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RESUMO

Fundamentos: As provas de provocagao medicamentosa, consideradas o gold standard no diagnéstico de hipersen-
sibilidade, devem ser sempre efectuadas em meio hospitalar e respeitando os principios orientadores estabelecidos pelo
grupo de interesse de hipersensibilidade a firmacos da Academia Europeia de Alergologia e Imunologia Clinica e pela Rede
Europeia de Alergia Medicamentosa. Deste modo, o Hospital de Dia tem um papel cada vez mais preponderante na abor-
dagem da hipersensibilidade a farmacos, quer na confirmagao diagnostica, quer na obtengao de alternativas terapéuticas
adequadas. Objectivos: Avaliar a seguranga e os riscos associados as provas de provocagio medicamentosa efectuadas
em regime de Hospital de Dia. Métodos: Realizou-se um estudo retrospectivo, no qual foram incluidas todas as provas
realizadas entre Janeiro de 2001 e Junho de 2005 e recolhida informagao referente a idade na prova; sexo; farmaco utili-

zado; objectivo da prova; resultados e caracterizagao das reacgoes positivas (tipo, manifestagao clinica, terapéutica). Resul-
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tados: Durante o periodo em estudo foram efectuadas 209 provas em 160 individuos. A idade média foi de 19,3 anos,
com um desvio padrao de 18,7 anos, sendo que 59% dos individuos tinham menos de |5 anos. Os farmacos testados foram
na grande maioria B-lactamicos (48,8%) e anti-inflamatérios ndo esteroides (39,7%). Cerca de 65% das provas foram efec-
tuadas com o intuito de diagndstico (confirmagao ou exclusao), sendo que as restantes 35% se destinavam a escolha de
alternativa terapéutica. Houve 9,6% (n=20) provas positivas e uma inconclusiva.Todas as provas positivas ocorreram com
B-lactdmicos ou com anti-inflamatérios nao esterdides, a excepgao de uma que ocorreu com tramadol. Em 65 % das pro-
vas positivas as reacgoes foram imediatas, tendo as restantes sido do tipo intermédio e ocorrido nas 36 horas subsequen-
tes ao inicio da prova. As principais manifestagoes clinicas foram mucocutaneas (70%) e gastrintestinais (35%). Houve um
caso de anafilaxia. Para controlo da maioria das situagoes a terapéutica instituida foi o anti-histaminico H, (80%), tendo
nalguns casos sido necessario recorrer a corticéide sistémico (15%) e/ou anti-histaminico H, (10%). No caso de anafilaxia
foi também administrada adrenalina. Conclusées: A incidéncia de reacgoes de hipersensibilidade em 9,6% das provas, a
facilidade de controlo das mesmas e a auséncia de internamentos hospitalares permitem-nos concluir que a metodologia

utilizada na realizagiao das provas de provocagio em regime de Hospital de Dia foi adequada e segura.

Palavras-chave: Hospital de Dia, provas de provocagao medicamentosa, seguranga.

ABSTRACT

Background: Drug provocation tests, considered the gold standard in diagnosing hypersensitivity, should always be performed
in a hospital environment and follow the general principles and guidelines proposed by the European Network for Drug Allergy
and the European Academy ofAllergy and Clinical Immunology drug hypersensitivity interest group. Drug hypersensitivity is becoming
increasingly more assessed on an outpatient basis, both to confirm the diagnosis and to find safe alternative treatment options.
Objective:To evaluate the safety and risks of drug provocation tests performed on an outpatient basis. Methods:The authors
present a retrospective study that included all drug provocation tests performed between January 2001 and June 2005. Gender,
age at test, drug tested, aims of the test, results and the characteristics of positive tests (type, clinical manifestation, treatments)
were analysed. Results: 209 tests were performed on 160 patients during the study period.The average age was 9.3 years old,
with a standard deviation of 18.7 years and 59% of patients were less than 15 years old.The drugs tested were mainly B-lactams
(48.8%) and non-steroidal anti-inflammatory drugs (NSAIDs) (39.7%). Sixty-five per cent of the tests were performed either to
confirm or exclude the diagnosis and the remaining 35% were designed to choose a sdfe alternative regimen.There were 9.6%
(n = 20) positive tests and one test was inconclusive. All but one positive test occurred with B-lactams or NSAIDs, the exception
being tramadol. Sixty-five per cent of positive tests had an immediate reaction with the remaining having the intermediate type,
occurring within the first 36 hours of the test.The reactions were mainly mucocutaneous (70%) and gastrointestinal (35%).There
was one case of anaphylaxis. While most of the reactions were controlled with H, antihistamine (80%), there were cases that
required a systemic corticosteroid (15%) andlor an H, antihistamine (10%). Adrenalin was used in the anaphylactic reaction.
Conclusion: In view of the low incidence of drug hypersensitivity reactions found during the drug provocation tests (9.6%), their
prompt and easy control, and the absence of hospital admissions, the authors conclude that performing drug provocation tests on

an outpatient basis is not only correct but safe.

