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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% o'Í  drug adverse effects always due to NSAIDS.

Drug Hypersensit ivi ty - Asthma - NSAIDS.

rug  a l le rgy  is  a  g rowing  prob lem but  the  inc i -
dence of  the react ion to di f ferent groups of
d rugs  is  no t  we l l  known and depends on  the

pat ien ts  recru i tment  in  hosp i ta l ,  a l le rgy  centers  o r
da i l y  p rac t ice .  ln  th is  paper  we in tended to  eva lua te
the  inc idence o f  d rug  reac t ions  in  a  A l le rgy  Center
and the  d is t r ibu t ion  o f  a l le rgy  reac t ions  and as thma
to di f ferent drugs (4,  5) .
The l ink  be tween drug  and adverse  reac t ions  and
asthma has been descr ibed for the f i rst  t ime in 1922,
8 5  y e a r s  a g o  b y  F e r n a n d  W i d a l  ( 1 1 ) i n  a  t r i a l  c o m p r i -
s ing  asp i r in  sens i t i v i t y ,  as thma and nasa l  po lypos is
the  so-ca l led  in  Europe Fenand Wida l  syndrome.  ln
1968 M.  Samter  more  la rge ly  in t roduced the  concept
in  USA.  (6 ) .  Asp i r in  induced as thma can be  ex tended
to  o ther  non-s te ro id  an t i - in f lammatory  d rugs  NSAIDS
namely  the  COX-1 inh ib i to r .  Pa t ien ts  w i th  NSAIDS
induced asthma have in most cases a severe form of
as thma.  Th is  par t i cu la r  fo rm o f  as thma is  more  cur -
ren t  in  women than in  men w i th  a  peak  age o f  onset
in the ear ly 30. l t  progresses from the upper to the
lower respiratory t ract  and asthma symptoms start  1
t o  5  y e a r s  a f t e r  t h e  o n s e t  o f  r h i n i t i s  ( 1 , 2 , 8 ,  9 ,  1 0 ) .
In  th is  paper  the  preva lence o f  as thma and rh in i t i s  in
a large group of  pat ients wi th adverse react ions to
drugs  w i l l  be  d iscussed.
D r u g s  i n h i b i t i n g  a n g i o t e n s i n  c o n v e r t i n g  e n z y m e
(ACE)  such as  Captopr i l  m igh t  lead  to  exacerbat ions
of asthma because ACE is an enzyme that degrades
the  bronchocont r i c to r  med ia to r ,  b radyk in in .  Many
pat ients t reated with ACE inhibi tors develop an i r r i -
tant  cough but th is is not a hypersensi t iv i ty react ion.
Exacerbat ion of  asthma has rarely been reported in
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asthmat ic  pa t ien ts  (1 ,  3 ) .  Pa t ien ts  p resent ing  cough or
wheez ing  a f te r  ACE inh ib i to rs  w i l l  no t  be  inc luded in
th is  paper .
Beta-adreneg ic  d rugs  used fo r  hyper tens ion ,  ang ina
pector is,  g laucoma, t remor anxiety etc.  can also cause
asthma but  th is  ne i ther  a  t rue  drug  a l le rgy  (1 ,  3 ) .

MATERIAL AilD METHODS

From 9067 new pat ien ts  consu l t ing  in  the  las t  10
years,  416 (4,6oh) reported drug al lergy.  The f i les of
these pat ients have been reviewed. Drug al lergy can
be the  main  d isease or  assoc ia ted  w i th  rh in i t i s ,  as th -
ma non drug  assoc ia ted ,  eczema,  u r t i car ia ,  ang ioede-
ma of  other et io logy.  Cl in ical  h istory,  skin tests-pr ick,
intra dermal and patch for late cutaneous react ions,
research of  speci f ic  lgE to the few drugs for which th is
method is avai lable and for a few recent pat ients
CASTS have also been done (4,  5) .

