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SUMMARY:
I  Background:  Acetaminophen (paracetamol -  p)  and Nimesul ide (N)  are wide ly  used analges ic-ant ipyret ic /ant i - in f lammatory

drugs. The rate of adverse hypersensit ivi ty reactions to these agents is general ly low. on the contrary non-steroidal anti-

in f lammatory  drugs (NSAlDs)  are commoniy  invo lved in  such react ions.  ce lecox ib  (cE)  is  a  novel  drug,  wi th  h igh se lect iv i ty

and aff ini ty for COX-2 enzyme.
I Objective: we evaluated the tolerabi l i ty of cE in a group of patients with documented history of adverse cutaneous reac-

t ions to  P and N assoc ia ted or  not  to  c lass ic  NSAIDs '

I Methods: we studied 9 patients with hypersensit ivi ty to P and N with or without associated reactions to classic NSAIDs'

The d iagnos is  o f  p  and N- induced sk in  react ions was based in  v ivo cha l lenge.  The p lacebo was b l ind ly  admin is tered at  the

beginn ing of  each chal lenge.  Af ter  three days,  a  cumulat ive dosage of  200 Àg of  cE in  re f racted doses were g iven '  Af ter  2-3

days,  a  s ing le  dose of  200 mg was admin is tered.  A l l  pat ients  were observed for  6  hours  a f ter  each chal lenge,  and cont ro l led

again  a l ler  24 hours  to  exc lude de layed react ions.  The chal lenge was cons idered pos i t ive  i f  one or  more of  the fo l lowing

appeared :  er i thema,  rush or  ur t icar ia-angioedema '

I  Resul ts :  No react ion was observed wi th  p lacebo and e ight  pat ients  (88,8 %) to lerated cE '  on ly  one pat ient  developed a

moderate angioedema of  the l iPs '

I  conc lus ion:  on ly  one hypersens i t iv i ty  react ion to  cE was documented among 9 P and N-  h igh ly  NSAIDs in to lerant  pat ients '

Thus, we conclude that CE is a r."uronu'bly safe alternative to be used in subjects who do not tolerate P and N'

Key-words: celecoxib - Drug al lergy - cutaneous adverse reactions - Nimesulide, NSAIDs - Paracetamol'

+!* '  ce taminophen (paracetamol -P)  and n imesu l i -

j l , , , ;h de are widely used analgesic-ant ipyret ic I

*J . :  ant i - inf lammatorY drugs.

The pa thogenet ic  mechan isms under ly ing  hypersen-

s i t i v i t y  reac t ions  to  asp i r in  and o ther  common non-

s te ro ida l  an t i - in f lammatory  d rugs  (NSAlDs)  a re  no t

fu l l y  unders tood.  However  i t  i s  w ide ly  recogn ized tha t

the  inh ib i t ion  o f  the  iso form 1  o f  the  cyc lo -ox igenase
(COX-1)  enzyme induced by  NSAIDs is  f requent ly  res-

pons ib le  fo r  pseudoa l le rg ic  reac t ions  o ther  than gas-

t r i c  damage (1-3) .  on  the  cont ra ry  ace taminophen is  a

weak inh ib i to r  o f  p ros tag land in  syn thes is ,  as  a  conse-

quence,  less  than 5% o f  asp i r in  sens i t i ve  sub jec ts

reac t  to  paracetamol  a f te r  a  spec i f i c  cha l lenge (4 ) .  N  is

a  preva len t  COX-2 inh ib i to r  and,  in  fac t ,  i t  i s  usua l ly

wel l  to lerated by pat ients suf fer ing f rom NSAIDS

hypersensi t iv i ty (5,  6) .

Cons ider ing  the  enormous consumpt ion  o f  P  wor ld -

wide the rate of  adverse hypersensi t iv i ty react ions is

very  low.  However ,  u r t i car ia -ang ioedema,  macu lopa-

p u l a r  e r u c t i o n ,  b r o n c h i a l  o b s t r u c t i o n  a s  i s o l a t e d

mani fes ta t ions ,  as  we l l  as  genera l i zed  reac t ions  (ana-

phy lax is ,  vascu l i t i s ,  rabdomyo lys is  e tc ' )  have a lso

been descr ibed (7 -9) .

