
Novembre (1),  A. Cianferoni  ( l  ,2!r ,  F.  Mori
L .  D i  Grande ( l ) ,  N.  pucc i  ( l ) ,  C.

DEFt|UlTlOtU

r t icar ia is a rash, that  typical ly involves skin
and mucosa,  and is  charac ter ized  by  les ions
known as hives or wheals.  A hive is a prur i t ic

p laque usua l ly  e ry thematous  and edematous ;  the
edematous ,  cen t ra l  a rea  (whea l )  can  be  pa le  in  com-
par ison to the erythematous surrounding area ( f lare).
These les ions  b lanch w i th  p ressure ,  and are  the  resu l t
o f  d i la t ion  o f  smal l  venu les  and cap i l la r ies  loca ted  in
the  super f i c ia l  dermis .  s im i la r  pa tho log ic  a l te ra t ions
tha t  occur  in  the  deep dermis  and subcutaneous t i s_
sue cause a skin/mucosa manifestat ion cal led angioe_
dema. Urt icar ia and angioedema are very of ten asso-
c ia ted :  u r t i car ia -ang ioedema syndrome (UA) .  UA is  a
sk in  cond i t ion  w i th  a  very  h igh  preva lence among the
general  populat ion,  10-20"/o of  the general  populat ion
exper iences  UA a t  leas t  once in  l i fe .  In  ch i ld ren  the
preva lence is  2 -6% (1)

PATHOPHYSTOLOGY

The ce l l s  respons ib le  fo r  caus ing  ur t i car ia  inc lude
mast  ce l l s  and basoph i ls .  These ce l l s  a re  ab le  to  re lea-
se histamine, the most important mediator in the urt i_
car ia  pa thogenes is .
Mast cel l  and basophi les produce many other factors
tha t  may a lso  p lay  a  ro le  in  the  UA pathogenes is .
Mast  ce l l s  ma in ly  res ide  in  t i ssues ,  and in  add i t ion  to
histamine, produce other preformed mediators,  such
as tryptase, proteogl icans, hepar in and chondroi t in
su lphate  A and B.  Basoph i les  a re  usua l ly  found bo th
in  the  c i rcu la t ion  and in  t i ssues  dur ing  an  ac t ive  a l le r -
gic inf lammation process, and express chondroi t in
su lphate .  A  as  we l l  as  h is tamine and pre formed
mediators.  Upon st imulat ion mast cel ls and baso-
phi les are able to synthesize leukotr iens (LTB. and
LTC4),  whereas only mast cel ls are able to secrete
pros tag land in  D,  (PGD2) .  Both  mast  ce l l  and  basoph i ls
can express lL-4,  lL-13, but,  in addi t ion,  mast cel ls
expres-s-[-5, lL-O, GM-CSF and TNF-alfa (Zl.

E.
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GTASSTFIGATIOIU

A classi f icat ion of  ur t icar ia for  c l in ical  use has been
r e c e n t l y  p u b l i s h e d  i n  a  E A A C I  g u i d e l i n e  ( 3 ) .
Spontaneous urt icar ia is def ined as acute i f  wheals
last  less than 6 weeks, and chronic i f  wheals last  6
w e e k s  o r  m o r e .  P h y s i c a l  u r t i c a r i a  i n c l u d e s  c o l d
contact ,  delayed pressure,  heat contact ,  solar,  dermo-
graphic,  and vibratory urt icar ia.  Other urt icar ia disor-
ders  inc lude acquagen ic ,  cho l inerg ic ,  con tac t  and
exercise induced urt icar ia (Tab. 1 ) .

Table 1:  Classi f icat ion of  ur t icar ia.

The acute episodic form is the most prevalent in the
pediatr ic populat ion,  and i t  is  of ten a recurrent pheno-
menon ( recur ren t  u r t i car ia ) .
A c u t e  e p i s o d i c  u r t i c a r i a  i s  u s u a l l y  t r i g g e r e d  b y
viruses, al lergic react ions to foods and drugs, contact
w i th  chemica ls  and i r r i tan ts ,  o r  phys ica l  s t imu l i .  In
many instances i t  is  not  possible to ident i fy a speci f ic
cause ( id iopath ic  u r t i car ia )  (4 ) .
Chron ic  u r t i car ia  in  ch i ld ren  is  caused by  phys ica l
factors in at  least  6% of cases (b,O).  Less of ten,  infec-
t ions (4o/o),  foods (4o/ol ,  addi t ives (2.6oA]) ,  aeroal ler-
gens  1Q.2%l  and drugs  (1 .6%) ,  a re  found to  be  the
tr igger factors.
ln some pat ients wi th chronic urt icar ia,  auto-react iv i ty
funct ional  auto-ant ibodies directed against  the immu-
noglobul in E ( lgE) receptors have been descríbed in
both adul ts and chi ldren (chronic urt icar ia wi th auto-
ant ibodies or autoimmune urt icar ia )  (7,  8) .