RESULTS

375 out of the 416 i '90%l patients had cutaneous reac-
t ions  to  the  drugs  main ly  u r t i car ia  and ang ioedema.
Asthma, always with rhini t is  was reported in 41
patients (10%1. Some patients reported reactions to
more than 1 group of  drugs. Hypersensi t iv i ty to non-
steroidal  (ant i - inf lammatory drugs) (NSAIDS) was the
more frequent,  in 275 cases (66,1%l fo l lowed by beta-
lactams 143 (34.3%) other ant ib iot ics,  macrol ides 8
(2.0%) gentamicyn-netylmycin 2 (0,5%l quinolones 9
(2.2y.) ,  in a total  of  19 pat ients (6.0%). React ions to
local  anesthesics were reported and conf i rmed in 31
pat ients (7.5%l and to sul famethoxazole t r imethopr im
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i n  17  (+ .1%) .  React ions  to  s ta t ins  and f ib ra tes ,  w i th
myosi t is  were diagnosed in 4 cases, steroid al lergy
found in  3  cases ,  v i tamin  B12 a l le rgy  in  2  cases  and
ran i t id ine  in  1 .  The more  f requent  assoc ia t ion  o f  two
di f ferent drug al lergies was between NSAIDS and beta-
lactams found in 65 pat ients (15.6%). Less f requent
associat ions were found between NSAIDS. local  anes-
thesics,  other ant ib iot ics or sul famethoxazole-tr ime-
thopr im. Asthma was reported only in 35 cases always
a f t e r  N S A I D S  ( 4 , 5 )  ( t a b l e s  1 , 2 , 3 , 4 , 5 , 6 , 7 )  ( f i g u r e  1 ) .
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Hypersensitivity to NSAIDS and bectalactams are the
more frequent causes of  drug al lergy in our ser ies of
out-pat ients.  The conjunct ion of  a complete c l in ical  h is-
tory with skin tests and current laboratory methods
when avai lable are necessary for  d iagnosis of  each spe-
ci f ic  drug al lergy and prevent ion of  possible new reac-
t ions.  In th is group asthma was not very f requent (10%)
and l inked in al l  the cases of  ant i - inf lammatory drugs
mainly aspir in and also dic lofenac. No case of  asthma
was observed after the use of more recent inhibitors of
COX-2, celecoxibe and etoricoxibe and also never after
nimesul ide.  Drug associated asthma is less f requent
than other drug adverse effects. ln practice only NSAIDS
are prone to cause asthma, rhini t is  or  both.  A careful  c l i -
n ical  h istory and eventual ly skin tests or in "v i t ro
methods" can allow to prevent drug associated asthma.
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r 416 Patients

. Females 290 (69.7%)

. Males 126 (30.3%)
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Furadanlin ? {0.5o/" I
Resochine 1 (0,25ofol
lramadol 1 l0.25okl
Tyochofchysosid 1 (0.25%l
Ranitiidin 1 1O.25%l
Fibratès I (O.25%l
Antileucotrienes 1 (0.25%)
Curarisers I (0.25%l
Muscfs relarants 1 (0.25%',
Fluconazol I (0.25%)
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NSAfDS ?75 {66.1o/s)
g-Lactams 143134.3'/"1
NSAIDS+R-Lactams 65 {15.6%)
Locaf Anesthesics 31 ( 7.5%l
Sulfamethoxazol-Trimethophim '17 ( 4.1%',
Quinolones 9 (2.2o/o l
Macrof ides 8 {2,O%'t
Stat ines 4 (  1 .0%l

Association of more than 'l drug 97 123.3%l

NSAIOS + RLactams 65 (15.6%)

NSAIDS + other drugs

Association of 2 adverse reactions are freouent
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f ]  416  Pa t i en t s

/c\stt tma/Rhinit is 41 (1oo/o,

U rt icarià/Ang ioed€ma

Erit trema 375 (9Ao/.1

As thma-NSAIDS 41

ACE-inhibitors
Angiotensin ll Blockers
Corticosteroids
v i t .  812
vi t .  81
AlloDurinol
Tetracyclin
Gentamycin

( 1 . 0 % )
( 0.s%)
( 1 . 0 % )
(0 .5%)
( 0 . s % )
(0 .s%)
(0 .5%)
( 0.s%)

MAIN DRUGS INVOLVFD IN 416 PATIENTS
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