I n  t h e s e  h i g h l y  s e n s i t i v e  p a t i e n t s  s u f f e r i n g  f r o m

p s e u d o a | | e r g i c m a n i f e s t a t i o n s i n d u c e d b y t h e i n t a k e
o f  P  a n d  N  w i t h  o r  w i t h o u t  N S A I D s  t h e  i d e n t i f i c a t i o n

of  a  sa fe  a l te rna t ive  drug  represents ,  there fore '  a

c o m p e l l i n g  n e e d .

C e l e c o x i b  ( C E ) ,  a  n o v e l  h i g h  a f f i n i t y  C O X - 2

i n h i b i t o r ,  h a s  a n  e f f i c a c y  p r o f i l e  s i m i l a r  t o  t h e

c l a s s i c  N S A I D s  w i t h  a  v e r y  l o w  r a t e  o f  a d v e r s e

e v e n t s  ( 1 0 ,  1 1 ) .

Very  few s tud ies  have so  fa r  inves t iga ted  the  to le ra-

b i l i t y  and sa fe ty  p ro f i le  o f  CE in  pa t ien ts  w i th

N S A I D s  h y P e r s e n s i t i v i t Y  f 2 - 1  4 ) '

( 1 )  D e p a r t m e n t  o f  C h e s t  D i s e a s e s ,  D i v i s i o n  o f  P n e u m o l o g y  a n d
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Aim o f  th is  s tudy  was
group o f  pa t ien ts  w i th
reac t ions  to  P  and N
m o n  N S A l D s .

to assess the safety of  CE in a
a  h is to ry  o f  adverse  cu taneous
a lone or  assoc ia ted  w i th  com-

MATERIAT AIIID METHODS

F m t í s m t s  * $ ? d  d i m g f f i e s 8 s

Sub jec t s  we re  en ro l l ed  among  ou tpa t i en t s  re fe r red  t o

o u r  c l i n i c  f o r  a d v e r s e  d r u g  r e a c t i o n s .  T h e  m a i n  i n c l u -

s i on  c r i t e r i on  was  a  c l i n i ca l  h i s to r y  o f  sk i n  reac t i ons
( g e n e r a l i z e d  i t c h i n g ,  e r y t h e m a  a n d / o r  u r t i c a r i a -

a n g i o e d e m a )  f o l l o w i n g  t h e  i n t a k e  o f  a c e t a m i n o p h e n

a n d  N  w i t h  o r  w i t h o u t  s o m e  c o m m o n  N S A l D s .  T h e

s e c o n d  i n c l u s i o n  c r i t e r i o n  a n d  e x c l u s i o n  c r i t e r i a  a r e

l i s t e d  i n  t a b l e  1 .

I Inclusion criteria ;
.  an history of  adverse cutaneous react ions

induced by administrat ion of  P and N with or
without NSAIDs ;

.  avai labi l i ty  to give a wr i t ten consent.
I Exclusion criteria:
'  Recent (  wi th in the interval  of  two months)

reported episode /  s of  P and N with or wi thout
NSAIDs induced cutaneous adverse react ions.

'  Contraindicat ion to discont inue the use of  ant i -
H1 receptor antagonists in the week pr ior  to
the  ora l  cha l lenge.

'  Contraindicat ion to discont inue the use of  any
type of  drugs ( including-B-blockers) for  at  least
two days before the chal lenge.

. Presence (or also an history of recent presence)
o f  cu taneous symptoms such as  ur t i car ia -
angioedema and/or i tching induced by any
cause a t  the  t ime o f  the  cha l lenge.

.  An history of  respiratory symptoms (associa-

ted or not wi th cutaneous symptoms) af ter  the
administrat ion of  P and N with or wi thout
NSAlDs.

