres?sa=X&biw=1280&bih=598&tbm=isch&tbnid=MyfBcV85H7yz0M:&imgrefurl=http://www.primehealthchannel.com/amoxicillin-rash-pictures-causes-symptoms-precautions-and-treatment.html&docid=ef2eOLj_RcQb_M&imgurl=http://www.primehealthchannel.com/wp-content/uploads/2011/07/Amoxicillin-Rash-Pictures.jpg&w=762&h=1242&ei=DJrBUYKXHcPe7AbPkYDIAg&zoom=1&iact=hc&vpx=2&vpy=151&dur=5031&hovh=287&hovw=176&tx=61&ty=163&page=1&tbnh=141&tbnw=96&start=0&ndsp=21&ved=1t:429,r:0,s:0,i:80

Antibioticos e Exantema

Sera Alergia?

A. Pereira’, S. Lemos?, L. Arajo®, J. Pinheiro?

' H. Sto. André, EPE, Leiria; 2C. de Imunoalergologia do HPC; 3L. de imunologia do HPC
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Antibioticos e Exantema

Sera Alergia?

A. Pereira’, S. Lemos?, L. Arajo®, J. Pinheiro?

' H. Sto. André, EPE, Leiria; 2C. de Imunoalergologia do HPC; 3L. de imunologia do HPC
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Antibioticos e Exantema

Sera Alergia?

A.Pereira', S. Lemos?, L. Aralijo®, J. Pinheiro?

' H. Sto. André, EPE, Leiria; % C. de Imunoalergologia do HPC; °L. de imunologia do HPC
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Table 2. Early, accelerated and late hypersensitivity
reactions to B-lactams.

Timing Examples of reactions
Immediate to Urticaria

accelerated, Laryngeal edema

IgE mediated Bronchospasm

(<1 hto72h) Hypotension

Local swelling

Angioedema
Delayed (> 72 h) Morbilliform rash
Maculopapular rash
Serum sickeness
Urticaria (rarely late)
Stevens-Johnson
syndrome
Interstitial nephritis
Pulmonary infiltration
Vasculitis
Hemolytic anemia
Neutropenia

, Thrombocytopenia
Expert Opin Drug Saf 2012 May ;11(3):381-99
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Cronologia das reacoes de hipersensibilidade a medicamentos

| _____ -
: Immediate : Mon-immediate |
[=1h] I [~ 1h]) l
L PO =

ICON 2014

Exanthemas
[delayed])

Hours Diays



Alergia a beta-lactamicos

urticaria Exantema morbiliforme
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urticaria
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Exantema maculopapular

Pediatrics 2007:120:e1082



Urticaria multiforme

Figure 1. Multiple urticarial elements on the

body. Notice the pale and ecchymotic center in
some of them.

PEDIATRIC ANNALS e Vol. 44, No. 9, 2015



ARTIGO DE REVISAQ / REVIEW ARTICLE

Exantemas Durante o Tratamento com Aminopenicilinas:
Sera Alergia? Abordagem e Orientagao.
Rash During Treatment with Aminopenicilling: Is It Allergy? Approach and Management
Elsa Lima Teixeira', José Antomo Pinhewo
1. Servgo de Pedhatria, Centro Hospdalar Tondela Visew, EPE, Viseu, Portugal
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de Commbwa, EPE, Counbyn, Portogal

Acta Pediaty Port 2016;47:269-76




Abordagem na suspeita de alergia a amoxicilina/penicilina

doentes de baixo risco

A) Doentes de baixo risco

' Reagoes ndo imediatas

' Episodio nico, ligeiro (exantema
maculopapular, urticéria...