Spontaneous ur t icar ia - acute urt icaria
-  chron ic  ur t icar ia

Phys ica l  ur t icar ia cold contact urt icaria
delayed pressure urt icaria
heat contact urt icaria
so lar  ur t icar ia
urt icaria fact i t ia
vibratory urt icaria

Other urticaria disorders acquagenic  ur t icar ia
chol inerg ic  ur t icar ia
contact urt icariai

Exerc ise induced ur t icar ia



Nevertheless,  the causat ive factor for  chronic urt icaría
is  ident i f ied  in  on ly  22% o f  cases  (5 ) .

Urt icar ia and angioedema can be a symptom of sys-
temic  d iseases  (co l lagenopath ies ,  endocr inopath ies ,
n e o p l a s i a s ,  h e m o l y t i c  d í s e a s e s ,  c e l i a c h i a ) .  ( 4 ) .
Syndromes tha t  inc lude ur t i car ia /ang ioedema are :
M uckle-Wel I  synd rome, Sch n i tz l  er 's synd rome, G le ich
syndrome, Wel l 's  syndrome (3).  In other cases, urt ica-
r ia is related to other diseases as a resul t  of  the
pat ient 's history (urt icar ia pigmentosa, urt icar ia l  vas-
cu l i t i s ,  co ld  induced fami l ia r  u r t i car ia ,  hered í ta ry
ang ioedema)  (3 )

UR]TrcARIA "MAIUAGEIUIEIUT"

Urt icar ia management should start  wi th a check l is t  to
adequate ly  charac ter ize  the  c l in ica l  and anamnest ic
features of  the episode (9) (Tab. 2).

Once episodic or chronic urticaria has been established,
a specific diagnostic algorithm can be followed (Tab. 3-a).
Di f ferent urt icar ia c l in ical  features must guide the spe-
ci f ic  d iagnost ic test ,  especial ly i f  a physical  factor is
suspected (Tab5). There is no need to use the same
blood tests for  a l lcases of  ur t icar ia!  (Tab. 5).  Blood exa-
minat ions (blood cel l  count wi th di f ferent ia l ,  ESR, CRP
hepat ic and thyroid funct ion,  BUN and gl icemia,  ant i -
strept t i ter ,  complement,  total  and speci f ic  lgE),  skin
tests for  common inhalants,  food or drug al lergens,
food or addi t ive chal lenges, el iminat ion diets,  auto-
ant ibodies,  infect ious disease work-up (hepat i t is  B e C,
TORCH, Epstein-Barr ,  urea-breath test  for  the diagnosis
Hel icobacter Pylor i  infect ion,  ur ine cul ture,  stool  cul tu-
re,  nasal  or  pharyngeal  or  vaginal  cul ture beta hemoly-
t ic streptococcus and staphylococcus) should be consi-
dered part  of  an extended diagnost ic programme only
in the case of  chronic spontaneous urt icar ia and accor-
ding to the patient's history (3, 4) (Tab. 6).

1) Lesion f i rst  appeared:

2) Durat ion of  ur t icar ia: D < weeks tr > 6 weeks

3) Durat ion of  indiv idual  wheals:  J < 2+ hours n < 24 hours

4) Size of  wheals:  .  .  .  .

5 )  C o l o u r :  . . . .

6) Skin's appearance after wheals have faded:

7) Frequency of  wheal ing:  .  .  .  .

8)  Diurnal  var iat ions?: .  .

9) Particular parts of body affected?: I VfS t rNO

l f  yes,  which?