.  Pregnancy or lactat ion
r Lactose intolerance
'  Contraindicat ion to eventual  use of  epinephr ine
. Subjects with psychosomatic disorders.

Tab le  1 :  I nc l us ion  and  exc lus ion  c r i t e r i a  f o r  o ra l  cha l l enge
w i th  CE .

A l l  t he  adve rse  d rug  reac t i ons  had  t o  be  documen ted

in  de ta i l  by  c l i n i ca l  h i s to r y  o r ,  p re fe rab l y ,  by  med i ca l

documen ta t i on  ( i , e .  GP ' s  repo r t  o r  documen ta t i on

f rom emergency  ca re  un i t ) .
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Al l  pat ients s igned an informed consent before the chal-
lenge test .  However the chal lenge with safe al ternat ive
drugs  is  rou t ine ly  car r ied  ou t  in  our  labora tory  under
day hospi ta l  recovery and under the Guidel ines of
I ta l ian  Soc ie ty  o f  A l le rgo logy  and C l in ica l  lmmuno logy
(15).  This is the reason why the chal lenge tests do not
require the author izat ion of  an ethical  commit tee.

The d iagnos is  o f  P  and N - induced sk in  reac t ions  was
conf i rmed by  us  a f te r  an  ora l  cha l lenge.  A l l  pa t ien ts  o f
th is  s tudy  have been cha l lenged prev ious ly  w i th  P
and N to  ident i f y  a  sa fe  a l te rna t ive  drug  to  NSA|Ds.

After the f i rst  interview, al l  pat ients underwent physi-

ca l  examinat ion .  When ind ica ted ,  sp i romet ry  and
sk in -pr ick  tes ts  (SPTs)  w i th  s tandard ized a l le rgen ic
ex t rac ts  fo r  common inha lan t  and food a l le rgens
(ALK Abe l lo  Group,  Mi lan  l ta ly )  were  a lso  car r ied  ou t .
SPTs were performed and interpreted according to a
s tandard ized method (16) .

f f i e t s * e l x 6 b  m h a S $ * r a g e

To eva lua te  the  to le rab i l i t y  o f  CE as  a l te rna t ive  drug ,
a l l  pa t ien ts  underwent  a  s ing le -b l ind  p lacebo-cont ro l -
l e d  o r a l  c h a l l e n g e .  D u r i n g  t h e  w h o l e  c h a l l e n g e  p r o c e -

dures  a  cont inuous  med ica l  superv is ion  was war ran-

ted  and emergency  care  equ ipment  was ava i lab le .  CE
and p lacebo ( lac tose)  were  admin is te red  in  ident ica l
capsu les  prepared by  the  hosp i ta l ' s  Pharmacy.  Four
doses /capsu le  o f  CE were  used dur ing  the  cha l lenge:
20  m9,60 mg,  120 mg and 200 mg.  Th is  la t te r ,  repre-
sents  the  therapeut ic  dose conta ined in  the  commer-
c ia l  p roduc t .  On the  f i rs t  day ,  th ree  p lacebo capsu les
were  g iven a t  1 -hour  in te rva l .  Dur ing  the  second ses-
s ion ,  a f te r  3 -  4  days ,  the  pa t ien ts  rece ived 20 ,60  and
120 mg CE hour ly .  In  the  th i rd  s tep ,  aga in  3  -  4  days
la te r ,  a  s ing le  therapeut ic  dose o f  200 mg CE was
g iven.  The pa t ien ts  were  eva lua ted  c l in ica l l y  (pu lse

rate,  ar ter ia l  pressure,  pulse-oxymetry,  respiratory
ra te )  a t  schedu led  in te rva ls  dur ing  the  cha l lenge.  A

s tandard  sp i romet ry  was a lso  per fo rmed before
beg inn ing  each cha l lenge sess ion  and a f te r  6  and 24
hours  ( in  o rder  to  exc lude de layed reac t ions) .  The
cha l lenge was cons idered pos i t i ve  i f  one  or  more  o f
the  fo l low ing  ob jec t ivab le  symptoms appeared:  e ry -
t h e m a ,  r u s h  o r  u r t i c a r i a - a n g i o e d e m a .  T h e  c h a l l e n g e
procedure  is  summar ized in  f igure  1 .

