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IIUTROIDUGTTON

Defini t ion of  chronic urt icar ia

A t rad i t iona l  and genera l l y  accepted  de f in i t ion  o f
chron ic  u r t i car ia  (CU)  is  the  presence o f  h ives  (w i th  o r
w i thout  ang ioedema)  fo r  a t  leas t  6  weeks  (1 ) .  Such
def in i t íon  inc ludes  chron ic  au to immune ur t ícar ia ,
chron ic  id iopath ic  u r t i car ia ,  and phys ica l l y  induced
ur t i car ias  such as  dermograph ism,  so la r  u r t i car ia  and
chol  i  nergic u r t ica r ia.

Ep idemio logy

Studies aiming to assess the exact prevalence of  CU
in  the  genera l  popu la t ion  are  s t i l l  m iss ing .  l t  has  been
est imated that th is disease af fects about 0.1% of the
general  populat ion (2) but the real  prevalence possi-
b ly  exceeds th is  f igure  (3 ) .  CU occurs  p redominant ly
in adul ts;  women are more commonly af fected than
men (4,  5) ,  and the disease frequent ly shows a fami-
l iar  pat tern (6).

Cl in ical  features

U r t i c a r i a  i s  c h a r a c t e r i z e d  b y  w h e a l s ,  w h i c h  m a n i -
f e s t  a s  p i n k  t o  r e d  s w e l l i n g s .  W h e a l s  a r e  f r e q u e n t -
f  y  p a l e r  t h a n  t h e  s u r r o u n d i n g  s k i n  d u e  t o  t h e  c o m -
press ing  e f fec t  o f  dermal  edema (2 l ' .  Ind iv idua l
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w h e a l s  c o m e  a n d  g o  r a p i d l y ,  u s u a l l y  w i t h i n  2 4
h o u r s  ( 3 ) .  W h e n  t y p i c a l  w h e a l s  d i s a p p e a r  n o  a l t e -
r a t i o n s  a r e  l e f t  i n  t h e  s k i n .  W h e a l s  m a y  b e  a  f e w
m i l l i m e t e r  i n  d i a m e t e r  o r  a s  l a r g e  a s  a  h a n d ,  a n d
b e  s i n g l e  o r  v e r y  n u m e r o u s .  T h e y  m a y  o c c u r  a n y w -
h e r e  o n  t h e  s k i n  ( i n c l u d i n g  t h e  s c a l p ,  p a l m s  a n d
s o l e s )  b u t  a r e  r a r e l y  p r e s e n t  o n  m u c o u s  m e m -
b r a n e s ,  w h e r e  a n g i o e d e m a  i s  f r e q u e n t .  P r u r i t u s  i s
a l m o s t  i n v a r i a b l y  p r e s e n t ,  a n d  i s  f r e q u e n t l y  m o r e
s e v e r e  i n  t h e  e v e n i n g  o r  n i g h t t i m e  ( 7 Ì ' .
Ang ioedema is  p resent  in  a t  leas t  50% o î  pa t ien ts
w i t h  C U  ( 8 ) .  A n g i o e d e m a  i s  c h a r a c t e r i z e d  b y  a
s w e l l i n g  w i t h o u t  e r y t h e m a ,  a n d  i s  n o t  a s s o c i a t e d
wi th  p rur í tus .  CU f requent ly  fo l lows a  remi t t ing
a n d  r e l a p s i n g  c o u r s e .  A s p i r i n  a n d  o t h e r  n o n s t e r o i -
d a l  a n t i - i n f l a m m a t o r y  d r u g s  ( N S A I D )  t h a t  i n h i b i t
c y c l o x y g e n a s e - 1  ( C O X - 1 )  e x a c e r b a t e  C U  i n  a b o u t
30o/o  o î  cases  (9 ) .  In  some women CU is  more  seve-
r e  i m m e d i a t e l y  b e f o r e  a n d  d u r i n g  m e n s e s .
C U  i s  f r e q u e n t l y  a s s o c i a t e d  w i t h  a u t o i m m u n e  t h y -
ro id  d iseases ;  these may precede or  fo l low by
y e a r s  t h e  o n s e t  o f  C U .  U r t i c a r i a l  l e s i o n s  m a y  b e
p a r t  o f  a  n u m b e r  o f  d e r m a t o l o g i c  d i s o r d e r s .  T h e
m o s t  c o m m o n  i n c l u d e  u r t i c a r i a l  d e r m a t i t i s ,  m a c u -
l o - p a p u l a r  d r u g  e r u p t i o n s ,  i n s e c t  b i t e  r e a c t i o n s ,
a n d  t h e  p r e - p e m p h i g o i d  r a s h .  M o r e o v e r ,  u r t i c a r i a
a n d  u r t í c a r i a - l i k e  l e s i o n s  c a n  b e  s e e n  i n  s e v e r a l
s y s t e m i c  d i s o r d e r s ,  i n c l u d i n g  g e n e t i c  d i s e a s e s ,
a n d  i m m u n e  a n d  h e m a t o l o g i c a l  d i s o r d e r s .
There fore  the  f i rs t  ques t ion  to  ask  is  whether  the
p a t i e n t  h a s  u r t i c a r i a  o r  a n o t h e r  d i s e a s e  c h a r a c t e r i -
z e d  b y  u r t i c a r i a - l i k e  l e s i o n s .  A  c a r e f u l  a n d  d e t a i l e d
in te rv iew is  genera l l y  su f f i c ien t  to  suggest  assoc ia -
ted  d isorders .  Thereaf te r  a  p rac t ica l  approach to
CU requ i res  tha t  a t  leas t  the  3  main  subtypes ,  phy-
s i c a l  u r t i c a r i a ,  u r t i c a r i a l  v a s c u l i t i s  a n d  c h r o n i c  u r t i -
c a r i a  b e  c o n s i d e r e d .
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Diagnostic workup