10) Swel l ing of : D eyel ids

D tongue

11)Are les ions brought  on by:  t r  rubbing

E exercise

f, cold

tr  l ips E throat

D face

D pressure

U heat

D exposure to UV l ight

D immers ion  in  co ld  and warm water

12l' Are there associated symptoms?: D fever D jo in t  pa in

f l  we igh t  loss  D abdomina l  pa in

13) Are in i t iat ing or provoking factors ( food or emot ions) present?:

14) History of  in ject ions,  insect bi tes or recent i l lness:

15) History of  drug use:

Table 2 :  Anamnest ic  and c l in ica l  features o f  the ur t icar ia  ep isodes.
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Patienl has skinlmucosal lesion compatible wilh unicaria

.Historv ofpossible triggers (ttrugs, foods, additives, inhalans, phl,sical agenrs.
infbctious asents, insects)

.exantnSlron

Ctrnsider possible blood rvork-up
according to histon and trcatrìrent (reduce
fàctors that could ìncrease urticarir, druts)

[ :xamination confìrns

triggering r1tcnt

F r r l l ou  t hc  pa l i r n t \  a t ì d  e ra lua t c  i f

synìp{r)ms last less tlliìn 6 weeks

l - . l i n r i r r a tn rn  o f  t r i ggc r i ng  agcn l  i f  nos \ i h l (

Table 3: Acute urt icaria: diagnostic algorythm.

l r ) iasnosis i  lN** l tu-**r . l
t

Autologous serum skin test positive -

auto i lnmunc
Autologous serum skin test

negalivc*idiopath ic

Table 4: Chronic urt icaria: diagnostic algorythm.

Urticaria type Clinical features Test

Pressu re Erythematous, edematous,
in size, at the site of pressure (soles of feet,
palms of hands, waist) that last > 24 hours,
not associated with angioedema.

Apply  pressure for  10 minutes increas ing
pressure (500 g/cm', 1000 glcm'
15009/cm') at 90 degrees on the skin or a
weight (6 kg) for 20 minutes on the extensor
aspect  o f  the th igh ( " reading"  a t  30 minutes,
3 hours, 6 hours, 24 hours): posit ive test =
lesion erythematous and persistent.

Cold Erythematous, edematous, i tch lesion
in the area in contact with cold liquid or cold object.
Can be general ized. Can be associated
wi th  angioedema.

Apply an ice cube for 10 minutes on the forearm,
within 5 - 10 minutes after removing the ice a
wheal  should  appear .
Stay in a cold room (4 C') for 10 - 30 minutes.

Col inerg ic Smal l ,  monomorphic ,  prur i t ic ,  pa l l id
or pink wheal, mostly on trunk, neck
and l imbs associated with angioedema.

Excercise
lntradermal test with methacol in

Au to immune Without specif ic cl inical feature can be chronic Autoinject ion: intradermal with 50 of patient
serum (pos i t ive  i f  wheal  vo lume is  >  9  mm3
compared to the control after 60 minutes,
pos i t ive  i f  the wheal  d iameter  is  >  1 ,5  mm
compared to the control after 30 minutes).
Reduct ion in  per iphera l  basophi ls .
Histamine release from basophils.

Dermografism lmmediate (starts 2-5 minutes after the st imulus,
and lasts 30 minutes), intermediate (starts after
30 minutes-2 hours and lasts 3-9 hours), delayed
(starts after 4-6 hours and lasts 24-48 hours).

Scratch (back or forearm) with dul led point or
nai l  with moderate pressure (from 3200 to
4900 g/cm') for a length of 10 cm.

Table 5: Cl inical features and specif ic tests in some types of urt icaria.
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Suspected etiology Procedures

Genera l  screening: Complete blood count, sedimentation rate
ur ina lys is

Vasculi t is: lg ,  ant inuc lear  fac tor ,  immune complexes
sk in  b iopsy

Infectio ns: Cul tures,  sero log ica l  s tud ies,  l i ver  funct ion
tests, stool for ova and parasites, x-ray

Al le rg i c : lgE,  sk in  tes ts ,  eos inophi l  count ,  cha l lenge,
el imi nation diet,  tryptase

Phys ica l :
Chol inerg ic
Dermatographism
Cold
So la r
Heat

Metachol in  tes t ,  runn ing
Spr ing- loaded dermographometer
lce cube test
Light exposure
Warm water immersion

Heredi tary  angioedema C3-C4,  C1 esterase inh ib i tor

Other T3-T4-TSH, skin biopsy, urea breath-test

Table  6 :  Laboratory  eva luat ion o f  ur t icar ia  and angioedema.

