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Background: Paraneoplastic syndromes may represent the only cl inical sign of a si lent neoplasm and may precede disco-
very and diagnosis of the tumor i tself .  Specif ic skin lesions can be associated with internal malignancy yet these are rare. In
many instances their et iology remains a mystery. Early identi f icat ion of paraneoplastic syndromes is imperative for prompt
diagnosis and treatment of the underlying malignancy, result ing in an improved prognosis for the patient.

Obiective: The purpose of this case is to evaluate the role of urt icaria as an early cutaneous f inding of internal malignancy.
Subject: A 60 year-old Caucasian man was referred for evaluation of urt icaria of one-year duration. His medical history was

signif icant for an adenocarcinoma of the colon resected three years prior to the onset of his cutaneous lesions. In the interval
between his surgery and the referral to our cl inic, the patient had no evidence of tumor recurrency. He underwent to a com-
plete workup to rule out both a recurrent colonic adenocarcinoma and a new primary malignancy.

Results: An increase in non-specif ic tumor antigens was found six months before a recurrent colon adenocarcinoma was
identi f ied.

Conclusions: Cutaneous signs may rarely occur as a paraneoplastic phenomenon in patients with a gastrointestinal mali-
gnancy. Urt icaria has been uncommonly described in associat ion with colon malignancy. We report a case of giant urt icaria
associated with an internal malignancy recurrency.
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TO THE EI'TTOR

etermin ing  the  e t io logy  o f  chron ic  u r t i car ia  can
be a f rustrat ing endeavour for  both pat ients
and phys ic ians  a l i ke  (1 ) .  l t s  pa thogenes is  o f ten

remains  an  en igma,  and the  ac tua l  f requency  is  no t
we l l  known.  S ince  cu taneous paraneop las t ic  s igns
may be  the  on ly  p resent ing  s ign  o f  an  occu l t  ma l i -
gnancy ,  one 's  index  susp ic ion  must  remain  h igh  fo r
the  prompt  ident i f i ca t ion  o f  an  assoc ia ted  under ly ing
cancer  to  a l low ear ly  d iagnos is  and t rea tment .  The
impl ica t ions  o f  ear ly  d iagnos is  a re  o f  cons iderab le
importance (21' .
A 60-year-old man was diagnosed with adenocarcino-
ma of  the colon in 2001 and was treated with a subto-
tal  colectomy without chemotherapy. Three years
later he developed a burning, persistant rash, refrac-
tory to topical  emol l ients,  cort icosteroids and oral
ant ih istamines. After one-year durat ion he was refer-
red  to  the  dermato logy  c l in ic .  Examinat ion  revea led
wel l -demarca ted  ery thematosus  p laques  and whea ls
invo lv ing  the  neck ,  t runk ,  and legs  (F ig .  1 ) .  In i t ia l l y  the

(1 )  D"p* t - "n t  o f  Dermato logy  and P las t ic  Surgery .  Un ivers i ty  o f
R o m e  " L a  S a p i e n z a "  ( l t a l y ) .
( 2 )  H a r v a r d  M e d i c a l  S c h o o l ,  B r i g h a m  a n d  W o m e n ' s / D a n a  F a r b e r
Cancer  Center ,  Depar tment  o f  Dermato logy  and The Center  fo r
Cutaneous Onco logy ,  Bos ton ,  MA.  USA.

l es ions  las ted  less  than 24  hours  and appeared in te r -
mi t ten t ly .  Gradua l ly  the i r  f requency  inc reased appea-
r ing every other day. No associat ion wi th medicat ion,
top ica l  agents  o r  aeroa l le rgens  cou ld  be  ident i f ied .
The workup fo r  con tac t  a l le rg ies  and pr ick  tes t ing  was
negat ive .  Spec i f i c  serum lgE fo r  the  most  common
aeroa l le rgens  were  negat ive .
Histopathology of  a cutaneous lesion revealed a non-
speci f ic  inf lammatory inf i l t rate and direct  immunof luo-
rescence was negat ive.  Laboratory f indings, including
skin react iv i ty to autologous plasma, complement f rac-
t ions,  were wi th in normal ranges except for  an increa-

hazelnut almond walnut oistachio oine nut eashew nut brazi l  nut pecan nuì

F igu re  1 :  We l l - demarca ted  e ry thema tous  p laques  and
wheals  over  the t runk.  The largest  sk in  les ions measured
about  1O-cm in  d iameter .
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se in  to ta l  b i l i rub in  4 .7  md/d l  (n .v .  0 .1 -1 .3 )  and PCR