Based on the avai lable evidence, the diagnost ic wor-
kup to pat ients wi th CU should be rather standardized.

I what to do:
È Exacerbat ions induced by aspir in or other NSAIDs
and/or f requent/chronic use of  these drugs should be
careful ly and repeatedly ascertained by interview.
>  The presence o f  ind iv idua l  whea ls  las t ing  longer
than 24 hours along with ecchimot ic lesions, purpura
and hyper pigmentat ion as wel l  as systemic symp-
toms inc lud ing  fever ,  fa t igue,  a r th ra lg ia ,  and abdomi -
na l  pa in  shou ld  be  exc luded.  These symptoms are
suggest ive of  ur t icar ia l  vascul i t is  and require a biopsy
of a skin lesion to ascertain the presence of  leukocy-
toclast ic vascul t is .  In order to increase the l ikel ihood
of a correct  d iagnosis of  vascul i t is  the lesion chosen
for  h is to log ica l  examinat ion  shou ld  no t  be  too  young
or  too  o ld .
> Urt icar ia may occur as resul t  of  an lgE-mediated
react ion induced by food, hymenoptera,  latex and
drug al lergens. In these cases, urt icar ia occurs soon
after exposure to the of fending ant igen and is acute
or relapsing rather than chronic. lf ínvolvement of
food, hymenoptera,  latex or drug al lergens is suspec-
ted, skin pr ick tests or determinat ion of  speci f ic  lgE
shou ld  be  car r ied  ou t .
> Speci f ic  d iagnost ic tests to exclude physical  ur t ica-
r ias should be performed where needed:
.  Exerc ise  or  ho t  shower  fo r  cho l inerg ic  u r t i car ia  (10) ;
.  l ce  cube tes t  (10  min  app l íca t ion ;  read ing  a f te r  fu r -

t h e r  1 0  m i n )  f o r  c o l d  u r t i c a r i a  ( 1 1 ) ;
.  L ight  stroking of  skin for  symptomat ic dermatogra-

p h i s m  ( 1 2 ) ;
.  Exposure of  the skin to selected electromagnet ic

wavelengths (v is ib le l ight ,  UVA, UVB, narrow band
UVB) for  solar urt icar ia