IIUFEGTIOIU TIIIDUGEID URTIGARTA
lnfect ions can tr igger acute urt icar ia and exacerba-
t ions of  chronic urt icar ia.  Infect ions do not seem to be
the  cause,  per  se ,  o f  chron ic  u r t i car ia .
Viruses, such as HBV HCV, HAV EBV and in particular ade-
novirus and rhinovirus have been reported to be causes of
acute urticaria and exacerbations of the chronic form. Little
is known of the pathogenetic mechanism responsible for
virus induced urticaria. The most l ikely explanation is that
the virus induced release of pro-inflammatory lympho-
kines and cytokines may increase mast cell and basophile
"releasabil ity", facil i tating their degranulation (6, 2).
Chron ic  pers is ten t  bac ter ia l  in fec t ions  such as
H.Pylor i ,  streptococci ,  staphylococci ,  or  Yersinia can
also t r igger urt icar ia l  symptoms (10).  Bacter ia l  infec-
t ion (streptococcus and staphylococcus) may induce
acute urt icar ia that  of ten evolves into the chronic type.
As antibiotics and NSAIDs are often prescribed during
viral or bacterial infections, the infection-induced urticaria
is often mistakenly attributed to the drug instead of the
infective agent.
The most common skin manifestation associated with
infection or reactions to drugs are maculopapular or ery-

thematous exanthemas, which typically
start at the trunk or areas of pressure, and
subsequent ly spread to the l imbs. l tch
and fever may or may not be present.
Occasional ly drug-induced erythematous
exanthemas may progress into far more
severe skin manifestations (erithroder-
mia,  Stevens,Jhonsonn Syndrome).  For
an accurate diagnosis of adverse reaction
to drugs, the patient's history is the most
useful tool available, such as cause-effect
relationsh ip between drug adm i nistratíon
and beginning of  symptoms, morpholo-
gy  and d is t r ibu t ion  o f  les ions .  For
example, an episode of hives shortly after
administrat ion of  an ant ib iot ic or angioe-
dema shortly after NSAIDs intake is high-
ly indicat ive of  an al lergic react ion.  The
presence of  a s ign not involv ing the skin
is suggestive of an adverse drug reaction
(fever, malaise, lymphoadenopathy, diar-
rhea, arthralgia,  tachycardia,  hypoten-
sion, dyspnea); the correct use of lab tests
( i .e.  eosinophi l  count,  hepat ic funct ion,
viral tests) may offer some assistance in
the differential diagnosis between viral
exanthema and adverse react ions to
drugs (11). However, very often the viral
exanthema and the drug react ion cannot
be differentiated, and a prudent change
of antibiotic or suspension of treatment
may be warranted.

The role of H. pylori (Hp) in chronic urticaria is debated (7).
Even i f  the rate of  Hp infect ion in pat ients wi th chro-
n ic  u r t i car ia  i s  s im i la r  to  tha t  found in  the  genera l
popu la t ion ,  the  immune response to  Hp in  pa t ien ts
with chronic urt icar ia seems to be di f ferent and cha-
racter ized by a higher lgE secret ion.  Moreover,  in
some papers eradicat ion of  Hp was associated with a
reso lu t ion  o f  u r t i car ia  (10) .  However ,  no  conv inc ing
demonst ra t ion  o f  a  causat ive  ro le  o f  Hp in  chron ic
ur t i car ia  i s  p resent ly  ava i lab le .
The ro le  o f  paras i t i c  in fec t ions  in  the  pa thogenes is  o f
chron ic  u r t i car ia  i s  very  uncer ta in  (10) .
In  conc lus ion ,  even i f  the  re la t ionsh ip  be tween ur t i ca-
r ia and infect ion is of ten suspected cl in ical ly,  the lack
o f  doub le  b l ind  s tud ies  makes i t  d i f f i cu l t  to  p rove  such
an associat ion,  especial ly in a set t ing of  d i f ferent st í -
mu l i  tha t  can  induce ur t i car ia .

