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SUMMARy:  purpose was to  eva luate thyro id  auto- immuni ty  and thyro id  funct ion in  chron ic  ur t icar ia  (CU).  Eva luat ion o f  ant i -

bod ies Ab to  thyrog lobul in  (TG) thyro id  perox idase (TPO) and of  TSH,  FT3,  FT4,  and of  in t ra-dermal  se l f  tes t  w i th  pat ients  own

serum in  56 pat ients  present ing chron ic  id iopath ic  ur t icar ia  and in  a  matched cont ro l  group of  56 subjects  wi thout  CU'  Ab to

TG pos i t ive  in  13 (22,2o/o l  to  TpO in  15 (26,8%).  Overa l l  thyro id  ant ibod ies 28,5%. Thyro id  funct ion normal  in  52 pat ients ,  TSH

increased in  2 ,  FT3 decreased in  1 ,  TG and TPO Abs and thyro id  funct ion resu l ts  a lways normal  in  cont ro l  group.  se l f  tes t  pos i -

t ive in 4 out of b6 patients. Therapy with thyroid extract was effect ive in 2 out of 5 cases. CU is associated with thyroid auto-

immuni ty  in  most  cases.  Thyro id  Ab and funct ion must  be eva luated in  a l l  the cases of  chron ic  ur t icar ia .
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hron ic  u r t i car ia  (CU)  is  s t i l l  a  cha l lenge fo r  the

l m m u n o - A l l e r g o l o g i s t .  l n  c h r o n i c  u r t i c a r i a ,

the  spec i f i c  cause is  genera l l y  de termined in

no more than 30% of the cases (OUARANTA, ROHR et

a / .  1989) .
For many cl in ic ians the search for potent ia l  causes of

chron ic  u r t i car ia  (CU)  is  l i kened to  tha t  fo r  the  Ho ly  Gra i l
(RUMBYRT, SHOCKET, 2004, BAIGEN, LEIGH, LINCOLN,

1982, PYKNETT, PRINCE, C, 199J, BROWN D, 2OO3).

In  the  las t  few years  au to- immuni ty  has  ga ined a  gro-

w ing  p lace  in  the  f ie ld  o f  u r t i car ia  pa thogeny '  The

t e r m  a u t o - i m m u n e  u r t i c a r i a  i s  b e i n g  i n c r e a s i n g l y

used to  de f ine  cases  where  is  p roposed the  ro le  o f

func t iona l  au to  an t ibod ies  tha t  ac t i va te  mast  ce l l s  and

b a s o p h i l s  t h r o u g h  c r o s s - l i n k i n g  t h e  h i g h  a f f i n i t y  l g E

receptor  (FcERl ) to  secre te  h is tamine (GRATTAN 2004,

G R E A V E S  2 0 0 1 ,  2 O O 3  K A P L A N  1 9 9 9 ,  K I K U C H I ,

KAPLAN 2001, 2OO3 BLACK AND GREAVES 2003,

H I D E  e t  a l . l .
Repor ts  o f  chron ic  u r t i car ia  l inked to  au to- immune

sys temic  d iseases  are  common in  med ica l  l i te ra tu re
(RUMBYRI  SCHOCKET) .  The l ink  be tween thvro id

d isease and chron ic  u r t i car ia  i s  repor ted  f rom 1950
(CHAPMAN, CADAVATI).  In 1971 ISAACS and ERTEL

suggested  tha t  u r t i car ia  in  hyper thyro id ism cou ld  be

d u e  t o  a n  a u t o - i m m u n e  p h e n o m e n o n '  I n  t h e  l a s t  3 0

years many other reports on the connect ion between

auto- immune thyro id  d isease and chron ic  u r t i car ia

have been presented.

( 1 )  C l i n i c a l  A l l e r g y  l m m u n o l o g y  C e n t e r  -  C A I C  -  L i s b o n  ( P o r t u g a l )

In  two la rge  ser ies  pub l i shed in  the  80 's  (SMALL AND

LERMAN) thyro id  au to- immuni ty  was repor ted  in

chron ic  u r t i car ia  pa t ien ts  w i th  g rea ter  f requence than

other potent ia l  causes'  LEZNOFF reported 12,1o/o of

e leva ted  th ryo id  perox idase an t ibod ies  in  a  ser ies  o f

140 CU pat ien ts .  Some o f  these pa t ien ts  had reso lu -

t ion  or  improvement  o f  the  ur t i car ia  a f te r  t rea tment

w i th  thyro id  hormone.  In  the  midd le  80 's  ERTEL AND

MACKENNIE suggest  to  sc reen pa t ien ts  w i th  CU fo r

thyro id  d is func t ion  as  prur i tus  and ur t i car ia  may be

t h e  i n i t i a l  c l i n i c a l  p r e s e n t a t i o n  i n  t h y r o t o x i c o s i s '

Resolut ion of  ur t icar ia symptoms associated with

hyperthyroidism has been reported af ter  t reatment

e i ther  w i th  an t i thy ro id  med ica t ions  or  rad ioac t ive

iod ine  (RUMBYRI  SCHOCKET 2004) .