.  Contact  wi th water of  any temperature for  aquage-
n ic  u r t i car ia

.  App l ica t ion  o f  a  p ressure  perpend icu la r  to  the  sk in
(reading af ter  1-4 h) for  delayed pressure urt icar ia
( 1 3 ) ;

shou ld  be  per fo rmed in  o rder  to  ru le  ou t  cond i t ions
such as heredi tary or acquired C1 inhibi tor  def ic iency,
ur t i car ia l  vascu l i t i s ,  ra re  u r t i car ia l  syndromes such as
S c h n i t z l e r  s y n d r o m e ,  a n d  s y s t e m i c  a u t o i m m u n e
disorders associated wíth urt icar ia,  and to exclude an
associat ion wi th autoimmune thyroid disorders.  We
suggest  the  fo l low ing  pane l :
.  erythrocyte sedimentat ion rate ;
.  complete blood count and di f ferent ia l  ;
.  e lectrophoresis of  serum proteins ;
.  C3 and C4 complement f ract ions ;
.  an t inuc lear  an t ibod ies  ;
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.  thyrotropin ;

.  au toant ibod ies  to  thyrog lobu l in  and thyro id  peroxy-
dase,

No further test  is  necessary i f  the panel  is  negat ive;
c lear ly,  fur ther invest igat ions are needed i f  one or
more  tes ts  in  the  pane l  a re  no t  normal  (see  f igure  1) .
F Autologous serum skin test  (ASST).  l ts  technique
has been reported ín detai l  e lsewhere (21. A posi t ive
tes t  i s  s t rong ly  suggest ive  o f  an  au to immune or ig in
for CU (14l , ;  recent studies showed that chronic
auto immune ur t i car ia  i s  genera l l y  more  severe  than
chron ic  id iopath ic  u r t i car ia  (15-17) .
È Autologous plasma skin test .  Recent studies sho-
wed that in pat ients wi th CU intradermal test ing wi th
autologous plasma ant icoagulated with Na ci t rate
(APST) scores much more frequent ly posi t ive than
ASSI suggest ing the presence of  p lasma factors
involved in wheal ing.  In ef fect ,  CU pat ients show
s igns  o f  th rombin  genera t ion ,  as  suggested  by  the
increased plasma levels of  the prothrombin f ragment
F . * ,  (18) ;  recent  s tud ies  showed tha t  th is  i s  the  resu l t
of  the act ivat ion of  the t issue factor pathway of  coa-
gu la t ion  cascade (19) .  Notab ly ,  th rombin  is  a  ser ine
protease that has been shown to act ivate mast cel ls in
animal models.  Severe exacerbat ions of  CU are asso-
ciated with a strong act ivat ion of  coagulat ion cascade
tha t  may lead to  f ib r in  fo rmat ion  and f ib r ino lys is ,  as
show by elevated D-dimer plasma levels (20).

Figure 1: Diagnostic workup in patients with chronic urt icaria.

Controversial investigations

There is  a large number of  s tudies deal ing wi th pos-
s ib le  causes  o f  CU,  inc lud ing  psycho log ica l  reac-
t ions ,  food a l le rg ies  and in to le rances ,  and in fec-
t ions ,  bu t  p robab ly  none o f  these are  rea l l y  invo lved
i n  C U  ( 2 1 ) .

I Psychological factors: CU has been shown to affect
everyday  l i fe ,  l im i t ing  and impa i r ing  phys ica l  and
emot íona l  func t ion ing ,  and provok íng  a  heavy  impact
on the qual i ty of  l i fe (22).  Some psychological  invest i -
ga t ions  have shown a  h igher  p reva lence o f  a lex i thy-
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mia and of  depressant features in chronic urt icar ia
pat ients than in normal controls (23).  Whether psy-
chological  d isorders precede or fo l low the onset of
the  sk in  d isease is  s t i l l  unknown;  as  a  consequence,
further studies are needed before the psychological
approach can be  recommended in  the  cur ren t  rou t ine
evaluat ion of  chronic urt icar ia pat ients.

I  Parasi tes:  Stool  examinat ion for  ova and parasi tes
i s  u n n e c e s s a r y  i n  t h e  a b s e n c e  o f  e o s i n o p h i l i a .
A l though some cases  o f  CU occur r ing  in  assoc ia t ion
wi th  An isak is ,  Ech inococcus  granu losus  and
Blastocytis hominis infections have been reported
(24-261, the associat ion of  parasi toses and CU is
ra ther  weak.  In  the  absence o f  eos inoph i l ia  and/or  a
c l in ica l  s to ry  suggest ing  a  h igh  r i sk  o f  paras i t i c  in fec-
t ions ,  there  is  no  need to  per fo rm s too l  examinat ion
and serological  tests for  parasi tes.  However,  i t  has to
be considered that Giardia lamblia infectíon does
not  p rovoke eos inoph i l ia ,  a l though th is  paras i te  has
not  been unequ ivoca l l y  assoc ia ted  w i th  CU ye t .