ALTERGIG URTTGARIA

Al lergic urt icar ia is the best known urt icar ia type. The
pathogenet ic mechanism is wel l  known. Affected
ind iv idua ls  a re  sens i t i zed  to  spec i f i c  a l le rgens  (most

Remove identifiable causes
Non-drug therapy Drug therapy

Explanat ion and in format ion
Avoid FANS
Minimize stress, over-heating alcohol
Exc lus ion d ie t  when ind icated

Fi rs t  l ine-  a l l  pat ients :
-ant i -H1

Second l ine-  spec ia l  ind icat ions:
- anti-LT, anti-H2, Cort icosteroids
-  Ad rena l i ne
Thi rd  l ine-  spec ia l is t  use on ly :
-  Cyc lospor in  and tacro l imus
- l g
-  Cyc lophoshamide

Table 7 :  Therapeut ic  management  o f  ur t icar ia .
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o f ten  f oods ,  pen i c i l l i n s ,  cepha lospo r i ns  o r  i nha lan t

a l l e rgens ) ,  t owa rds  wh i ch  t hey  p roduce  spec i f i c  an t i -

body  o f  l gE  c l ass  (6 ) .  Such  an t i bod ies  b ind  t o  t he  l gE

h igh  a f f i n i t y  r ecep to r  p resen t  on  mas t  ce l l s  and  baso -
ph i l es .  The  a l l e rgen  b inds  t o  t he  l gE  a t t ached  to  t he
recep to r ,  i nduces  t he  c ross  l i nk i ng  o f  r ecep to rs ,  and

subsequen t  deg ranu la t i on  o f  mas t  ce l l s  and  baso -
ph i l es .  Examp les  o f  t h i s  u r t i ca r i a  t ype  a re :  f ood  i ndu -

ced  u r t i ca r i a /ang ioedema i n  sub jec t s  w i t h  f ood  a l l e r -
g y ,  p e n i c i l l i n s  o r  c e p h a l o s p o r i n  i n d u c e d  u r t i c a r i a  i n

sub jec t s  t ha t  p roduce  l gE  aga ins t  such  d rugs .

The  pa t i en t ' s  h i s to r y  es tab l i shes  a  t empora l  r e l a t i on -

sh ip  be tween  food  o r  d rug  i n take  and  t he  onse t  o f

u r t i ca r i a .  A l l  t ypes  o f  f ood  can  i nduce  u r t i ca r i a  i n  sen -

s i t ized ind iv idua ls ,  however  the foods most  o f ten

invo l ved  a re  eggs ,  m i l k ,  sea food  and  f r u i t .  The  d rugs

that  most  o f ten cause ur t icar ia  are the beta lac tams.

Non -s te ro ida l -an t i n f l ammato ry  d rugs  (NSA lDs )  can

cause  u r t i ca r i a  by  i nduc ing  deg ranu la t i on  o f  mas t

ce l l s  and  basoph i l es ,  bu t  no t  i n  an  l gE  med ia ted

fash ion .  NSAID  i nduced  u r t i ca r i a  i s  t yp i ca l l y  assoc ia -

t ed  w i t h  ang ioedema.  These  ep i sodes  a re  mos t  o f t en

acu te ,  r ecu r ren t  and  on l y  se ldom ly  ch ron i c .

The  mos t  use fu l  t oo l s  f o r  d i agnos i s  a re  sk in  t es t s
(p r i ck  t es t ) ,  measu remen t  o f  se rum spec i f i c  l gE ,  cha l -

l e n g e  a n d  o c c a s i o n a l l y  e l i m i n a t i o n  d i e t s  ( 1 2 ) .

PSEUDO FOOD ALTERGY
AIUD URTTGARTA

Pseudo  food  a l l e rg ies  a re  qu i t e  p reva len t  and  seem to

be  respons ib l e  f o r  ch ron i c  u r t i ca r i a  more  o f t en  t han

food  a l l e rgy  (13 ) .  Pseudo  food  a l l e rg ies  a re  due  t o  h i s -

t am ine  re l ease  f r om sk in  mas t  ce l l s  and  seem to  be

t r i gge red  by  seve ra l  agen ts  (NSA |Ds ,  add i t i ves  such

as  sa l i c y l a tes  and  benzoa tes ,  and  f ood  co lou rs  such

as  t a r t r az ine )  ( 14 ) .  I n  r a re  cases  u r t i ca r i a  can  be  t he

consequence  o f  i nha la t i on  o f  vo la t i l e  a roma t i c  com-
p o u n d s  f o u n d  i n  w h i t e  w i n e  a n d  t o m a t o e s  ( 1 5 ) .