Key-words: Drug provocation tests, outpatient hospital, safety.
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Abreviaturas:

AINE: anti-inflamatorios nao esteroides;

EAACI: European Academy of Allergy and Clinical
Immunology;

ENDA: European Network for Drug Allergy
RAM: reacgoes adversas medicamentosas

Abbreviations used.

NSAIDs: Non-steroidal anti-inflammatory drugs;
EAACI: European Academy of Allergy and Clinical
Immunology;

ENDA: European Network for Drug Allergy
ADR: adverse drug reactions

INTRODUCAO

e acordo com definicio consensual recentemen-
te publicada, as reacgoes de hipersensibilidade a
farmacos sido reaccdes adversas medicamento-
sas (RAM) imprevisiveis que ocorrem com doses habitual-
mente bem toleradas pela maioria dos individuos. Podem
ser do tipo imune (alérgicas) ou do tipo ndo imune'.
Atendendo as dificuldades diagnosticas das RAM, quer
na obtencao de um diagnéstico definitivo, quer na auséncia
de validagao da maior parte dos métodos de diagnostico, as
taxas de mortalidade e morbilidade existentes tém um va-
lor limitado. Cerca de um tergo das RAM que ocorrem em
doentes hospitalizados sdo de hipersensibilidade'. Numa
meta-analise de Lazarou e colaboradores, incluindo 33 es-
tudos prospectivos nos EUA, a incidéncia de RAM hospi-
talares foi de 15,1% (6,7% graves) e os internamentos hos-
pitalares relacionados com RAM variaram entre 3,1% e
6,2%. Impicciatore e colaboradores reportaram uma inci-
déncia de 1,46% de RAM numa meta-analise de estudos que
envolviam populagdes pediatricas em ambulatorio®. Num
estudo efectuado no Porto por Gomes e colaboradores
encontrou-se uma prevaléncia de 7,8% de casos de auto-
-avaliagio de alergia medicamentosa na populagio adulta’.
Dependendo das metodologias utilizadas para avaliar
a dimensao do problema das RAM, encontramos uma sub-
valorizagdo em trabalhos cujo diagnostico se baseia nas
notificagoes e uma sobrevalorizagao quando as mesmas
resultam de auto-avaliacao*.
De acordo com as recomendagoes do grupo de inte-
resse de hipersensibilidade a farmacos da Academia Euro-

peia de Alergologia e Imunologia Clinica e da Rede Europeia

INTRODUCTION

ccording to the recently published consensual

definition, hypersensitivity drug reactions are

unpredicted adverse drug reactions (ADR) in
response to doses that are usually well tolerated by the
majority of people. They can be of the immune (allergic)
or the non-immune types'.

In view of the difficulty both in obtaining a definitive
diagnosis of ADR and in validating the majority of the
diagnostic tools, the existing mortality and morbidity rates
are of limited value. Around a third of ADR which occur
in in-patients are hypersensitivity reactions'. The Lazarou
et al meta-analysis of 33 prospective USA studies reported
a rate of hospital setting ADR of 15.1% (6.7% severe) and
ADR-related hospital admissions varying from 3.1% to
6.2%. Impicciatore et al reported a 1.46% ADR rate in a
meta-analysis of studies in outpatient paediatric popula-
tions?. The Gomes et al Oporto study found a 7.8% inci-
dence in self-assessment cases of drug allergy in an adult
population?.

Depending on the methodologies used to assess the
extent of the ADR problem, we find an under-reporting
in notification-based studies and an over-reporting in self-
assessment of ADRs*.

The European Academy of Allergy and Clinical Im-
munology and the European Network for Drug Allergy
(EAACI-ENDA) recommend taking a thorough clinical
history and detailed objective exam in cases of suspe-
cted hypersensitivity, followed by (a) skin tests, when
available and validated; (b) laboratory exams, when ap-

propriate or (c) drug provocation test. The latter is
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de Alergia Medicamentosa (EAACI-ENDA), perante a sus-
peita de uma reacgao de hipersensibilidade deve proceder-
-se a uma historia clinica e exame objectivo detalhados, se-
guidos de pelo menos um dos seguintes exames: (a) testes
cutaneos (quando disponiveis e validados); (b) exames la-
boratoriais (quando aplicavel) ou (c) prova de provocagao
medicamentosa (considerada o gold standard na confirma-
¢do ou exclusdo do diagnéstico de hipersensibilidade)®.