RESULTS

Nine pa t ien ts  (4  ma le  and 5  female ;  aged 16-68;  mean
age 41)  were  inc luded,  accord ing  to  c r i te r ia  l i s ted  in
t a b l e  1 .
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Table 2 :  Drugs caus ing adverse sk in  react ions.
*  NSAIDs :  morn i f lumate,  d ic lo fenac,  ketoro lac,  metamizo l .

Out of  the 9 pat ients,  4 (44,4%l had a fami ly history of
al lergy,  3 (33,4oÀl had an history of  ur t icar ia-angioede-
ma and 4 (44,4o/ol  had a c l in ical  h istory of  respiratory
or food al lergy .  In these pat ients,  SPTs with inhalant
and food a l le rgens  conf i rmed the i r  a l le rg ic  sens i t i za-
t ion.  Furthermore 4 pat ients (44,4o/ol  reported cuta-
neous symptoms af ter  the intake of  ant imicrobials (3

B- lac tams,  1  macro l ide) .  A l l  pa t ien ts  had a  c l in ica l  h is -
tory of  adverse react ion to acetaminophen and N
associated or not wi th one or more NSAIDs ( table 2).

None o f  the  pa t ien ts  reac ted  to  p lacebo.  E igh t
pat ients (88,8%) tolerated the therapeut ic dose of  CE
(200 mg)  w i thout  any  reac t ion .  On ly  one pa t ien t  (a  35
year -o ld  woman)  deve loped a  modera te  ang ioedema
of  the  l ips  about  40  minu tes  a f te r  the  admin is t ra t ion
of  the  s ing le  cumula t ive  dose o f  CE (200 mg) .  Th is
adverse event resolved in less than 2 hours af ter  the
admin is t ra t ion  o f  o ra l  ce t i r i z ine  (10  mg)  and in t rave-
nous  methy l  p redn iso lone (40  mg) .  No change in
b lood pressure ,  pu lmonary  func t ion  or  oxygen sa tu-
rat ion was recorded.

IDTSGUSSTON

Al thou g h  some repor ts  o f  a  na phy l  ac t ic /a  na phy l  ac to id

reac t i ons  i nduced  by  CE  have  been  repo r ted  (17 -19 ) ,  i t

i s  genera l ly  recognized that  "cox ibs"  are overa l l  safe

and we l l  to le ra ted  espec ia l l y  in  pa t ien ts  su f fe r ing
from ASA - induced asthma 120,211. Indeed, at  pre-

sent there are more data concerning rofecoxib (22-25)

t h a n  C E  ( 1 1 ) .

To  our  knowledge no  s tudy  has  so  fa r  eva lua ted  the

to le rab i l i t y  o f  CE as  an  a l te rna t ive  drug  in  pa t ien ts  su f -
fer ing f rom associated P and N -hypersensi t iv i ty.

The use o f  these drugs  is  very  common,  due to  the i r
favourable prof i le of  to lerabi l i ty  and ef f icacy.  In fact

the  abso lu te  number  o f  pa t ien ts  re fe r r ing  fo r  P  and/or
N in to le rance remains  low,  when compared to  tha t  o f
ASA and other NSAIDs hypersensi t iv i ty.  Probably,
pat ients suf fer ing f rom associated P and N hypersen-
s i t i v i t y  shou ld  be  cons idered a  h igh ly  reac t ive  popu-

la t ion .  The f ind ing  o f  on ly  one pos i t i ve  response
(11,1yo] r  to  o ra l  cha l lenge w i th  CE in  th is  g roup o f

h igh ly  reac t ive  pa t ien ts  suggests  tha t  th is  agent  has  a
favourable safety prof i le.