D iagnos i s  i n  t hese  cases  i s  based  on l y  on  cha l l enges

and  e l im ina t i on  d ie t s ,  as  i n  t hese  i ns tances  sk in  t es t s

a re  o f t en  no t  r e l i ab le .

IilSEGT BTTE TIUDUGEID URTIGARTA

This  i s  p robab ly  the  most  common type o f  u r t i car ia  in
ch i ld ren .  l t  i s  charac ter ized  by  groups  o f  p rur i t i c  h ives
or  papu les  on  the  exposed par ts  o f  the  body  (a rms,
l e g s ) .  S e v e r a l  i n s e c t s ,  i n c l u d i n g  m o s q u i t o e s  a n d
f leas ,  can  cause h ives  or  papu les .  The pa thogenet ic
m e c h a n i s m  c a n  b e  e i t h e r  i m m u n o - m e d i a t e d  ( a n  l g E
mediated response is fo l lowed by a delayed respon-
se) or,  most of ten,  i r r i tat ive.  Af ter several  insect bi tes.
ch i ld ren  may deve lop  to le rance.
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Hymenop te ra  s t i ng - re l a ted  a l l e rg i c  r eac t i ons  can  be

more  seve re .  I n  sens i t i zed  sub jec t s  hymenop te ra

s t i ngs  can  i nduce  u r t i ca r i a  and  ang ioedema e i t he r  a t

t he  s i t e  o f  i n j ec t i on  o r  sys tem ica l l y ,  and  t hey  can  a l so

cause  anaphy lax i s .  Venom immuno the rapy  i s  r ecom-

mended  no t  on l y  f o r  l i f e - t h rea ten ing  reac t i ons ,  bu t

a l so  f o r  u r t i ca r i a  i f  r i s k  f ac to r s  o r  qua l i t y  o f  l i f e  impa i r -

men t  a re  p resen t  ( 16 ) .

GOIUTAGT URTIGARIA

Contac t  u r t i car ia  can be  immune med ia ted  or  no t
i m m u n e  m e d i a t e d .
The non immune-med ia ted  fo rm does  no t  requ i re
pr io r  exposure  to  the  t r igger  agent ,  appears  usua l ly
w i th in  45  minu tes  a f te r  exposure ,  and is  caused main-
ly  by  a r t i f i c ia l  o r  na tura l  chemica ls .  The d iagnos is  i s
car r ied  ou t  w i th  app l i ca t ion  tes ts .
The immunologic form needs a pr ior  exposure to the
offending agent, appears within 10-20 minutes after the
exposure, and is caused by protein (animal, vegetal, plant
etc). The diagnosis is carried out with the use of skin tests
(pr ick test)  or  measurement of  speci f ic  serum lgE
(CAP)(1) .  Occas iona l l y  the  same subs tance (as  fo r
example in the case of the Thaumetopeoa pityocampa-
pine tree parasite-) can cause urticaria in a toxic/irritative
manner andlor wi th a immunomediated mechanism (17).

PHYSIGAL URTIGARIA

Phys ica l  u r t i car ia  can be  t r iggered by  mechan ica l ,
t h e r m a l  o r  l i g h t  s t i m u l i  ( T a b .  5 ) .
Dermatograph ism is  the  most  common type o f  phys i -
ca l  u r t i car ia ,  and i t  can  be  e l i c i ted  by  app ly ing  pressu-
re  to  the  sk in  by  scra tch ing  i t  w i th  a  du l l  po in t  a t  a
pressure  po in t  o f  3200-4900 g /cm' (18) .
Cho l inerg ic  u r t i car ia  i s  usua l ly  t r iggered by  warmth ,
exerc ise ,  o r  emot ions .  l t  can  be  loca l i zed  or  genera l i -
zed .  l t  i s  ra re  in  ch i ld ren ;  in  fac t ,  i t  on ly  represented
2.7% in  a  ped ia t r i c  ser ies  (5 ) .  Usua l ly  i t  i s  loca l i zed  on
the  neck ,  f lexor  aspec t  o f  e lbow and knee,  and arm
pi ts .  Typ ica l l y  the  erup t ion  las ts  30-60  minu tes .
Co ld  induced ur t i car ia  can be  typ ica l  o r  a typ ica l .  Th is
fo rm is  very  ra re  in  ch i ld ren .