* Reagdes com antibiotico por via oral

Prova de provocagao oral (PPO)

ALERGICO

NAO ALERGICO

ARTIGO DE REVISAO/ REVIEW ARTICLE

Exantemas Durante o Tratamento com Aminopenicilinas:
Sera Alergia? Abordagem e Orientagéo.
Rash During Treatment with Aminopenicillins: Is It Allergy? Approach and Managemant
Elsa Lima Teixeira', José Antonio Pinheiro*
s ;?:cde Pediia Crto Hositdar Tondla Vs EPE e, Pertal

—————— p , Centro Hospitalar e Universtrio
de Coimbra, EFE, Coimbra, Fortugal

Acta Pediatr Port 2016,47:269-75




PPO negativa com cefuroxime axetil

A Dermografismo

JAP.10.03.2016. F3a. |




("\ IV Reunido Temdtica
e

A
PH SOCIEDADE PORTUGUESA
DE ALERGOLOGIA PEDIATRICA

HP 14020347. Tomas 18m.14.03.2016
PPO amox posit D4




SINAIS DE ALARME NAS TOXICODERMIAS

Eritema confluente, extenso
Edema da face

Dor cutanea ou articular
Prurido muito intenso
Purpura palpavel
Angioedema
Adenomegalias

* Envolvimento de mucosas

* Bolhas, pustulas

* Descolamento da epiderme
* Febre elevada

* Dispneia, sibilos

* Hipotensao

Adapt de : Natdlia Belo, M Salgado.
XIX Curso Ped Ambulat HP . Junho 2002 1




Sindroma de Stevens-Johnson

SSJ

Figure 20-27 Stevens-Johnson syndrome. Mucous membrane in-
volvement with severe swelling and hemorrhagic crusting of the lips.

Figure 20-28 Stevens-Johnson syndrome. This boy shows early oph-
thalmic involvement with conjunctival injection, eyelid edema, ery-
thema, and exudative crusting.

Pediatrics 2007;120;¢1082 Pediatr Clin N Am 61 (2014) 403-426



Sindroma de Stevens-Johnson

0873-9781/11/42-4/182
Acta Pedidtrica Portuguesa

Sociedade Portuguesa de Pediatria IMAGENS EM PEDIATRIA

Ingestao de ibuprofeno pela primeira vez
Vera Rodrigues, Jodo Farela Neves, Maria Jodo Rocha Brito

Pediatrics 2007;120;e1082

Unidade de Infecciologia, Area de Pediatria Médica, Hospital de Dona Estefania — Centro Hospital de Lisboa Central, Lisboa




Syndrome DRESS
(Brug Rash with Eosinophilia and Systemic Symptoms)

Une allergie médicamenteuse grave souvent méconnue




DRESS SYNDROME

The confluent erythematous eruption with mild
facial swelling, accompanied by elevated
transaminase levels.




DSL

4-1-206; P16000602



DSL

Id pré-escolar

D8 amoxi

Exantema urticariforme com centro purpurico
Artralgias e edema peri-articular

Recusa a marcha

Prurido frequente

Febre inconstante

O diagostico é clinico
Terapéutica sintomatica
ECD sdo inuteis



Abordagem na suspeita de alergia a amoxicilina/penicilina
doentes de alto risco

B) Doentes de alto risco

Pelo menos um:

' Reacdes imediatas, menos de uma hora apds administragio de
penicilina/amoxicilina

. Reacties multiplas (duas ou mais) ao mesmo ou a diferentes betalactdmicos

' Reacdes com betalactdmicos por via parentérica

b
‘ IgE especifica e teste de picada +

h 4 N
‘ Teste intradérmico ! 4 ALERGICO

Exantemas Durante o Tratamento com Aminopenicilinas:
_ + Sera Alergia? Abordagem e Orientagao.
v Rash During Treatment with Aminopenicillins: Is It Allergy? Approach and Management
- . Elsa Lima Te\xerra‘, José AMOI'HD_ Pinheiro? )
‘ Prova de provocagdo Oral | ¥ NAO ALERGICO 2:Saio do Pt ds Ao, Gl g ol o e do G- v Hosplr o Uorii
- de Coimbra, EPE, Coimbra, Portugal

Acta Pediatr Port 2016;47:269-76




Testes cutaneos

7
* PricKk %=

e Determinantes da Penicilina - major (PpPL) e minor (MDM)
e Amoxicilina




ICON 2014

Suspicion of
drug hypersensitivity

}

Evaluation of the
clmical history
(EMNDA questionnaire)

Neo
drug hypersensitivity

Possible
dig
hypersensitivity T

PFOSITIVE MNEGATIVE
Dhug provocation Yes
test available*?
| Dhug provecation test® *