I  Food al lergy:  Al though there is present ly no evi-
dence that lgE-mediated food al lergy may present as
CU, most pat ients wi th CU present ing at  a l lergy cen-
ters are strongly convinced they have some kind of
food al lergy.  A negat ive skin pr ick test  wi th a stan-
dard  pane l  o f  we l l -chosen commerc ia l  food ex t rac ts
wi l l  he lp  the  phys ic ians  to  demonst ra te  the i r  pa t ien ts
that the disease is not caused by a food al lergy.

I  Food addi t ives:  Restr ict ion diets are not warran-
ted  un less  a  c lear -cu t  re la t ionsh ip  be tween the
ingest ion of  certain preserved foods and a f lare of
h ives  is  repor ted .  In  these ( few)  cases  doub le  b l ind ,
p lacebo-cont ro l led  ora l  cha l lenges  w i th  food add i -
t i ves  w i l l  be  needed to  conf i rm food add i t i ves  in to le -
rance.  In  a  la rge  s tudy  on ly  0 .63% of  1100 pa t ien ts
with CU were found to have an exacerbat ion of  their
d isease fo l low ing  the  inges t ion  o f  some spec i f i c
food add i t i ve ,  bu t  none o f  them reac ted  aga in  on  re -
c h a l l e n g e  ( 2 7 ) .

I Histamine-free diets and salycilates-free diets: As
previously pointed out,  restr ict ion diets are not war-
ran ted  as  no  c lear  ev idence ex is ts  tha t  CU can be
exacerbated  by  h is tamine or  sa lyc íc la tes  conta ined
in  foods  (28) .

I  Hel icobacter pylor i  infect ion:  Recent ly some stu-
d ies  c la imed a  ro le  o f  He l icobac ter  py lo r i  in  chron ic
ur t i car ia  (29 ,  30) ,  bu t  o ther  s tud ies  d id  no t  con f i rm a
cause-e f fec t  re la t ionsh ip  and suggested  tha t  such
assoc ia t ion  occurs  by  chance (31-33) .  A  t ru ly  causa-
t ive ef fect  of  Hel icobacter pylor i  infect ion in chronic
ur t i car ia  has  no t  been observed ye t  (2 ) .
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STEP.BY-STEP APPROAGH
TO THE TREATIUTEIUT

OF GHROilTG URTTGARIA
Some genera l  measures  can be  suggested  to  a l l  CU
pat ients;  for  instance, i t  is  advisable to avoid overhea-
t ing  and a lcoho l  consumpt ion  s ince  they  can exacer -
bate urt icar ia symptoms. Other measures should be
adopted in speci f ic  cases. Pat ients report ing exacer-
bat ions fo l lowing the ingest ion of  acetylsal icyl ic acid
should not take NSAID, wi th the except ion of  those
exert ing l i t t le or no inhibi tory ef fect  on COX-1 (e.9. ,
paracetamol ,  n imesu l ide ,  e to r icox ib )  wh ich  are  in
most cases better tolerated by these patients. Patients
wi th  ang ioedema shou ld  avo id  ang io tens in -conver -
t ing enzyme inhibí tors.  Exclusion diets are recom-
mended only when hypersensi t iv i ty to food al lergens
or  in to le rance food add i t i ves  has  been c lear ly
demonstrated.
Drug therapy  o f  CU re l ies  main ly  on  H1 an t ih is ta -
mines ,  sys temic  s te ro ids  and immunomodu la t ing
drugs. A step-by-step approach can be convenient ly
fol lowed in al l  cases, al though i t  is  now clear that
chron ic  au to immune ur t i car ia  tends  to  be  more  seve-
re and to relapse more frequent ly than chronic id iopa-
th ic  u r t i car ia  (15 ,16) .  There fore ,  a  more  aggress ive
approach might be just i f ied in pat ients wi th chronic
auto immune ur t i car ia .
The f i rst  step in the management of  CU is represented
by the new low-sedat ing H1 receptor antagonists,
such as cet i r iz ine,  loratadine, fexofenadíne, mizolast i -
ne  and ebas t ine .  These drugs  a t  the  da i l y  doses  sug-
gested (10 mg in al l  cases except 180 mg for fexofe-
nad ine) ,  w i l l  con t ro l  p rur i tus  and h ives  in  most  u r t íca-
r ia pat ients (34-38).  Levocet i r iz ine,  the act ive enant io-
mer  o f  ce t i r i z ine ,  and des lo ra tad ine ,  the  b io log ica l l y
act ive metabol i te of  loratadine, both given at  the dai ly
dosage of 5 mg, seem effective as well, with even less
r isk of  sedat ion and interact ion wi th other drugs than
older compounds (39,40).  At  least  dur ing the f i rst  per-
iod of  t reatment,  the drugs should be taken regular ly
and not on demand in order to maximize benef i t .  l f
symptoms are severe,  associated with angioedema,
and the  pa t ien t  i s  anx ious  and d is tu rbed a t  n igh t ,  o ld
sedat ing  H1 an t ih is tamines ,  such as  hydrox iz ine  (25
to 50 mg/day) and diphenydramine (25 mg twice a
day) may be used instead of  the new generat ion H1
ant ih is tamines .  The drugs  are  usua l ly  admin is te red  in
a  s ing le  noc turna l  dose to  min imize  da i l y  sedat ion .
Some authors suggest to give doses higher than those
recommended or to add a second H 1 antihistamine or an
H2 antihistamine in patients reporting l itt le effect from H1
antihistamine treatment (41). However, as there is pre-
sently no clear evidence that such approaches represent
an advantage over the use of a single antihistamine at
l icensed doses but are l ikely to increase the risk of side