As provas de provocacao medicamentosa, definidas
como a administragio controlada de um farmaco com o
objectivo de diagnosticar reacgoes de hipersensibilidade, de-
vem ser sempre efectuadas em meio hospitalar, tendo sido
estabelecidos, em 2003, pelo grupo de trabalho referido, os
principios orientadores da sua utilizagao.

Sao quatro as principais indicagoes para a realizagao das
provas de provocagao medicamentosa: exclusao de reac¢oes
de hipersensibilidade em casos pouco sugestivos; exclusao
de reactividade cruzada; confirmagio do diagnéstico no caso
de histdria sugestiva com testes negativos/inconclusivos/nao
disponiveis e obtencao de alternativa terapéutica segura.

As provas de provocagao tém como contra-indicagoes
relativas principais: gravidez; infec¢des agudas; patologia
renal/ hepatica/cardiaca e asma mal controlada. Ja em ca-
sos de reacgoes adversas graves potencialmente fa-
tais, como anafilaxia, reac¢des imunocitotéxicas, vasculi-
tes, dermatite exfoliativa, sindrome de Stevens-Johnson,
sindromes de hipersensibilidade com eosinofilia, necrolise
epidérmica toxica ou doengas auto-imunes induzidas por
farmacos, a contra-indicagio é absoluta®.

A excepgio dos anti-inflamatérios nio esterdides
(AINE’s), beta-lactamicos e anestésicos locais, os proto-
colos disponiveis relativos a provas de provocacao medi-

camentosa sao escassos>®.

OBJECTIVO

O objectivo deste estudo foi avaliar a seguranca e os
riscos associados as provas de provocagio medicamento-

sa efectuadas em regime de hospital de dia.

considered the gold standard to confirm or exclude
hypersensitivity®.

Drug provocation tests, defined as the controlled
administration of a drug in order to diagnose hyper-
sensitivy reactions, should always be carried out in a
hospital setting. The EAACI-ENDA interest group es-
tablished the main drug hypersensitivity guidelines in
2003.

The 4 main reasons for performing drug provocation
tests are: excluding hypersensitivity reactions in non-
suggestive histories; excluding cross-reactivity; establish-
ing a firm diagnosis in suggestive cases with negative/in-
conclusive/unavailable tests and to obtain a safe alternative
therapy.

There are several relative contraindications for the
provocation test, such as pregnancy, acute infec-
tions, renal/hepatic/cardiac conditions and poorly
controlled asthma. In cases of potentially fatal severe
adverse reactions, such as anaphylaxis, immunocyto-
toxic reactions, vasculitis, exfoliative dermatitis, Ste-
vens-Johnson syndrome, eosinophilia hypersensitivity
syndromes, toxic epidermal necrolysis or drug-in-
duced auto-immune diseases, the contraindication is
absolute®.

With the exception of non-steroidal anti-inflammato-
ry drugs (NSAIDs), beta-lactams and local anaesthe-
tics, there are few sets of guidelines on drug provocation

tests available®®),

AIM

This study aims to evaluate the safety and the risks
associated with drug provocation tests performed on an

outpatient basis.

MATERIAL AND METHODS

This is a retrospective study of all the tests performed
between January 2001-June 2005.
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MATERIAL E METODOS

Foi efectuado um estudo retrospectivo, onde se inclui-
ram todas as provas realizadas entre Janeiro de 2001 e
Junho de 2005.

Os doentes foram submetidos a um questionario de
alergia medicamentosa, elaborado de acordo com as re-
comendagoes do grupo de interesse de hipersensibilidade
a farmacos da EAACI-ENDA’.

A todos os doentes foi fornecida informagio referen-
te ao objectivo da prova de provocagao medicamentosa
e aos beneficios e riscos associados, tendo sido assinado
o respectivo consentimento informado.

As provas decorreram no espago reservado ao hospital

de dia, tendo sido administradas doses progressivas do farmaco

até atingir a dose terapéutica ou reacgao adversa (objectiva).

Os doentes permaneceram em observagao até pelo menos 2
horas ap6s a administragao da ltima dose, nos casos em que
nao ocorreram quaisquer reacgoes adversas, ou até 2 horas

apos as mesmas estarem controladas. No entanto, em casos

raros de anafilaxia pode ser necessario prolongar esse periodo.

Foram registados os sinais vitais em todos os doentes
no inicio e no final das provas, tendo sido efectuadas es-
pirometrias sempre que tal se justificou.

Nos casos de individuos com doenga alérgica de base
(asma/rinite/urticaria/eczema atopico), esta encontrava-se
estabilizada no dia da prova.

Os doentes medicados com anti-histaminico suspen-
deram atempadamente este farmaco, salvo nos casos em
que a toma do mesmo fazia parte dos objectivos da pro-
va, ou seja, sempre que se pretendia avaliar a proteccao
conferida por esta medicagao.

