DRUG ALLERGY AND ASTHMA
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The prevalence of drug induced asthma in a series of 347 patients with drug induced adverse effects has been
evaluated corresponding to 10% of drug adverse effects always due to NSAIDS.

Drug Hypersensitivity - Asthma - NSAIDS.

rug allergy is a growing problem but the inci-
D dence of the reaction to different groups of

drugs is not well known and depends on the
patients recruitment in hospital, allergy centers or
daily practice. In this paper we intended to evaluate
the incidence of drug reactions in a Allergy Center
and the distribution of aliergy reactions and asthma
to different drugs (4, 5).
The link between drug and adverse reactions and
asthma has been described for the first time in 1922,
85 years ago by Fernand Widal (11) in a trial compri-
sing aspirin sensitivity, asthma and nasal polyposis
the so-called in Europe Fenand Widal syndrome. In
1968 M. Samter more largely introduced the concept
in USA. (6). Aspirin induced asthma can be extended
to other non-steroid anti-inflammatory drugs NSAIDS
namely the COX-1 inhibitor. Patients with NSAIDS
induced asthma have in most cases a severe form of
asthma. This particular form of asthma is more cur-
rent in women than in men with a peak age of onset
in the early 30. It progresses from the upper to the
lower respiratory tract and asthma symptoms start 1
to 5 years after the onset of rhinitis (1, 2, 8, 9, 10).
In this paper the prevalence of asthma and rhinitis in
a large group of patients with adverse reactions to
drugs will be discussed.
Drugs inhibiting angiotensin converting enzyme
(ACE) such as Captopril might lead to exacerbations
of asthma because ACE is an enzyme that degrades
the bronchocontrictor mediator, bradykinin. Many
patients treated with ACE inhibitors develop an irri-
tant cough but this is not a hypersensitivity reaction.
Exacerbation of asthma has rarely been reported in
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asthmatic patients (1, 3). Patients presenting cough or
wheezing after ACE inhibitors will not be included in
this paper.

Beta-adrenegic drugs used for hypertension, angina
pectoris, glaucoma, tremor anxiety etc. can also cause
asthma but this neither a true drug allergy (1, 3).

MATERIAL AND METHODS

From 9067 new patients consulting in the last 10
years, 416 (4,6%) reported drug allergy. The files of
these patients have been reviewed. Drug allergy can
be the main disease or associated with rhinitis, asth-
ma non drug associated, eczema, urticaria, angioede-
ma of other etiology. Clinical history, skin tests-prick,
intra dermal and patch for late cutaneous reactions,
research of specific IgE to the few drugs for which this
method is available and for a few recent patients
CASTS have also been done (4, 5).

RESULTS

375 out of the 416 (90%) patients had cutaneous reac-
tions to the drugs mainly urticaria and angioedema.
Asthma, always with rhinitis was reported in 41
patients (10%). Some patients reported reactions to
more than 1 group of drugs. Hypersensitivity to non-
steroidal (anti-inflammatory drugs) (NSAIDS) was the
more frequent, in 275 cases (66,1%) followed by beta-
lactams 143 (34.3%) other antibiotics, macrolides 8
(2.0%) gentamicyn-netylmycin 2 (0,5%) quinolones 9
(2.2%), in a total of 19 patients (6.0%). Reactions to
local anesthesics were reported and confirmed in 31
patients (7.5%) and to sulfamethoxazole trimethoprim
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in 17 (4.1%). Reactions to statins and fibrates, with
myositis were diagnosed in 4 cases, steroid allergy
found in 3 cases, vitamin B12 allergy in 2 cases and
ranitidine in 1. The more frequent association of two
different drug allergies was between NSAIDS and beta-
lactams found in 65 patients (15.6%). Less frequent
associations were found between NSAIDS, local anes-
thesics, other antibiotics or sulfamethoxazole-trime-
thoprim. Asthma was reported only in 35 cases always
after NSAIDS (4,5) (tables 1, 2, 3, 4,5, 6, 7) (figure 1).