22.49 mg/L (n.v.<5) increase. The presence of  oncocer-

c iasis and other parasi t ic  infect ions were excluded. As
part  of  h is oncologic fo l low-up the pat ient  was seen

every three months af ter  h is colon resect ion.  Tumor

markers were checked every s ix months and he under-

went annual  colonoscopy, which thus far have been

negat ive  fo r  recur ren t  co lon  adenocarc inoma.
Suspect ing the presence ei ther a recurrent mal ignancy

or  a  new pr imary  mal ignancy ,  inc lud ing  hemato log ic

mal ignanc ies ,  mu l t ip le  mye loma,  and au to immune

diseases, or mastocytosis,  we tested addi t ional  tumo-

ra l  markers .  CA 72-4 :28  (n .v .  <3U/ml )  and M2-PG100
(n.v.<15 U/ml)  were found to be increased. Addi t ional

workup revealed negat ive CAT Scans, PET scans, bone

narrow biopsy, l iver ul t rasound and normal lactate

dehydrogenase levels but s ix months later the colono-

scopy showed a recurrency. After the colectomy the

atypical  uf t icar ia disappeared.
Genera l l y  u r t i car ia  i s  no t  assoc ia ted  w i th  an  under -

ly ing  mal ignancy ,  bu t  in  chron ic  cases  there  is  an

increased r i sk  fo r  an  assoc ia ted  in te rna l  ma l ignancy
(2).  P ar aneoplast ic cuta neous m a n i festat i  o ns,  consis-

t ing  o f  u r t i car ia  a re  except iona l l y  ra re  and can be  the
present ing s ign of  an asymptomat ic cancer.
Paraneop las t ic  cond i t íons  can occur  secondary  to

subs tances  produced by  tumor  ce l l s ,  be  due to  the

d e v e l o p m e n t  o f  a u t o a n t i b o d i e s  d i r e c t e d  a g a i n s t

tumor ant igens, or develop secondary to the ef fects of

metastasis (3).

ln the few cases of  ur t icar ia and angioedema reported

in  the  l i te ra tu re  the  e t io log ic  p rocesses  inc luded C1

esterase consumpt ion ,  a l te rna t ive  complementary
way act ivat ion,  through the C3B-properdine system,

cr ip toant igen c leavage,  an t ibody  produc t ion  to  tumor

ant igens ,  and cy tok ine- l i ke  subs tances  produced by

neop las t ic  ce l l s  (3 ) .

Paraneop las t ic  s igns  may an tedate  the  appearance o f

the  in te rna l  ma l ignancy .  Some run  a  course  para l le l  to

the  tumor  and some fo l low a  pa t te rn  independent  o f

the  neop lasm.  A  minor i ty  o f  pa t ien ts  have id iopath ic

chron ic  g ian t  u r t i car ia .  As  an  ind ica tor  fo r  an  under -

ly ing  mal ignancy ,  i t  may no t  on ly  serve  in  the  ear ly

de tec t ion  o f  the  mal ignancy ,  i t  can  a lso  be  an  ind ica-

tor of  e i ther successful  t reatment or recurrence of

d isease.  The Swed ish  ep idemio log ica l  s tudy  s t rong ly

suggested that chronic urt icar ia is not stat ist ical ly

assoc ia ted  w i th  ma l ignancy .  When the  dermatos is  i s

common,  as  w i th  u r t i car ia ,  the  poss ib i l i t y  inc reases
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tha t  the  assoc ia t ion  has  occur red  on ly  by  chance (4 ) .

Our pat ient  remains disease free three years fo l lo-

w ing  h is  co lon  resec t ion .
An increase in  b i l i rub in ,  w i thout  ev idence o f  l i ve r

d isease or  hemolys is ,  p rompted an  inves t iga t ion  o f

tumora l  markers ,  revea l ing  an  inc rease in  CA 72-4  and

M2-PK (5) .  Ce l ls  w i th  an  inc reased tu rnover ,  l i ke

embryon ic  ce l l s ,  s tem ce l l s ,  and neop las t ic  ce l l s ,

express  these an t igens .  They  are  no t  rou t ine ly  eva lua-

ted but when elevated fol lowing the EGTM they are

assoc ia ted  w i th  a  poor  p rognos is  (6 ) .  The co inc ident

appearance o f  chron ic  u r t i car ia  in  a  pa t ien t  w i th  co lo -

n ic  adenocarc inoma might  be  l inked to  the  ac t iva t ion

of  the  coagu la t ion  cascade and genera t ion  o f  vasoac-

t i ve  subs tances  (7 -8) .  Our  case is  o f  anedocta l  va lue

and no other reports of  the associat ion of  chronic urt i -

car ia  w i th  ma l ignancy  were  found on  rev iew o f  the

l i teratu re.
The associat ion in our pat ient  may be casual  but in

cases l ike th is the dermatologist  p lays a cr i t ical  ro le in

recommending whether or not addi t ional  workup for an

under ly ing new or recurrent mal ignancy is warranted.
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