effects without providing significant clinical benefits they
cannot be presently recommended; in effect, in a recent
study most patients with severe CU did not show any
benefit taking daily doses of cetirizine of 30 mg (i.e., 3
times higher than the recommended dosesl (421. combi-
ned treatments with a H1 and a H2 antihistamine or with
two H1 antihistamines do not seem to provide any clear
advantage over H1 antihistamine monotherapy (43,44lr.
The second step in the pharmacological  t reatment of
chronic urt icar ia is represented by systemic steroids
(45).  Short  courses of  oral  steroids ( for  example pred-
n isone 0 .3-0-5  mg/kg  da i l y  o r  methy lp redn iso lone 16
mg dai ly to be tapered and stopped within 3-4 weeks)
can be prescr ibed i f  ur t icar ia symptoms are severe
and d is tu rb ing  and i f  the  pa t ien t  needs  a  rap id  re l ie f
and comple te  d isease cont ro l  fo r  spec ia l  c i rcum-
stances. Steroid therapy is highly ef fect ive,  but  long-
term administrat ion cannot be proposed because of
the wel l -known side-ef fects,  such as hypertension,
díabetes and osteoporosis.  ln some cases, oral  ste-
roid therapy can be prolonged, but i t  has to be kept at
the lowest ef fect ive dose ( for  example,  prednisone 5
mg da i l y  o r  every  o ther  duy) .
l f  ur t icar ia relapses af ter  a short  course of  steroid the-
rapy, and symptoms are not adequately control led by
H1 ant ih is tamines ,  leukot r íene- receptor  an tagon is ts
cou ld  be  t r ied .  In  a  var iab le  p ropor t ion  o f  CU pat ien ts
monte lukas t  and za f i r lukas t  a t  the  usua l  da i l y  doses  o f
10 mg and 20 mg b. i .d. ,  respect ively,  can achieve urt i -
car ia  cont ro l  when added to  H1 an t ih is tamine therapy
(46-51).  Pat ients who are l ikely to benef i t  f rom leuko-
tr iene receptor antagonists are those posi t ive on
ASST and exper iencing urt icar ia exacerbat ions fo l lo-
w ing  the  inges t ion  o f  NSAID (52 ,  53) .
The third step in chronic urt icar ia t reatment are
i m m u n o s u p p r e s s i v e  a g e n t s ,  n a m e l y  c i c l o s p o r i n .
When H1 ant íh is tamines ,  s te ro ids  and leukot r iene
antagonists fa i l  to achieve urt icar ia control  or  when
the  min imum dose o f  o ra l  s te ro id  requ i red  exposes
the pat ient  to unacceptable s ide ef fects,  immunosup-
pressive therapy with c ic lospor in can be started. This
drug is ef fect ive in pat ients wi th severe unremit t ing
urt icar ia and a poor response to convent ional  t reat-
ment (54-56).  In a recent study 8/19 pat ients receiv ing
c ic lospor in  had a  remiss ion  o f  u r t i car ia  accompan ied
by a decrease of  serum histamine-releasing act iv i ty
(57).  Treatment wi th c ic lospor in at  the dai ly dose of  3-
4  mg Kg '  shou ld  las t  fo r  3 -6  months ,  per fo rming
b lood pressure  and rena l  func t ion  cont ro ls  a t  regu la r
intervals.  According to l i terature data and to our per-
sona l  exper ience,  u r t i car ia  remiss ion  can be  ach ieved
in 50-80% of pat ients receiv ing c ic lospor in for  3-6
months.  Given the potent ia l ly  ser ious s ide ef fects,  i t  is
genera l l y  agreed tha t  c ic lospor in  shou ld  be  g iven to
pat ients wi th severe unremit t ing urt icar ia,  requir ing
prolonged high dose steroid therapy.