The assoc ia t ion  o f  hypothyro id ism wi th  chron ic  u r t i -

car ia  was a lso  repor ted  in  the  same years  (LANIGAN

1984) .  Most  o f  these pa t ien ts  had pos i t i ve  an t i -m ic ro-

somal  an t ibod ies  and some a lso  pos i t i ve  an t i - thy ro-

g l o b u l i n  a n t i b o d i e s .
The preva lence o f  an t i thy ro id  an t ibod ies  in  the  nor -

mal populat ion is general ly est imated between 3o/o

and 6Yo (TURNBRIDGE 1997)  and f requent ly  assoc ia -

ted  w i th  o ther  au to  immune-cond i t ions ,  pern ic ious

a n e m i a  o r  v i t i l i g o .  L E Z N O F F  a n d  S U S S M A N  ( 1 9 8 9 )

found in  90  pa t ien ts  (4%\  pos i t i ve  thyro id  au to  an t i -

bod ies  in  a  ser ies  o f  624 cases  o f  p resumed id iopath ic

CU and ang ioedema.  From these pa t ien ts  46  were

t rea ted  w i th  thyro id  hormones and e igh t  ou t  o f  46  had

remission of  ur t icar ia wi th in 4 weeks of  therapy'

Thyro id  hormone cou ld  suppress  the  under ly ing  thy-
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ro id  au to- immuni ty  in  pa t ien ts  w i th  pa ten t  o r  fu tu re
hypothyro id ism.  In  1995 (RUMBYRT,  KATZ and SHOC-
KET)  repor ted  reso lu t ion  o f  u r t i car ia  in  CU thyro id
p a t i e n t s  p r e s e n t i n g  a n t i - t h y r o i d  a n t i b o d i e s .  T h i s
observa t ion  po in ts  to  a  ro le  o f  thy ro id  au to  an t ibod ies
as  an  e t io log ic  fac to r  and suggest  the  use fu lness  o f  a
la rger  use  o f  thy ro id  hormones in  such pa t ien ts .

PURPOSE

The purpose o f  our  s tudy  was to  eva lua te  the  re la t ion
between thyro id  d isease and ur t i car ia .  Research  o f
thyro id  au to  an t ibod ies ,  sys temic  non organ spec i f i c
au to  an t ibod ies  and eva lua t ion  o f  thy ro id  func t ion
have been done in  a  g roup o f  id iopaht ic  chron ic  u r t i -
car ia  pa t ien ts .
In  th is  paper  we in tend to  rev iew in  a  ser ies  o f  56  CU
pat ien ts  thyro id  au to- immuni ty  and func t ion .

MATERTAT AND METHODS

5 6  p a t i e n t s  ( 1 0  m a l e ,  4 6  f e m a l e , 2 1  t o  6 3 )  p r e s e n t i n g
id iopath ic  chron ic  u r t i car ia  have been eva lua ted  oy
in t radermo se l f  tes t  w i th  au to logous  serum,  research
of  au to-an t ibod ies  to  thyrog lobu l in  (TG)  and th ryo id
peroxydase (TPO) ,  ANA,  an t ibod ies  to  SSA,  SSB,  Sm,
ds  DNA,  RA-Test  and complement  f rac t ions  C3,  C4
assay. Thyroid funct ion was evaluated by assay of
TSH, FT3, T3, T4. A matched control  group without
CU o f  56  pa t ien ts  has  been a lso  s tud ied .

RESULTS

Auto logous  serum tes t  was  pos i t i ve  on ly  in  4  pa t ien ts .
ANA was posi t ive in 4 pat ients.  Ant ibodies to SSA,
SSB, Sm, dsDNA and RA-Test always negat ive,  C3
and C4 complement  fac to rs  normal  in  a l l  the  cases .
Thyroid auto ant ibodies were found in 15 (28,5%o) out
of  54 pat ients.  13 pat ients (23,2o/o) presented auto
ant ibodies to TG and TPO, 2 only to TpO, one only to
TG.  Resu l ts  were  a lways  negat ive  in  cont ro l  g roup.
Overa l l  an t ibod ies  to  TG were  present  in  14  pa t ien ts
(25,0%) and to TPO in 15 (26,8y.) .  Thyroid funct ion
was normal  in  52  pa t ien ts .  TSH was increased in  2
pat ien ts  bo th  w i th  thyro id  au to  an t ibod ies ,  FT3
decreased in  one pa t ien t  w i th  inc reased TSH and
increased in  anotehr  one.  FT4,T3,  T4  were  a lways  in
the  normal  range.  In  2  euro thyro id  pa t ien ts ,  as  we l l  as
in  the  pa t ien t  w i th  low thyro id  func t ion  and h igh  TSH,
therapy  w i th  low dosage thyro id  hormone was t r ied
wi th  good c l in ica l  response w i th  comple te  remiss ion
of  u r t i car ia  and in  the  pa t ien t  w i th  low thyro id  func-
t ion  normal isa t ion  o f  TSH and FT3.