Sempre que possivel e adequado, optou-se pela via
oral para a administragao dos firmacos durante a prova.

Nos casos de suspeita de hipersensibilidade a aminopeni-
cilinas, e de acordo com as recomendagdes do grupo de in-
teresse de hipersensibilidade a farmacos da EAACI-ENDAg, foi
previamente efectuado doseamento de IgE especificas para

penicilina G, penicilinaV e amoxicilina, sendo que: (i) quando

The patients filled in a questionnaire on drug allergy
which had been drawn up in line with the EAACI-ENDA
drug hypersensitivity interest group’s guidelines’.

All patients were informed as to the aim of the drug
provocation test and its attendant risks and benefits. Pa-
tients gave prior informed signed consent.

The tests were performed on an outpatient basis. Pro-
gressive drug doses were administered until the therapeu-
tic dose or the adverse (objective) reaction was arrived
at. Patients were observed for at least 2 hours following
the administration of the last dose if no adverse reaction
occurred, or for 2 hours after any such reactions were
controlled. Should anaphylaxis occur, this period could be
prolonged as necessary.

All patients’ vital signs were recorded at test-beginning
and test-end. Spirometry was used whenever needed.

Individuals with asthma, rhinitis, urticaria or atopic
eczema-type allergic diseases had to be clinically control-
led on test day.

Patients taking antihistamines stopped this drug prior
to the test, except in cases where it was part of the test’s
aims, that is, whenever the protection that this medicine
confers was being tested.

The drugs were administered orally during the test
whenever possible and suitable.

In cases of suspected hypersensitivity to amino-
-penicillins, and in line with the EAACI-ENDA drug hy-
persensitivity interest group’s guidelines®, prior measure-
ments of specific IgE for penicillin G, penicillin V and
amoxycillin were performed: (i) In positive cases and
when the clinical history suggested hypersensitivity, an
alternative drug was selected via skin prick and intrader-
mal tests with cephalosporin (preferably 2nd genera-
tion, cefuroxime axetil). If this was negative, the oral
provocation test with the cephalosporin in question was
performed; (ii) when specific IgE were negative, skin
prick and intradermal tests were performed for the ma-
jor determinants (PPM) and minor (MDM) of penicillin

(Allergopen®), amoxycillin, amoxycillin and clavulanic
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positivos e perante uma historia clinica sugestiva de hipersen-
sibilidade, procedeu-se no sentido da escolha de farmaco al-
ternativo, com teste cutaneo (por picada e intradérmico) com
cefalosporina (preferencialmente de 2. geracao — cefuroxima
axetil), se este fosse negativo, prova de provocagao oral com
a cefalosporina em causa; (ii) perante doseamentos de IgE
especificas negativos, efectuaram-se testes cutaneos (por pri-
ck e intradermo-reaccao) para os determinantes major (PPM)
e minor (MDM) da penicilina (Allergopen®), amoxicilina, amo-
xicilina e 4cido clavulanico e cefalosporina (preferencialmente
cefuroxima axetil), seguidos de provocagao oral com o farma-
co suspeito quando estes foram negativos, ou com o farmaco
alternativo quando eram positivos.

Nos casos de historias pouco sugestivas de hipersen-
sibilidade, procedeu-se a provas de provocagao com ob-
jectivo de exclusio/confirmagao de diagnéstico, utilizando
o farmaco suspeito. Perante suspeita de hipersensibilidade
aAINE efectuou-se prova de provocagao com um farmaco
alternativo, tendo em consideragao o tipo de reacgao, o
grupo etario e o objectivo de utilizagdo do mesmo.

Recolheu-se toda a informagao disponivel referente
a: sexo, idade na prova, farmaco utilizado, objectivo da
prova, resultados, caracterizagao das reacgoes positivas
(tipo, manifestagao clinica, terapéutica).

Consideraram-se imediatas as reacgoes que ocorreram na
primeira hora apds o inicio da prova e intermédias as que
ocorreram entre a primeira hora e as 72 horas subsequen-

tes. As restantes reaccoes foram classificadas como tardias.

RESULTADOS

Incluiram-se 160 individuos (F=88; M=72), correspon-
dendo a um total de 209 provas. Houve 36 doentes que
realizaram mais do que uma prova, sendo que o numero
maximo de provas por individuo foi de quatro.

A idade média dos doentes foi de 19,3 anos (minimo 0,33
e maximo 70 anos), com um desvio-padrao de 18,7 anos;

59% dos individuos tinham menos de |15 anos.

acid and cephalosporin (preferably cefuroxime axe-
til). This was followed by the oral provocation test with
the suspected drug if these were negative, or with an
alternative drug if these were positive.

