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SUMMARY:
Background: Patients with aspir in-sensit ive respiratory and cutaneous diseases experience cross reactions to al l  nonsteroi-

da l  ant i - in f lammatory  drugs (NSA|Ds)  which inh ib i t  cyc lo-ox igenase (COX) enzymes.  As are now avai lab le  drugs which se lec-
t ively inhibit  COX-2, questions are raised whether cross-reactivty occurs between aspir in and these COX 2 inhibitors.

Obiective: The aim of this study was to evaluate the tolerabi l i ty of three COX-2 inhibitors (meloxicam, celecoxib and rofe-
cox ib)  in  sub jects  wi th  prev ious pseudoal lerg ic  resp i ra tory  and cutaneous react ions to  NSA|Ds.

Methods:76 subjects  wi th  documented prev ious cutaneous and resp i ra tory  psudoal lerg ic  react ionsto  asp i r in  and/or  o ther
NSAIDs underwent  a  s ing le  b l ind cha l lenge wi th  ce lecox ib ,  melox icam and ro fecox ib .

Resul ts :  A l l  sub jects  wi th  prev ious resp i ra tory  react ions to lerated a l l  drugs.  Three subjects  wi th  mul t ip le-drug induced ur t i -
car ia  compla ined of  a  genera l ized react ion a f ter  cha l lenge (Two due to  ce lecox ib  and one due to  melox icam).  Among the group
of  pat ients  wi th  NSAIDs- induced ur t icar ia  f ive  compla ined of  a  re lapse of  the d isease due to  ro fecox ib  (one subjc ts) ,  ce lecox ib
(two subjects and meloxicam (two subjects).

Conclusions: According to these results the cross-reactivi ty between aspir in and these COX-2 inhibitors does not occur in
subjects with previous respiratory psuedoallergic reactions. A good safety prof i le was also demonstrated in patients with cuta-
neous reactions, being few reactions observed. However for this reason a control led oral chal lenge with these drugs is useful
for  the proper  management  o f  pat ients  sens i t ive  to  c lass ic  NSA|Ds.
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utaneous and resp i ra to ry  adverse  reac t ions
t r i g g e r e d  b y  a s p i r i n  a n d  n o n s t e r o i d a l  a n t i -
in f lammatory  d rugs  (NSAlDs)  tha t  inh ib i t  the

enzyme cyc looxygenase (COX)  cons i tu te  one o f  the
most  common drug  re la ted  pseudoa l le rg ic  reac t ions
observed in  bo th  genera l  p rac t ice  and a l le rgy  se t t ing .
These reac t ions  are  genera l l y  ra re  in  genera l  popu la-
t i o n  ( 1 )  b u t  a r e  m o r e  c o m m o n  i n  p a t i e n t s  w i t h  a s t h m a
(2)  and chron ic  u r t i car ia  (3 ) .  Moreover  a  h is to ry  o f
u r t i car ia  a f te r  tak ing  asp i r in  o r  o ther  NSAIDs may be
repor ted  by  o therw ise  normal  sub jec ts  as  we l l  (4 ) .
Dur ing  the  las t  decade the  recogn i t ion  o f  two d i f fe ren t
p r o s t g l a n d i n  s y n t h e t a s e  i s o - e n z y m e s  d e s i g n a t e d
COX-1 and COX-2. COX-1 of fered new insights in the
pathogenes is  and management  o f  these pseudoa l le r -
g ic  reac t ions  (5 ) .  In  fac t  in  sub jec ts  w i th  asp i r in  in to -
le rance reac t ions  can occur  a f te r  the  inges t ion  o f  ASA
a n d  o f  a n y  o f  t h e  N S A I D s  t h a t  i n h i b i t  t h e  C O X - 1  e n z y -