l m m u n o m o d u l a t o r s  d r u g s  o t h e r  t h a n  c i c l o s p o r i n
have been tr ied as wel l ,  but  the exper ience is l imi ted
and these drugs  can be  recommended on ly  ín  cases
of severe refractory urt icar ia.  In a recent open study
low-dose tacro l imus ach ieved a  c l in ica l  response in
12117 (70 .5%)  pa t ien ts  w i th  severe  CU (58) .
Pre l im inary  da ta  a re  indeed promis ing ,  bu t  fu r ther
studies are needed to c lear ly establ ish the place of
tacro l imus in  the  therapy  o f  CU.  Low-dose metho-
trexate has been favorably employed in two pat ients
wi th  au toant ibody-negat ive ,  re f rac to ry  CU (59) .
Successful  t reatment wi th oral  or  intravenous-pulse
cyc lophosphamide has  a lso  been repor ted  in  s ing le
pat ien ts  w i th  re f rac to ry  u r t i car ia  (60 ,61) .
Plasmapheresis has been used to t reat  some autoan-
t ibody-posi t ive pat ients wi th severe unremit t ing chro-
nic urt icar ia (621. This approach is ef fect ive,  but
unpract ical  and can not be proposed for long-term
management  o f  chron ic  u r t i car ia  pa t ien ts .  H igh  dose
i n t r a v e n o u s  i m m u n o g l o b u l i n  ( l v l G )  h a s  b e e n
employed to t reat  some immune-mediated diseases.
An at tempt to t reat  chronic urt icar ia pat ients wi th lVlG
was done by  O 'Donne l l  e t  a l .  (63)  w i th  apparent  bene-
f i t ,  but  the study was smal l  and the ef fect iveness was
not conf i rmed by others (64).  Hydroxychloroquine
has been used to t reat  hypocomplementemic urt ica-
r ia l -vascul i t is  syndrome (65) and, more recent ly,  has
been admin is te red  in  combina t ion  w i th  H1 an t ih is ta -
mines  in  pa t ien ts  w i th  chron ic  au to immune ur t i car ia
(66).  Al though the resul ts of  th is study have shown a
favorab le  e f fec t ,  hydroxych lo roqu ine  cannot  be
recommended rou t ine ly  in  pa t ien ts  w i th  CU,  e i ther
au to immune or  id iopath ic ,  and i t s  p r imary  ind ica t ion
remains  hypocomplementemic  u r t i car ia l -vascu l i t i s
syndrome, in combinat ion wi th systemic steroids.
Some smal l  studies have suggested the ef f icacy of
su l fasa laz ine  and dapsone,  wh ich  have immunomo-
dulatory propert ies,  in the t reatment of  CU (67-69).
However,  the exper ience is l imi ted and the rout ine
u s e  o f  t h e s e  d r u g s  c a n  n o t  b e  r e c o m m e n d e d .
Levothyroxine administrat ion had reportedly a favo-
rable ef fect  in some pat ients wi th chronic urt icar ia
and associated autoimmune thyroidi t is  (70).  However,
ef f icacy was not conf i rmed by other studies (71).  Our
opinion is that  th is t reatment should be reserved to
those pat ients wi th both hypothyroidism and CU.
Final ly,  in v iew of  the recent f indings of  the involve-
ment of  the coagulat ion factors in pat ients wi th CU
(18-20)  i t  i s  poss ib le  tha t  d rugs  ac t ive  on  the  coagu la-
t ion system wi l l  increase their  re levance in the t reat-
ment of  th is disorder in the next future.  To date t reat-
ment of  chronic urt icar ia wi th warfar in and tranexa-
mic  ac id  has  been t r ied  by  some authors  w i th  var iab le
resul ts (72-7 4l ;  in addi t ion,  a case of  CU responding to
hepar in  sod ium admin is t ra t ion  has  been recent ly  des-
c r ibed (75) .  A  smal l  bu t  con t ro l led  s tudy  by  Pars lew e t
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al.  (72l '  showed a response to warfar in in some
pat ien ts  w i th  CU and ang ioedema unrespons ive  to  H1
ant ih is tamines .  In te res t ing ly ,  these pa t ien ts  were
negat ive on ASST and had therefore chronic id iopa-
thic (not autoimmune) urt icar ia.  We suggest that  war-
fa r in ,  hepar in  o r  t ranexamic  ac id  may be  t r ied  in
pat ients wi th refractory CU associated with angioede-
ma who are negat ive on ASST.