In cases of non-suggestive histories of hypersensi-
tivity, provocation tests with the suspected drug were
conducted to exclude/confirm a diagnosis. When there
was suspected hypersensitivity to NSAIDs, provocation
tests with an alternative drug were conducted, with the
type of reaction, age group and aim of the procedure in
mind.

We gathered together all the available information on
gender, age at time of test, drug used, aim of test, re-
sults, description of positive reactions (type, clinical man-
ifestation, treatment).

Reactions considered immediate were those occurring
within one hour of test-beginning and intermediate reac-
tions were those occurring between 1-72 hours. The re-

maining reactions were classed as delayed.

RESULTS

The study comprises 160 patients (F = 88; M = 72)
with a total 209 tests performed. Thirty-six patients un-
derwent more than one test, with four being the maxi-
mum carried out on any one patient.

The mean age of patients was 19.3 years (range: 0.33-
70), with standard deviation 18.7 years. Fifty-nine per cent
of the patients were under |5 years of age.

The majority of drugs tested were B-lactams (102 tests
— 48.8%) and NSAIDs (83 tests — 39.7%). The remaining
drugs were B,-agonists (n = 3 — 1.4%), macrolides (n = 2
— 1%); local anaesthetics (lidocaine) (n = | — 0.5%); and
others (n = 18 — 8.6%), namely tricyclic anti-depres-
sants, corticoids, tiocolchicoside, metoclopramide, tra-
madol, rocaltrol, fluoride, diprophylline, allopurinol and

cotrimoxazole (Figure ).
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B2 Agonistas/
2 Agonists
1.4%

Anestésicos/
Anaesthetics
0.5%

AINE/
NSAIDs
39.7%

Outros/

Macrolidos/
Macrolides

Beta-lactamicos/
Beta-lactams
48.8%

N.° provas/No. tests = 209

1.0%

Figura |. Farmacos testados nas provas de provocagao
Figure I. Drugs tested in the provocation tests

Os farmacos testados foram na grande maioria B-lac-
tamicos (102 provas — 48,8%) e AINE (83 provas —
39,7%). Os restantes farmacos corresponderam a B3,-ago-
nistas (n=3 — 1,4%), macrdlidos (n=2 — 1%); anestésicos
locais (lidocaina) (n=1 —0,5%); e outros (n=18-8,6%), no-
meadamente antidepressivos triciclicos, corticoides, tio-
colquicosido, metoclopramida, tramadol, rocaltrol, fltor,
diprofilina, alopurinol e cotrimoxazol (Figura 1).

Nao foram efectuadas provas com o farmaco suspeito nas
situagbes em que havia contra-indicagio absoluta para tal’.

Todas as provas realizadas foram abertas.

Cerca de 65% (n=135) das provas foram efectuadas
com o objectivo de diagnoéstico (confirmagao ou exclu-
sdo), sendo que as restantes 35% (n=74) tinham como
proposito a escolha de alternativa terapéutica.

Em 90% (n=188) das provas o resultado foi negati-
vo, tendo havido 9,6% (n=20) provas positivas e uma in-
conclusiva, esta Gltima correspondendo a um caso de
agravamento de urticaria de base com nimesulide (a pro-

va foi repetida posteriormente com o mesmo farmaco e

No tests were run with a suspected drug when it was
categorically contraindicated®.

All the tests were open label.

Approximately 65% (n = 135) of the tests were per-
formed to reach a diagnosis (confirmation or exclusion)
with the remaining 35% (n = 74) conducted in order to
select alternative treatment.

The tests were negative in 90% of patients (n =
188), positive in 9.6% (n = 20) and inconclusive in one case
of nimesulide-related worsened urticaria. Here, the test
was repeated later with the same drug (nimesulide) and
was negative. All the positive tests were with B-lactams
or NSAIDs, except for one which occurred with trama-
dol (Tables I and Il)

The tests were as follows for these two main groups

drugs:

(i) B-lactam Group — 102 tests were performed:

I1.8% positive (n = 12), with 72% (n = 73) un-

dertaken for diagnosis confirmation/exclu-
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Quadro |. Provas de provocagao efectuadas e respectivos resultados (Total)
Table I. Provocation tests performed and their results (Total)

G S / Provas/ Provas positivas /
rupos ce farmacos Farmacos / Drugs Tests | Positive tests
| Classes of drugs
n n %
Amoxicilina / Amoxicylin 39 4 10.3
Amoxicilina + Acido clavulanico / Amoxicylin + Clavulanic acid 33 7 21.2
p-lactdmicos / Cefuroxima axetil / Cefuroxime axetil 29 | 34
| B-lactams
Cefradina / Cefradine | - -
Subtotal / Subtotal 102 12 11.8
Etoricoxibe / Etoricoxib 6 2 333
AAS / ASA 5 | 20.0
Ibuprofeno / Ibuprofen 22 2 9,1
Diclofenac / Diclofenac 2 - -
Nimesulide / Nimesulide I 2 18.2
AINE / NSAIDs
Paracetamol / Paracetamol 19 - -