( 1 ) U n i t à  O p e r a t i v a  d i  A l l e r g o l o g i a ,  O s p e d a l e  C i v i l e  M a g g i o r e  d i
V e r o n a ,  V e r o n a  ( l t a l y ) .
( 2 )  D i p a r t i m e n t o  d i  M a l a t t i e  R e s p i r a t o r i e  e d  A l l e r g i c h e ,  O s p e d a l e
Tor re t te ,  Ancona ( l ta ly ) .

m e  ( 6 ) ,  w h i l s t  d r u g s  s u c h  a s  p a r a c e t a m o l  o r  n i m e s u l i -
de  wh ich  poor ly  inh ib i t  COX-1 are  genera l l y  we l l  to le -
ra ted  in  the  same sub jec ts  (7 )  and can be  respons ib le
o f  reac t ions  on ly  a t  h igh  dosages (8 ) .  A im o f  th is
s tudy  is  to  de termine the  c l in ica l  to le rance o f  the
recent ly avai lable COX-2 inhibi tors,  meloxicam, rofe-
cox ib  and ce lecox ib  in  ASA in to le rance.

MATHERTALS AND METHOIDS

S t u d y  d e s i g n

Out -pa t ien ts  w i th  we l l -documented pseudoa l le rg ic
react ions to ASA and NSAIDs were careful ly selected
based on def in i te cr i ter ia (see below).  Al l  pat ients
underwent  b l ind ly  an  ora l  inc rementa l  cha l lenge w i th
th ree  recent ly  ava i lab le  COX-2 se lec t ive  inh ib i to rs
such as  melox icam,  ro fecox ib  and ce lecox ib  under
cont ro l led  cond i t ions .

P s t i s n t s

We selected 76 subjects,  d iv ided in three groups accor-
d ing  to  the  recent  c lass i f i ca t ion  o f  a l le rg ic  and pseu-
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doal lergic react ions to ASA and NSAIDS (9) ( table 1).
Al l  pat ients had a documented history of  ASA/NSAIDs.
and had previous pseudoal lergic react ions to at  least

two chemica l l y  unre la ted  NSAlDs.  As  shown in  tab le  2
aspir in,  ibuprofen and metamizole were most f re-
quent ly responsible for  pseudoal lergic react ions.

Group No of MeanAge Males/femslsii:,,''r:'
patients {range}

Group A
Group B

iirW*,,.c

24 51 .1  (34-79)  8116

34 45.9 (16-75) 11123

18 54.7 (32-72) 6112

Table 1 :  Demograhic  data o f  pat ients .  Accord ing to  the
recent classif icat ions of sensit ivi ty to NSAIDs (see reference
9)  pat ients  were d iv ided in  three groups:
Group  A :  NSAID- i nduced  rh i n i t i s  and  as thma .
Group B:  Mul t ip le  drug- induced ur t icar ia /angioedema.
G rou p C:  NSAI  Ds- i  nd uced u r t ica  r ia la  ng ioedema.

The pat ients were selected according to the fo l lowing

cr i ter ia:
.  h istory of  at  least  two previous pseudoal lergic reac-

t ions  to  NSAIDs one o f  them occur red  dur ing  the
pas t  12  months  ;

.  a documented relat ionship between the intake of
the  drug  and the  onset  o f  symptoms (no  more  than
1 2  h o u r s )  ;

.  a s ingle NSAID drug was taken before each episode ;

.  in fo rmed consent  to  undergo the  cha l lenge.

The t ime in te rva l  be tween cha l lenges  was a t  leas t  15

days  and an t i -h is tamines  were  omi t ted  fo r  96  hours
whereas steroids were stopped for at  least  1 month.