AUTOIMMUNE URTIGARIA

The presence of histamine releasing factors was first
reported in pat ients wi th chronic id iopathic urt icar ia,  in
whom the intradermic in ject ion of  autologous serum
determined a wheal and f lare response (19).  These his-
tamine releasing factors were recent ly ident i f ied as auto-
ant ibodies against  lgE or lgE receptors (1).
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7,, Auto-an t ibod ies  are  found in  up  to  30-40% of  ch i l -

d ren  w i th  chron ic  u r t i car ia  (8 ) ,  bu t  in  none o f  those
wi th  o ther  a l le rg ic  d iseases  such as  a top ic  dermat i -
t i s .  Such au to-an t ibod ies  are  found in  o ther  au to im-
m u n e  d i s e a s e s  s u c h  a s  b u l l o u s  p e m p h i g o u s ,  v u l g a r
pemphigous  and dermatomyos i t i s .  Such au to-an t i -
bod ies  are  o f ten  present  in  a l le rg ic  o r  d rug  induced
u r t i c a r i a ,  a n d  i n  c h i l d r e n  a n d  a d u l t s  ( m o s t l y  w o m e n )
wi th  s imi la r -a l le rg ic  resp i ra to ry  symptoms (20) .
A l t h o u g h  t h e  e f f e c t  o f  u r t i c a r i a  t h e r a p y  d o e s
not  change accord ing  to  the  presence o f  a  pos i t i ve
or  negat ive  au to logous-  sk in  tes t  (4 ) ,  i t  has  been
reported that adul t  pat ients wi th posi t ive AST tend
to  have a  more  severe  d isease (21) .  There fore  in
these cases  a  more  aggress ive  t rea tment  cou ld  be
jus t i f  ied .
Indeed i t  cou ld  be  even hypothes ized tha t  au to-an t i -
bod ies  are  no t  ac tua l l y  pa thogenet ic ,  bu t  a re  secon-
dary  to  the  presence o f  u r t i car ia  in  ind iv idua ls
wi th  a  p red ispos i t ion  to  deve lop  au to immuni ty .
Moreover ,  the i r  p resence does  no t  change the  the-
rapeut ic  approach or  the  prognos is  o f  the  d isease,
there fore  the i r  p resence does  no t  have a  h ígh  c l in i -
c a l  s i g n i f i c a n c e .
Auto immune ur t i car ia  i s  charac ter ized  by  h ives  tha t
las t  a t  leas t  8 -12  hours  (bu t  a lways  <  24  hours) ,
wí th  da i l y  recur rence,  to  wh ich  ang ioedema can be
assoc ia ted .
From a  d iagnos t ic  po in t  o f  v íew,  o ther  causes  o f
chron ic  u r t i car ia  (par t i cu la r ly  the  phys ica l  u r t i car ia ) ,
must  be  exc luded.
T h e  d i a g n o s i s  i s  b a s e d  o n  t h e  a u t o l o g o u s  s e r u m  -
sk in  tes t  tha t  must  be  per fo rmed dur ing  the  acu te
phase o f  the  ur t i car ia .  Another  use fu l  tes t  i s  the  h is -
t a m i n e  r e l e a s e  f r o m  b a s o p h i l e s  i n d u c e d  b y  t h e
serum f rom the  a f fec ted  pa t ien t .  The concordance
between those 2  tes ts  i s  about  80% (8) .  There  are  no
c l i n i c a l  f e a t u r e s  t h a t  c a n  h e l p  i n  d i s t i n g u i s h i n g  b e t -
w e e n  c h r o n i c  u r t i c a r i a  w i t h  a u t o - a n t i b o d i e s  a s
o p p o s e d  t o  t h e  o n e  w i t h o u t  a u t o - a n t i b o d i e s .
Moreover  ch i ld ren ,  as  opposed to  adu l ts  w i th  chro-
n i c  a u t o i m m u n e  u r t i c a r i a ,  d o  n o t  h a v e  o t h e r
a u t o i m m u n e  d i s e a s e s  a s s o c i a t e d  o r  s i g n  o f
a u t o i m m u n e  t h y r o i d  d i s e a s e ,  c e l i a c  s y n d r o m e  o r  H P
in fec t ion  (21  ) .
O n  t h e  o t h e r  h a n d ,  c h r o n i c  u r t i c a r i a  i n  c h í l d r e n  c a n
be assoc ia ted  wí th  o ther  au to immune d iseases .
most ly  o f  the  thyro id  (22) .