Results |

MNEGATIVE POSITIVE
v h
Proven Therapeurical Mo Proven

drug allsrgy

approach ¥** drug hypersensitivity drug hypersensitivity




Hipersensibilidade a medicamentos: imediata e nao-imediata

Algoritmo diagnéstico

| Drug hypersensitivity suspicion I

Immediate reaction History Monimmediate reaction |
S5kin tests | Mild exanthema® | | Severe exanthema™**® | SCAR*** |
[prick, intradermal best 3
immediate reading) o
+ -
Skin tests
In vitrotest®*®** | {patch, intradermal test
+ - + .

| Mo drug avoidance

ql Confirmed hypersensitivity JL

1

: [p——
Drug avoidance I Pediatric task force
EAACI. Allergy 2016

* Non severe uncomplicated exanthemas. If there is any doubt, skin tests should be
performed before drug provocation test

** More severe exanthemas, such as those with high extent and density of skin lesions
and long duration, complications or danger signs.

w** pcute generalized exanthematic pustulosis, drug reaction with eosinophilia and
systemic symptoms, Stevens—lohnson Syndrome or toxic epidermal necrolysis. In specific
cases, skin tests may be considered for identification of culprit among several used drugs

# o+ alidated in vitro tests recommended before skin tests if history of severe reactions
or if skin tests are not possible or refused. They may confirm hypersensitivity only
together with convincing history and/for other tests. Practically, specific IgEs are mainly
used for suspicion of hypersensitivity to BL antibiotics or NMBAs .

#e***n selected cases consider drug desensitization (e.g. in cystic fibrosis)




PEDIATRICS

OFFICIAL JOURNAL OF THE AMERICAN ACADEMY OF PEDIATRICS

Antibiotic Allergy in Pediatrics
Allison Eaddy Norton, Katherine Konvinse, Elizabeth J. Phillips and Ana Dioun
Broyles
Pediatrics 2018:141;
DOI: 10.1542/peds.2017-2497 originally published online April 26, 2018;



Orientacao na alergia medicamentosa tipo | (mediada por IgE)

Use alternative drug
acutely

Consider referral to

an allergist for future
testing and/or challenge

Do equally effective, — Yes ¥
alternative, non—cross-
reactive drugs exist?

Is history suggestive of an IgE-
mediated allergic response?

Probably no l Definitely yes
4 / Probably yes . \
Does the clinical scenario allow skin testing? 5 l Does the clinical scenario allow skin testing?
Clinically stable Clinically stable
Does the clinical scenario allow skin testing? No significant time pressure

No significant time pressure
No recent antihistamine use

Clinically stable No recent antihistamine use

no significant time pressure

\ no recent antihistamine use
No No
Yes \ | \ Y
es
8 No 12 \
Yes \
Drug challenge® or 10 D itizati d/or later
desensitization with later referral for testing and/or
referral for testing and/or challenge Desensitization and/or later challenge
7 referral for testing and/or
Perform skin test to the challengs v

drug®

11

9
\ Perform skin test to the

drug

Positive
Negative 'S | .
o 14 18 Pos\tlve
( Desensitization ) Negative
13 = » Desensitization
Negative Positive
/ 17
Drug challenge
C a g ) 15 Allergist must choose
between
Allergist must choose between desensitization an% a
desensitization and a graded graded challenge
challenge® 16

(_mmnattosten: ) Pediatrics vol 141 May 2018



Reatividade cruzada
Penicilina - cefalosporina

Antibiotic | R1 Structure Shared/ Similar R1
Side Chains

Penicillin G -

— LS
P °\ 3 I//’\ a N==0
|( 5 E T / /) ] \§ —
A AT e
R G ¥
o ow
Penicillin G Penicillin VK
Amoxicillin R :
o N N Cefadroxil
e | i Cefprozil
Ampicillin | i.J il
% N -
....................... e
i Y Cefaclor
} 8 7 Cephalexin



VOLUME 14
NUMERO 1
1° TRIMESTRE 2010

ARMAACO
|GILANCI]A ®mnfermed

ik

Ministiria da Saida

Agrupamento de Pencilinas e Cefalosporinas
de acordo com as estruturas quimicas das suas cadeias laterais