DISCUSSION

Hypersensitivity to NSAIDS and bectalactams are the
more frequent causes of drug allergy in our series of
out-patients. The conjunction of a complete clinical his-
tory with skin tests and current laboratory methods
when available are necessary for diagnosis of each spe-
cific drug allergy and prevention of possible new reac-
tions. In this group asthma was not very frequent (10%)
and linked in all the cases of anti-inflammatory drugs
mainly aspirin and also diclofenac. No case of asthma
was observed after the use of more recent inhibitors of
COX-2, celecoxibe and etoricoxibe and also never after
nimesulide. Drug associated asthma is less frequent
than other drug adverse effects. In practice only NSAIDS
are prone to cause asthma, rhinitis or both. A careful cli-
nical history and eventually skin tests or in “vitro
methods” can allow to prevent drug associated asthma.

Reterences

1. Barnes P.-J.- Drug induced asthma in Asthma, Barnes PJ,
Grunstein MG, Leef AR, Woolcock AJ (eds) Lippincott
RAven, Philadelphia, 1997;1245-1252.

2. Farooque S., Lee T. - Mechanism of aspirin-sensitive res-
piratory disease - A two compartment model. Int Arch
Allergy Immunol 2007;142:59-62.

3. Hunt L.-W., Rosenow IIl EC. - Drug induced asthma in
Bronchial asthma, Weiss EB, Stein ML eds Little Brown,
Boston, 1993;621-631.

4. Palma-Carlos A.-G., Medina M., Palma-Carlos M.-L. -
Prevalence of drug allergy in an out-patient population. Eur
Ann Allergy Clin Immunol 2006;38:140-145.

5. Palma-Carlos M.-L., Medina M., Palma-Carlos A.-G. -
Prevalence of drug adverse reactions in out-patients. J
Allergy Clin Immuno/ 2007;119:540.

6. Samter M., Beers R.-F. - Intolerance to aspirin: clinical stu-
dies and consideration of its pathogenesis. Ann Intern Med
1968,68:975-983.

7. Stevenson D.-D., Simon R.-A. - Sensitivity to aspirin and
other non-steroidal drugs in allergy. Principles and practices.
Middleton EJ, Reed CE, Ellis EF eds. Mosby. St Louis,
1998;1747-1765.

8. Stevenson D.-D., Simon R.-A., Zuraw B.-L. - Sensitivity to
aspirin and non-steroidal anti-inflammatory drugs. In:
Middleton Allergy, Principles and practice Adkinson F,
Yongingor D, Bussew et al eds. Mosby, Philadelphia
2003;1695-1710.

9. Szczeklika A., Nizankowska E., Dupca G.-M. - Natural his-
tory of aspirin induced asthma. Eur Respir J 2000;16:432-
436.

10. Vervioet D., Pradal M., Castelain M. - Drug allergy.
Pharmacia Uppsala 1999.

11. Widal M.-F,, Abrami P, Lemoyez J. - Anaphylaxie et idio-
syncrasie. Presse Med 1922;30:189-192.

DRUG ALLERGY
. NSAIDS 275(66.1%) ACE-inhibitors 4 (1.0%)
= 416 Patients t-Lactams 143 (34.3%) Angiotensin Il Blockers 2 {0.5%)
Local Anesthesics. 31 75 o 3 (oo
0, /o, it. .59
. Females 290 (69.7 /{:) Sulfamethoxazol-Trimethophim 17 (4.1%) vit. B1 2 (0,5-7/:)
() Quinolones 9 (22%) Allopurinol 2 (0.5%)
- Males 126 (30'3 A’) Macrolides 8 (2:02/0) Tetracyclin 2 {0.5%)
Statines 4 (1.0%) Gentamycin 2 (0.5%)
DRUGSH §
215 = MAIN DRUGS INVOLVED IN 416 PATIENTS
Furadantin 2(0.5% ) Assaciation of more than 1 drug 97 (23.3%) ”
Resochine 1(0.25%) ”
Tramadol 1(0.25%) NSAIDS + BLactams 65 (15.6%) s
Tyocholchysosid 1(0.25%)
Ranitiidin 1(0.25%) NSAIDS + other drugs
Fibrates 1(0.25%)
Antileucotrienes 1(0.25%) Association of 2 adverse reactions are frequent
Curarisers 1(0.25%) I 1
Muscle relaxants 1(0.25%) B A S SO
Fluconazol 1 (0.25%) Lacars  nasrwscs anoes

Ssthmmal/fnintis

Dhug Allergy
0O 416 Patients

Asthma/Rhinitis 41 (10%)

Urticaria/Angioedema
Erithema 375 (90%)

Asthma-NSAIDS 41

194 European Annals of Allergy and Clinical Immunology - volume 39 - n° 6 - 2007