Acido niflamico / Niflumic acid | - -

Naproxeno / Naproxen | - -

Rofecoxibe / Rofecoxib 15 - -

Meloxicam / Meloxicam | - -

Subtotal / Subtotal 83 7 8.4

B,-Agonistas / $2-Agonists | Salbutamol / Salbutamol 3 - -

Macrélidos / Eritromicina / Erythromycin | - -

I Macrolides Claritromicina / Clarithromycin | - -

Anest locais / Local anaesth | Lidocaina / Lidocaine | - -

Tramadol / Tramadol

2
Alopurinol / Allopurinol 2 - -
2

Alprazolam / Alprazolam

Betametasona / Betamethasone | - -

Diprofilina / Diprophylline | - -

Flior / Fluoride | - -

Metoclopramida / Metoclopramide | - -

Outros / Others Prednisolona / Prednisolone 2 - -

Rocaltrol / Rocaltrol | - -

Tramazepam / Tramazepam | - -

Tiocolquicosido / Thiocolchicoside | - -

Cotrimoxazol / Cotrimoxazole | - -

Trazodona / Trazodone | - -

Venlafaxina / Venlafaxine | - -

Subtotal / Subtotal 24 | 4.1

TOTAL / TOTAL 209 20 9.6
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Quadro 2. Provas de provocagao efectuadas e respectivos resultados (distribuigdo por grupos etarios)
Table 2. Provocation tests performed and their results (divided into age groups)

Grupos de farmacos / Grupo etario / Provas / Tests Provas positivas / Positive tests
| Classes of drugs | Age group n o %
< 15 anos / years 76 9 1.8
B-lactamicos / S-lactams
> |5 anos / years 26 3 1.5
< |5 anos / years 41 5 12.2
AINE / NSAIDs
> |5 anos / years 42 2 4.8
< 15 anos / years 3 0 0
B,-Agonistas | f2-Agonists
> |5 anos / years 0 0 0
< 15 anos / years 0 0 0
Macrélidos / Macrolides
> |5 anos / years 2 0 0
Anestésicos locais / < 15 anos / years 0 0 0
Local anaesthetics > |5 anos / years I 0 0
< 15 anos / years 4 0 0
Outros / Other
> |5 anos / years 14 | 7.1
resultou negativa). Todas as provas positivas ocorreram sion. Of these, 15% were positive (n = | 1). Of

com B-lactimicos ou com AINE, a excepgdo de uma que
ocorreu com tramadol. (Quadros | e 2).
Relativamente aos dois principais grupos de farmacos

testados, temos:

(i) Grupo B-lactamicos — Realizaram-se um total
de 102 provas, |1,8% das quais foram positivas
(n=12), tendo 72% das provas sido efectuadas com
o objectivo de exclusdo/confirmagdo de diagnosti-
co (n=73). Destas, houve 15% de provas positivas
(n=11). Em relagdo as provas efectuadas com ob-
jectivo de obtengao de alternativa terapéutica
(n=29), houve 3,4% (n=1) de provas positivas.

(i) Grupo AINE — Efectuaram-se um total de 83 pro-
vas, 8,4% das quais foram positivas (n=7), tendo 48%
das provas sido realizadas com o objectivo de exclu-

sao/confirmagao de diagnostico (n=40). Destas, hou-

the tests conducted to obtain a therapeutic al-
ternative (n = 29), there was one positive result
(3.4%).

(i) NSAIDs Group — 83 tests were performed, 8.4%
positive (n = 7), with 48% undertaken for diagnosis
confirmation/exclusion (n = 40). Of these, 7.5%
(n = 3) were positive. Of the tests conducted to
obtain a therapeutic alternative (n = 43), there

were 9.3% (n = 4) positive results.

In the cases which had positive results (n = 20), the
main clinical manifestations were mucocutaneous (70%,
n = |4) and gastrointestinal (35%, n = 7). There was
one case (5%) with respiratory manifestations and one
case of type lll anaphylaxis to an acetylsalicylic acid
(ASA) test. This latter case was an | |-year-old patient

with asthma and allergic rhinitis who had developed
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ve 7,5% (n=3) de provas positivas. Das provas efec-
tuadas com objectivo de obtengao de alternativa

terapéutica (n=43), houve 9,3% (n=4) de positivas.