Estrutura similar: Estrutura ndo similar:
possivel reactividade cruzada dentro do Grupo reactividade cruzada pouco provdvel
Relacionadas Relacionadas Relacionadas Nao relacionadas Nao relacionadas
Penicilina G Amoxicilina (efotaxima Cefsulodina Cefotiam
Cefaloridina Ampicilina Ceftizoxima Cefazolina (eftazidima
Cefalotina Cefaclor Ceftriaxona Cefonicide (efamandole
Cefoxitina Cefalexina Cefpodoxima Cefotetan Cefapirina
Cefradina Cefpiroma Cefuroxima Cefixime
Cefprozil Cefepime Cefoperazona (efmetazole
Cefatrizina (efetamet Cefdinir Ceftibuteno
Cefadroxil (efteram Moxalactam

Pichichero ME. Prescribing cephalosporins to penicillin-allergic patients. North American Pharma-

cotherapy (2005) 1-4.
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VOLUME 14

‘ \ NUMERO 1

R M A( O 1e TRIMESTRE 2010
o

IGILANCIA ) infarmed

As cefalosporinas com cadeias laterais
diferentes ndo tém maior probabilidade de
causar reaccoes em alérgicas em doentes com
alergia a penicilina ou ampicilina/amoxicilina
que em doentes ndo-alérgicos.
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Suspeita de alergia a antibio

O O O O

Se ndo ha historia, ndo se estuda

ARTIGO DE REVISAO / REVIEW ARTICLE

Exantemas Durante o Tratamento com Aminopenicilinas:
Sera Alergia? Abordagem e Orientagao.
Rash During Treatment with Aminopenicillin:

It Allergy? Approach and Management
2

E
Servigo de Pe

1. Viseu, Portugal
2. Servigo de Pediatria de Ambulatorio, Consult

de Caimbra, Centro Hospitalar & Universitario
rtugal

Acta Pediatr Port 2016;47:269-76

O O 0O 0O O o

tico

S6 se confirma alergia numa minoria de casos
ReacOes imediatas sao excecionais
Toda a suspeita deve ser estudada

Testes in vitro s6 em reacdes imediatas e graves
Testes cutaneos raramente sdo necessarios

PPO é o método mais sensivel

PPO é segura e eficiente

PPO é suficiente nas reacdes ligeiras ndo imediatas
PPO é possivel em qualquer Servico de Pediatria
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Antibiotic R1 Structure

Cefadroxil

Cefaclor

Cephalexin

Cephalothin

Cefazolin

Cefaclor

Cephalexin

Shared and/or Similar R1 Side Chalins

Amoxicillin
Ampicillin
Cefaclor
Cefprozil
Cephalexin

Amoxicillin
Amplcillin
Cefadroxil
Cefprozil
Cephalexin

Amoxicillin
Ampicillin
Cefadroxil
Cefaclor

Cefprozil

Cefoxitin

None



Antibiotic

Cefoxitin

Cefotetan

Cefamandole

Cefuroxime

Cefprozil

.............................

Cefoxitin

ﬁ_\QJL

)

Cefamandole

e

Cefuroxime

m\

Cefprozil

ilar R1 in;

Cephalothin

None

None

None {cefoxitin, R2 side chain)

Amoxicillin
Ampicillin
Cefaclor
Cefadroxil
Cephalexin



Cefepime

Ceftriaxone

Cefotaxime

Ceftazidime

R1 Structure

Ceftazidime

Shared and/or Similar R1 Side Chains

Ceftriaxone
Cefotaxime

Cefepime
Cefotaxime

Ceftriaxone
Cefepime

Aztreonam



Antibiotic
Cefdinir

Cefixime

Ceftaroline

Ceftobiprole

Ceftozolanetazobactam

Cefdinir

& 3>75

Ceofixime

*  Ceftozolane-tazobactam

b >

Shared and/or Simllar R1 Side Chalns

Cefixime

Cefdinir

Ceftobiprole
Ceftozolane-tazobactam

Ceftaroline
Ceftozolane-tazobactam

Ceftaroline
Ceftobiprole