Pat ien ts  w i th  s ign i f i can t  ac t i ve  med ica l  cond i t ions
(pu lmonary ,  gas t ro - in tes t ina l ,  card iovascu la r ,  psy-

ASA I 43

Metamizo le  |  21

lbupro fen  I  Z l

Prop iphenazone I  15

Dic lo fenac  |  14

N a p r o x e n  |  1 1

Paracetamol  I  10

Ketoprofen I  S

N i m e s u l i d e  |  4

Ketorolac I  Z

Table 2 :  Drugs respons ib le  o f  pseudoal lerg ic  react ions.
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ch ia t r i c ,  hepat ic ,  neuro log ic ,  rena l  o r  haemato log ic )

and pregnant  women were  ex luded f rom the  s tudy .

O r a l  p r o v o c a t i o n  t e s t s

The cha l lenge tes t  was  per fo rmed in  s ing le -b l ind
fash ion ,  in  th ree  s teps  accord ing  to  the  schedu le

shown in  tab le  3 .  In  f i rs t  day  on ly  p lacebo ( ta lco)  was

administered whi lst  in other two days start ing doses

were  a  ha l f  o f  the  f ina l  dose and they  were  g iven 2

hours apart .  Af ter  every day session pat ients were

evaluated for two hours.
Cond i t ions  requ i red  fo r  s ta r t ing  the  cha l lenge w i th

the  ac t ive  drug  were  (10) :
.  absence of  cutaneous or respiratory symptoms or

no exacerbat ion of  ur t icar ia in subjects wi th CIU ;
.  FEVI > 80o/o of  the predicted value ;
.  no  reac t ion  fo l low ing  p lacebo admin is t ra t ion .

Drug Day 1 Day2 n"tf.. "'1""

Meloxicam Placebo 7.5 mg 15 mg

Rofecoxib Placebo 12.5 mg 25 mg

Celecoxib Plcabo 100 mg 200 mg

Tab le  3 :  Schedu le  o f  cha l l enge  tes ts .

The cha l lenges  were  per fo rmed in  day-hosp i ta l  reg i -

men.  Equ ipment  and t ra ined personne l  fo r  emergen-

cy  resusc i ta t ion  were  ava i lab le  dur ing  the  who le  p ro-

cedure .  Resp i ra to ry  func t ion  (FEV1) ,  b lood pressure

and pulse rate were recorded before and 30 minutes

a f t e r  p l a c e b o  o r  a c t i v e  d r u g  a d m i n i s t r a t i o n '  A l l

pat ients were seen again 24 hours af ter  the end of

cha l lenge in  o rder  to  exc lude a  de layed reac t ion .

The response to  cha l lenge was cons idered pos i t i ve  in

asymptomat ic  sub jec ts  (g roup A and B)  whether  one

or  more  o f  the  fo l low ing  symptoms appeared :

e r thyema,  u r t i car ia /ang ioedema,  rh inor rea ,  nasa l  obs-

t ruc t ion ,  sneez ing ,  dyspnea or  cough assoc ia ted  w i th

a fal l  of  FEVl > 20o/o of  the basel ine,  hypotension.

For  the  eva lua t ion  o f  the  cha l lenge tes t  in  sub jec ts

wi th  u r t i car ia  the  " ru le  o f  n ines"  was used and a  tes t

was considered posi t ive i f  there was an increase of

ur t i car ia l  les ions  o f  >  30o/o  o f  the  body  sur face  (11)

RESULTS

The resu l ts  o f  cha l lenges  are  summar ized in  tab le  4 '

A l l  pa t ien ts  w i th  asp i r in - induced as thma (Group A)



to lerated the three drugs. Two pat ients wi th mult ip le
drug- induced ur t i car ia /ang ioedema (Group B)  com-
p la ined o f  u r t i car ia  a f te r  me lox icam cha l lenge bo th
a t  the  dosage o f  15  mg.  Ce lecox ib  p rovoked a lso  ur t i -
car ia  in  one o f  them a t  the  dosage o f  50  mg.  Among
the pa t ien ts  be long ing  to  Group C one sub jec t  reac ted
to rofecoxib (12.5 mg),  whi lst  two pat ients reacted
both  to  me lox icam (7 .5  mg)  and ce lecox ib  (50  mg and
100 mg respect ively) .  No react ions to placebo were
observed. No delayed react ions were reported.