Quando analisamos os casos em que a prova foi positiva
(n=20), as principais manifestagoes clinicas foram mucocuta-
neas (70%, n=14) e gastrintestinais (35%, n=7),tendo havido
um caso (5%) com manifestagoes respiratérias. Tivemos um
caso de anafilaxia tipo lll numa prova com acido acetilsalicili-
co (AAS). Tratou-se de uma doente de || anos, com asma
e rinite alérgica, que havia desenvolvido angioedema da mu-
cosa oral e da glote cerca de | hora apos ingestao de 500 mg
deAspegic®. A prova comAAS foi realizada para confirmagio
de diagnostico, com manifestagdes predominantemente cuta-
neas e respiratorias altas e baixas cerca de 50 minutos apds
administragao da dose cumulativa de 250 mg (Figura 2).

Em nenhuma prova ocorreram manifestagoes de tipo
tardio. A maioria das reacgoes foi de tipo imediato (65 %
—n=13), sendo as restantes 35% (n=7) intermédias, ten-
do estas Ultimas ocorrido nas primeiras 36 horas. Em
relagao as reacgoes intermédias, trés delas ocorreram
fora do ambiente hospitalar (um caso de urticaria, outro

de exantema e um de vomitos e dor abdominal — todas

angioedema of the oral mucosa and glottis within ap-
proximately one hour of ingesting 500 mg of As-
pegic®. The test with ASA was performed to confirm
diagnosis; it induced mainly cutaneous symptoms but
also upper and lower respiratory tract manifestations
within approximately 50 minutes of a cumulative 250
mg dose (Figure 2).

No test gave rise to delayed reactions; the majority
were immediate (65 % —n = 13), and the remaining (35%
— n = 7) intermediate, occurring within the first 36
hours. Three of the intermediate reactions occurred out-
side the hospital setting (one urticaria, one exanthema
and one of vomiting and abdominal pain), all with B-lacta-
ms and all reproducible. They were controlled with me-
dication prescribed for outpatients and there was no need
for hospital ER services.

There were no admissions to hospital.

Treatment was mainly H, antihistamines (80%, n = 16),
with some need to use systemic corticoids (15%, n = 3)
and/or H, antihistamine (10%, n = 2) or bronchodila-
tor. Adrenaline was also given in the ASA anaphylaxis
case, with the patient monitored for 8 hours. There was

no hospital admission.

Anafilaxia/
Anaphylaxis
5%

Gastrintestinal/
Gastrointestinal
35%

Respiratoria/ y
Respiratory
5%

Reacg¢io cutdnea/
Cutaneous reaction
70%

N.° provas positivas/No. positive tests = 20

Figura 2. Manifestagoes clinicas das provas de provocagio
Figure 2. Clinical manifestations in the provocation tests
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com B-lactamicos e todas reprodutiveis) e foram contro-
ladas com terapéutica prescrita para ambulatorio, sem
necessidade de recurso ao servigo de urgéncia.

Nao houve necessidade de proceder a nenhum inter-
namento hospitalar.

A terapéutica instituida para controlo da maioria das
situagdes foi o anti-histaminico H, (80%, n=16), tendo em
alguns casos sido necessario recorrer a corticoide sistémico
(15%, n=3) e/ou anti-histaminico H, (10%, n=2) ou bronco-
dilatador. No caso de anafilaxia ao AAS foi também adminis-
trada adrenalina, tendo a doente ficado sob vigilancia médi-

ca durante 8 horas, sem necessidade de internamento.

DISCUSSAO

Com este estudo pretendeu-se avaliar a seguranga das
provas de provocagao medicamentosa, ferramenta funda-
mental para o“‘diagnéstico” de hipersensibilidade. A reduzida
positividade (<10%) por noés encontrada com este procedi-
mento vem reforgar as recomendagoes do grupo de interes-
se de hipersensibilidade a firmacos da EAACI-ENDA?® sobre
a necessidade de realizagao de provas de provocagao, per-
mitindo deste modo suspender evicgbes desnecessarias e
contribuir para uma importante redugio de custos’.

Sendo certo que a elevada percentagem de provas nega-
tivas pode, por um lado, atribuir-se ao facto de nao ser pos-
sivel a reprodugdo de todas as condigSes existentes na altura
da reacgao suspeita (quer do ambiente, quer do individuo, no-
meadamente situagoes infecciosas/ inflamatorias, situagoes
exantematicas, interacgao virus-farmaco), ou a eventual in-
dugdo de tolerancia durante a prova, sera certamente (til a
clarificagao destes aspectos em analises futuras dos mesmos
doentes em termos de reexposicao ao farmaco em causa.