THE GENERAL PRACTITIONER BOX

llChronic urt icar ia lasts more than 6 weeks
2/lt is not caused by food allergy or intolerance.
3/Most pat ients respond wel l  to ant i -h istamine
treatment.
4/Address patients to the allergologist to carry
out intradermal test ing wi th autologous serum
and plasma, and in case of  ongoing disease or
poor response to ant ih istamines.

I Questions to be asked:
à How long have you been suffering from
hives and how long do hives last?
È ls urticaria triggered by light skin stroking, exer-
cise, hot showel water contact, cold or sun expo-
sure and applícation of a pressure to the skin?
F Are urt icar ia l  symptoms related to drug or
food intake?
> ls urt icar ia exacerbated by intake of  aspir in
or other nonsteroidal  ant i - inf la m matory d ru gs?
> ls urticaria associated with other symptoms,
such as arthralgias,  abdominal  pains and fever?

I What to do:

observat ion of  ur t icaríal  weals and di f ferent ia l
d iagnosis wi th other dermatological  d isorders
such as purpura,  ur t icar ia l -vascul i t is  and urt i -
car ia pigmentosa.
> A limited number of laboratory investigations
should be performed including erythrocyte sedi-
mentation rate, complete blood count and diffe-
rential, electrophoresis of serum proteins, mea-
surement of C3 and C4 complement fractions,
detection of antinuclear antibodies, measure-
ment of thyrotropin and detection of autoantibo-
dies to thyroglobulín and thyroid peroxydase.

respond to the last  generat ion ant i -H1 antago-
nists.  l f  the pat ient  is  anxious and disturbed at
night,  o lder sedat ing antí-H1 antagonists may
be preferred. In case of symptom persistence
and for fur ther invest igat ions,  address the
pat ient  to the al lergologist
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THE THERAPY BOX: A PRACTICAL
APPROACH TO THE PHARMACOTHERAPY

OF CHRONIC URTICARIA

I Fist l ine

Levocet i r iz ine,  desloratadine, ebast ine,  cet i r iz i -
ne,  fexofenadine, loratadine, mizolast ine.
lf the patient is anxious and disturbed at night,
prefer old sedating H1 antihístamines:
Hydroxiz ine,  d iphenydramine.

I Second line
È Steroíd therapy: Prednisone, methylpredni-
so lone.
> lf the patient reports NSAID hypersensitivi-
ty, try leukotriene receptor antagonísts:
Montel u kast, zafi r l ukast

I Third tine
b lmmunosuppressive therapy; Ciclosporin.
Other therapies that have been used in patients
with chronic urticaria unresponsíve to H1 antihis-
tamines and steroíds are: tacrolimus, cyclophos-
pha m ide, methotrexate, hyd roxycl o roq u i ne, da p-
sone, sulphasalazine, plasmapheresis, warfarin
and tranexamic acid. Experience with these the-
rapies is anedoctal or l imited and therefore they
cannot be recommended for routine use.
In patients with hypothyroidism and chronic urti-
caria, treatment with levothyroxine is indicated.
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