IDISGUSSrcil

Educat ion  o f  the  pa t ien ts  w i th  ASA- |nduced d isease is
very important.  Avoidance of  ASA and al l  cross-reac-
t ing  NSAIDs prevents  resp i ra to ry  and ur t i car ia l  c ross-
reac t ing  events  in  p rev ious ly  sens i t i zed  pa t ien ts .
However the management of  pat ients wi th pseudoal-
le rg ic  reac t ions  to  NSAIDs is  a  complex  prob lem in
c l i n i c a l  p r a c t i c e .  M a n y  p h y s i c i a n s  b e l i e v e  t h a t
pa t ien ts  who have compla ined o f  in to le rance to  one
or  more  NSAIDs s imp ly  have to  be  fo rb idden to  take
a l l  members  o f  th is  c lass .  Th is  approach is  ra re ly
considered sat isfactory by the pat ients ,  which usual-
l y  requ i re  to  be  to ld  what  d rug  s  they  can use in  the
case of  need. The recent observat ions about the role
o f  COXl  and i t s  inh ib i t ion  in  the  pa thogenes is  o f  asp i -
r i n - i n d u c e d  a s t h m a  a n d  p s e u d o a l l e r g i c  r e a c t i o n s
have suggested that the use of  select ive COX2 inhi-
b i to rs  wou ld  be  an  op t ima l  cho ice .

According to previous studies we report  a good tole-
rab i l i t y  o f  these th ree  molecu les  in  asp i r in - induced
asthma.,conf i rming the lack of  cross-react iv i ty bet-
ween these COX 2  inh ib i to rs  and asp i r in  in  asp i r in
sensi t ive pat ients wi th asthma (12-19\.

There  are  less  in fo rmat ions  ava i lab le  in  the  l i te ra tu re
about  the  sa fe ty  o f  new ant i - in f lammatory  d rugs  w i th
se lec t ive  COX2 inh ib i to ry  p roper t ies  in  NSAIS- in to le -
rant pat ients wi th cutaneous react ions.  According to
previous studies (11,201we report  a low frequency of
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G r o u p  A 0 2 4 0 24 0 24 0
Group B 0 34 2 32 1 38 3 (3.03%)

Group C 1 1 l 2 1 6 2 1 6 5  ( 0 . 2 % l

Tot. 1  (1  .3%)  75 4 (6.56%) 72 3l4.1{ol 73 8 (3.5%l

Tab le  4 :  Resu l t s  o f  cha l l enge  tes ts .

react ions ( table 4),  support ing the hypothesis that
C O X l - i n h i b i t i o n  r e p r e s e n t s  t h e  m a i n  m e c h a n i s m
invo lved in  the  pa thogenes is  o f  adverse  cu taneous
reac t ions  to  NSAlDs.  In te res t ing ly ,  as  p rev ious ly
repor ted  (11)  a lso  in  our  s tudy  the  degree o f  c ross-
react iv i ty for  COX-2 inhibi tors seems to be related to
the  degree o f  COXI  inh ib i t ion  in  v i t ro  (21 ,221,  be ing
rofecoxib the most to lerated drug. ln contrast  wi th
these f ind ings  Asero  in  a  s tudy  per fo rmed on mul t ip le
NSAID- in to le rance repor ted  two recox ib - in to le ran t
sub jec ts  who to le ra ted  n imesu l ide  and moreover  an
h igh  f requency  o f  in to le rance to  paracetamol ,  a  d rug
which  has  no  e f fec t  on  COX1.  The Author  suggest
tha t  in  these pa t ien ts  d rugs  nonspec i f i ca l l y  t r igger
h is tamine re lease f rom mast -ce l l s  and basoph i ls  and
tha t  such an  e f fec t  do  no t  depend on  chemica l  s t ruc-
tu re  o r  pharmaco log ic  ac t i v i t y  (20) .