Apesar de ser pertinente questionarmo-nos acerca da
morbilidade que estas provas poderao induzir, o que limitaria
o recurso a este tipo de procedimento, o facto de as reacgoes
graves terem sido raras (I em 209 provas — 0,5%), sido facil-

mente controladas e nao terem condicionado internamento

DISCUSSION

This study aimed to assess the safety of drug provoca-
tion tests, a fundamental tool in diagnosing hypersensiti-
vity. The low positivity (< 10%) we saw using this technique
underlines the drug hypersensitivity interest group EAACI-
ENDA?® guidelines on the need to carry out provocation
tests. These allow unnecessary suspensions to be done
away with and contribute to an important reduction in
costs’.

The high number of negative tests can be attributed
to the impossibility of reproducing all the conditions ex-
isting at the time of the suspected reaction. These could
be environmental or individual, the latter including infec-
tions, inflammations, exantematic and virus-drug interac-
tion. Another reason could be the possible induction of
tolerance during the test. It would be useful to clear up
these aspects in future analyses of the same patients in
terms of re-exposure to the drug in question.

Although we must not forget that these tests can in-
duce morbidity, which would limit the use of this type of
procedure, the fact that severe reactions were rare (I in
209 tests — 0.5%), easily treated and did not lead to hos-
pital admission underlines the safety of the tests.

In terms of methodology, selecting open provocation
tests (a choice considering outpatients’ time con-
straints), was a good option, as the total percentage of
positive tests was similar to that of a series of blinded
tests’.

Relative analysis of the two main groups of drugs tes-
ted showed that the reduced number of positive tests for
confirmation/exclusion of diagnosis seen with the NSAIDs
underlines the over-diagnosis of hypersensitivity. In addi-
tion, the difference found in the number of positive tests
with NSAIDs in the < |15 and > |5 years age groups (12.2%
vs. 4.8%) reflects the lack of therapeutic alternatives avai-
lable in the first years of life.

The reduced number of positive tests for B-lactam

alternatives (3.4%) confirms the high negative predictive
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hospitalar; vem reforgar a seguranca das mesmas. Em relagao
a metodologia, o recurso (também questionavel) a provas de
provocagao abertas, opgao que teve em linha de consideragao
a rentabilidade do hospital de dia, revelou-se uma boa esco-
lha, uma vez que a percentagem total de provas positivas é
semelhante a de séries que recorreram a ocultagio’.

Da analise relativa aos dois principais grupos de farmacos
testados resulta que, em relagao aos AINE, a reduzida po-
sitividade encontrada nas provas para confirmagao/exclusao
de diagnostico reforca mais o sobre-diagnostico de hiper-
sensibilidade. Também a diferenca verificada na positividade
de provas com AINE entre os grupos etarios < |5 anos e
> |5 anos (12,2% vs 4,8%) reflecte a existéncia de menos
alternativas terapéuticas nos primeiros anos de vida.

A reduzida positividade das provas para alternativa com
B-lactamicos (3,4%) confirma o elevado valor preditivo
negativo dos testes cutaneos, uma vez que sé se procedeu
a realizagdo da prova quando estes foram negativos.

A distribuicao do nimero de provas realizadas, tendo
em conta o grupo etario, reflecte o padrao de utilizagao
destes farmacos, com os B-lactamicos a predominarem
abaixo dos |5 anos de idade e os AINE a serem mais

utilizados acima dos |5 anos.

CONCLUSOES

A reduzida incidéncia de reacgSes adversas (<10%) das pro-
vas, a facilidade de controlo das mesmas e a auséncia de inter-
namentos hospitalares permite-nos concluir que a metodologia
utilizada na realizagao das provas de provocagao em regime de
hospital de dia foi adequada e segura, fornecendo uma respos-
ta clara aos doentes acerca de evicgoes (des)necessarias e al-
ternativas terapéuticas, optimizando a gestao de recursos e o
incremento da qualidade dos servigos prestados. Note-se que
no caso dos antibiéticos as evicgoes desnecessarias levam a um
aumento do consumo de farmacos de segunda linha, o que se
reflecte num possivel aumento de resisténcias microbianas, com

impacto visivel na satide publica.

value of the skin-prick tests as the provocation test was
only used when the skin-prick test was negative.

The distribution of the number of tests performed per
age group mirrors the pattern of use of these drugs, with
the B-lactams predominating in the under-15 group and

the NSAIDs more used in the over-15 group.

CONCLUSIONS

The reduced rate of adverse reactions (< 10%) in the
tests, their easy control and the absence of hospital admis-
sions allow us to conclude that the methodology used in
the provocation tests performed on an outpatient basis
was suitable and safe. It gave a clear answer to patients
about (un)necessary evictions and therapeutic alterna-
tives, maximising resource management and the increased
quality of services rendered. It should be noted that in the
case of antibiotics, unnecessary evictions lead to increased
consumption of second line drugs, which is reflected in a
possible increase in microbial resistance, with a visible

impact on public health.
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