uAscullTtc uRTlcARlA luul
Vascul i t ic  ur t icar ia is rare in chi ldren; i t  can be asso-
c ia ted  w i th  an  immunocomplex  d isease,  such as
serum s ickness  or  au to immune d isease such as  s is te -
mic  lupus  er i thematosus  or  Henoch-Schoen le in  pur -

pura ,  o r  can  be  id iopath ic .  The sk in  b iopsy ,  wh ich  is
necessary for  the diagnosis,  typical ly shows a necro-
t i z ing  vascu l i t i s  o f  smal l  vesse ls ,  and immunocom-
p lexes  and complement  depos i ts .
Hives last  more than 24 hours,  and leave purpur ic
signs. VU is of ten associated with arthalgias,  abdomi-
nal  symptoms, and elevated inf lammatory markers.  l t
does  no t  respond to  an t ih is tamine t rea tment  (1 ) .

URTIGARIA PTGTUI EIUTOSA
f GUTATUEOUS TU|ASTOGITOSISI

Cutaneous mastoci tosis,  is  a rare disease in chi ldren.
I t  usual ly appears in the f i rst  2 years of  l i fe,  and the
most common manifestat ion is an isolated mastoci to-
ma,  a  b rown ish  les ion ,  somet imes mis taken ly  cons i -
dered a mole,  that  can become red or can be i tchy.
Cutaneous mastocí tosis can occur also as pigmento-
sa  ur t i car ia ,  i .e  as  an  i t chy  genera l i zed  macu lopapu lar
rash .  Scra tch ing  the  les ion  may cause a  whea l  and
f la re  reac t ion  (Dar ie r  s ign) .
The diagnosis of  systemic mastoci tosis needs the
he lp  o f  h igh ly  spec ia l i zed  labora tor ies ,  and is  based
on the  presence o f  a  ma jor  s ign  (mu l t i foca l  dense
in f i l t ra tes  o f  >  15  mast  ce l l s  in  the  bone mar row or  in
o ther  ex t racu taneus organs)  +  one minor  s ign  (serum
alfa- t ryptase levels > di  20 microgram/ml ,  CD2 o
CD25 expression in bone marrow or other c-k i t  posi t i -
ve t issues mast cel ls,  c-k i t  mutat ions in mast cel ls,
presence of  > 257. spindle-shaped bone marrow or
other c-k i t  posi t ive t issues mast cel ls)  o three minor
s igns  (23) .  Ur t i car ia  p igmentosa has  a  ben ign  progno-
sis in most pat ients.  Rarely,  more severe symptoms
can be present (rash, diarrhea, gastrointest inal  b lee-
d ing  and bronchospasm) .

HEREIDTTARY AilGTOEDEIUIA (HAEI

HAE is  no t  a  rea l  fo rm o f  u r t i car ia .  l t  can  be  conge-
n i t a l  o r  a c q u i r e d .  T h e  h e r e d i t a r y  f o r m  ( O u i n c k e
edema)  is  due to  a  reduced leve l  o r  reduced func-
t ion  o f  C1 es terase inh ib i to r .  Th is  i s  a  very  ra re  type
of  ang ioedema,  w i th  a  p reva lence o î  111500000 in
t h e  g e n e r a l  p o p u l a t i o n ,  a n d  i s  t r a n s m i t t e d  i n  a n
autosomica l  dominant  way.  On ly  10o/o  o f  cases  are
new muta t íons .  The c l in ica l  p ic tu re  o f  th is  ra re
d isease is  charac ter ized  by  recur ren t  ang ioedema
at tacks  tha t  can  be  po ten t ia l l y  le tha l  i f  they  invo lve
the  sub-mucosa l  t i ssue o f  the  g lo t t i s .  Those pa t ien ts
n e e d  a n  a d e q u a t e  c l i n i c a l  a n d  d i a g n o s t i c  f o l l o w  u p .
The treatment of  the severe at tacks is based on the
admin is t ra t ion  o f  the  concent ra ted  pur i f ied  inh ib i -
t o r .  l n t u b a t i o n  a n d  m e c h a n i c a l  v e n t i l a t i o n  o f
pa t ien ts  may be  needed (24) .
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