Desp i te  these favourab le  resu l ts  i t  i s  p remature  to
recommend an ind isc r im ina te  use  o f  COX2 inh ib i to rs
in  NSAID- in to le ran t  sub jec ts .  F i rs t  i t  i s  es tab i l i shed,
accord ing  to  a lso  our  resu l ts ,  tha t  sub jec ts  w i th  chro-
nic urt icar ia or wi th isolated skin react ions represent
a  c l in ica l l y  d is t inc t  en t i t y  (23)  in  wh ich  the  to le rab i l i t y
o f  COX2 inh ib i to rs  i s  less  c lear ly  demonst ra ted .
Second a select ive anaphylact ic react ion to celecoxib
has been reported in a subject  wi th an history of  a
prev ious  anaphy lac t ic  reac t ion  to  a  COXl  inh ib i to r
drug  (24) .  Th i rd  a l though the  sa fe ty  o f  COX 2  in  acu te
s tud ies  has  been c lear ly  es tab l i shed,  la rge  s tud ies  are
needed before subjects wi th aspir in induced asthma
can be  adv ised to  rou t ine ly  take  th is  new c lass  o f
d rugs .  Moreover  the  to le rab i l i t y  o f  these drugs  was
evaluated in pat ients wel l  control led,  but their  safety
has  to  be  conf i rmed in  da i l y  p rac t ice ,  when the  pa t ien t

migh t  be  uns tab le .

F ina l l y  due to  e th ica l  reasons  (25 \  we cou ld  no t
conf i rm the  NSAIDs- in to le rance by  means a  spec i f i c
chal lenge, therefore i t  is  possible that  fa lse posi t ive
cases  were  inc luded in  our  popu la t ion .  However  i t  has
to  be  cons idered tha t  a  good re l iab i l i t y  o f  c l in ica l  h is -
tor ies in NSAIDs- intolerant pat ients Q6,27l '  has been



demonstrated. Moreover we tr ied to l imi t  the pos-
s ib le  confound ing  fac to rs  by  se lec t ing  sub jec ts  tak ing
on ly  one NSAID a t  the  t ime o f  the  reac t ion ,  in  o rder  to
exc lude any  in te r fe rence o f  o ther  d rugs .
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UCB PHARMA

is maintaining its commitment in the management of the allergic patíent,,Withl
XYZAI-L@. The efficacy of this new medicinal product has been evaluated in particu

,:..l$útet,,,*lii nrodel, {the Environmental Exposure Unit - EEU) which makes it possible to compare;úúd6i;,,.ffi#ii
l ' , , l i i { . à } ' r l i g a r l  s n r {  r a n r n r l r r n i l n l a  n n n A i + i n n o  f h o  a f f i n o ^ . ,  n {  r , l i . f { a r a n t  a n f i - h i c f a m i n a  a n n n f c  n n  o l l  n { * h o  r : r ; r n n t l i . É , i d : À f,:, i(*i irdized and reproducible conditíons, the efficacy of different anti-histamine agents on all of the symptoms:óf:1
' i rbr t lèrgic rhini t is .  Thís is the DAY study: A Canadian, randomized, double-bl ind study ( levocet i r iz íne versus d€s;: l l
i loratadine and placebo),  conducted on 373 pat ients al lergic to ragweed and placed in an environmental  expo::r
sure uni t .
lúi.onl*ntirr* *.u to compare the efficacy of XYZALL@ to that of desloratadine on symptoms of SAR, in terms

',,sf,t ime tCI on$et of action and duration of action, intensity and the maintenance of efficacy. i
..,ffi,,,,ièsuhs of this study demonstrate that the efficacy of levocetirizine {XYZALL@ 5 mg} was

5 mg on al l  symptoms of  seasonal  a l lergic rhini t is ,  under the study condi t ions
EEU -  24-  hour  eva lua t ion) .
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