An impor tan t  l im i t  o f  th is  type  o f  s tudy  is  the  use  o f

a  s ing le  cumula t ive  dose.  For  th is  reason the  e f fec ts

o f  h i g h e r  d o s e s  o r  t h e  p r o l o n g e d  u s e  o f  t h i s  a g e n t
on  deve lopment  o f  hypersens i t i v i t y  remain  to  be

eva I  u  a ted .
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CALL FOR ENTRIES
sTH ANilUAt SAMTER

]he American Academy of  Al lergy,  Asthma and Immunology (AAAAI) is pleased to announce the st t r ,A*ùùàl t , : ' l l
$amter Journalism Award Program. The AAAAI developed the Samter Award program to celebrate and àw*.t$.l, l . l
outstanding medical /heal th report ing in al lergic disease issues. Winners wi l l  receive a cash pr ize of  $1000;S$i . ' , . : , , ' ;
Deadl ine for  entr ies is October 25,2004.
Al lergic disorders including asthma, al lergies,  s inusi t is  and al lergic skin disorders af fect  2Q% af the U.S. Fopu. ,
lat jon,  and the prevalence cont inues to increase. As a resul t ,  the need for accurate,  helpful  and up-to-ds. te :
information on these topics is in great demand. The Samter Journalism Award is given to those journal,i$ts.,..,1.;
who have made a  pos i t i ve  ímpact  on  the  genera l  unders tand ing  o f  a l le rg ic  d iseases  by the  pub l ic .  ,  , ,
Awards wil l be presented in three categories: ' l  ' ,1,,t::,.. l ;,,,, i1,
' Consumer Print--lncludes newspapers, magazines and online publications written for the general prtbliorir,,, l .., i :1,: i i .,:1i.
'Trade Print--lncludes newspaper, magazine and online publications written for health care professionrl$,..,t:,. '1,,...,.::t,;
'  Rad io  &  Te lev is ion* - lnc ludes  na t iona l  and loca l  p ieces  deve loped fo r  the  genera l  pub l i c .  i
Entr ies wi l l  be judged on the qual i ty wi th which each piece: ,  . ' , , . , . . . : t . r i r . l . i
'  Raises publ ic awareness about some aspect of  a l lergic disease. . , , , ' . , , , . , ; , , . ,1. , ,

,,:,,,,,, ' '  Îecognizes the allergist as the expert and most appropriate provider for the diagnosis and treatment CIf al1fei;t i l1:
: : . : . , , . , l :g ic and immunologic diseases.
, . t . l0írects the reader/ l is tener to addi t ional  resources to fur ther understand the issue.

.  ls  medical ly accurate.
'  ls  creat ive and the qual i ty of  wr i t ing/report ing is excel lent .

,  Al l journal ists are el ig ib le to enter the Samter Awards program. Entry is f ree of  charge. Entr ies must have been .
publ ished or broadcast between September 1,2003 and August 31, 2004. For an entry form and more infor;  ,

'  mat ion  on  the  Samter  Journa l i sm Award ,  v is i t  the  Med ia  Center  o f  the  AAAAI  Web s i te  a t
ht tp: / /www.aaaai .orglmedialsamter journal ism-award or contact  John Gardner,  Media Relat ions Manager at
441 41 27 2-6A7 1 or jgardner@aaaai.org.

The 
fAnAl 

is the largest professional medical specialty organization in the United States represènting allergists, o$th,ff iî, ,,
specialists, cJinical immunologists, all ied health professionals and others with a speciat interest in the research 

"nO 
tt;ni;,,,,.. i

ment of  a l lergic disease. Establ ished in 1943, the Academy has near ly 6,000 members in the Uni ted States,  Canada and 6!

. 
other countries. The Academy serves as an advocate to the public by providing educational information through its Web sit9..
at www.aaaai.org or the toll free physician referral and information l ine at 1-800-822-2762.
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