DTSGUSSIOIU

These  resu l t s  con f i rm  tha t  a  l a rge  number  o f  so -ca l l ed
ch ron i c  i d i opa th i c  u r t i ca r i as  a re  assoc ia ted  t o  t hy ro id
au to - immun i t y  w i t h  p resence  o f  t hy ro id  au to  an t i bo -
d ies in  most  o f  the pat ients  (28,5" /o  in  our  ser ies) .
Treatment  wi th  low dosage thyro id  ext ract  can be
e f f e c t i v e  i n  s o m e  u r t i c a r i a s  e v e n  i n  e u t h y r o i d
pa t i en t s .  Resea rch  o f  t hy ro id  au to -an t i bod ies  and
eva lua t i on  o f  t hy ro id  f unc t i on  cou ld  t he re fo re  be  use -
fu l  i n  mos t  cases  o f  ch ron i c  u r t i ca r i a .
The potent ia l  mechanisms of  chron ic  ur l icar ia  in  thyro id
d iseases are cont roversed.  To cer ta in  authors  inc lud ing
KAPLAN the presence of  auto ant ibod ies in  chron ic  ur - t i -
car ia  is  on ly  the re f lec t ion o f  a  more genera l ized
auto immune s ta te  (K lKUCHl ,  FANN and KApLAN 2003) .
From th is  po in t  o f  v iew the occurrence of  ant i thyro id
ant ibod ies are co la tera l  to  the main mechanism of  ur t i -
car ia .  However  the c l in ica l  resu l ts  obta ined by o ther
authors  inc lud ing some of  our  own cases leads to
cons ider that  a t  las t  in  cef ta in  pat ients  thyro id  g landular
in f lammat ion can be a cent ra l  feature o f  th is  assoc ia t ion
(RUMBYRT,  SCHOCKET 2004) .  These authors  propose
that  when the thyro id  g land is  in f lammed because of
spontaneous ly  occurr ing or  v i ra l ly  induced auto-ant ibo-
d ies,  thyro id  ant igens normal ly  sequestered,  are re la-
sed in to  the loca l  and systemic  c i rcu la t ion,  s t imulat ing
a  sus ta ined  immune  response .

This  immune response is  character ized by the occur-
rence of  auto ant ibod ies to  thyro id  components  -  ant i -
t hy rog lobu l i n  (TG)  and /o r  an t im i c rosoma l  pa r t i cu la r l y
an t i pe rox idase  (TPO)  an t i bod ies .  The  i nvo l vemen t  o f
these auto ant ibod ies in  the pathogenes is  o f  ur t icar ia  is
cont roversa l  (RUMBYRT and SCHOCKET 20021.  Disease
remiss ion is  not  cor re la ted to  the leve l  o f  ant ibod ies.
Howeve r ,  t he i r  occu r rence  can  on l y  be  a  marke r  o f
immunoac t i va t i on  and  o the r  t hy ro id  dependen t  mecha -
n rsms  no t  ye t  de te rm ined  be  i nvo l ved .  T rea tmen t  suc -
cess r ' . ' ì tn  thyro id  ext racts  can be re la ted to  the sup-
p ress ron  c r  t hy ro id i t i s .  Th i s  supp ress ion  has  been  ob ta i -
ned  w i t ^  i ^ v .o  d  ho rmone  TPELTZ  e t  a l .  1gg5 )  an t i t hy -
r o i d  m e c - e : 3 .  E R T E L ,  1 9 8 5 ,  M a c  K E C N I E E  1 9 8 S ,
PACE ano GÀ8,,, , , , , , , , , , , , , ,FETS 1995, HENDERSON 1995) and sur-
gery  (A l r lOrOSO et  a l .  1997) .  In  euthyro id  pat ients  pre-
sent ing 6n i i -1 i 'y ro id  ant ibod ies t reatment  wi th  suppres-
s ive horn-or -e  rep lacement  a l though i t  is  not  based in
an  abno rma l  t hy ro id  f unc t i on  has  been  used  w i t h  c l i n i -
ca l  success in  some pat ients  (RUMBYRT,  KATZ,  SHOC-
KET  1995 r ,  These  au tho rs  sugges t  t ha t  t hese  pa t i en t s

can  have  a  subc l i n i ca l  au to immune  thy ro id i t i s  and  have
been t reated before showing any ev idence of  hyper thy-
ro i d i sm o r  hypo thy ro id i sm.  SHOCKET has  success fu l l y
t reated wi th  thyro id  ext racts  two pat ients  wi th  a  fami ly
h is tory  o f  hypothyro id ism and wi thout  thyro id  auto
ant ibod ies.  Non humora l  immunefactors  can therefore
have  a l so  a  ro l e  i n  t h i s  d i sease  (RUMBYRT and  SHOC-

144 Europeon Annols of Al lergy ond Clinicol lmmunology - volume 37 - n" 4 - 2OOs



KET 2004) .  The authors  propose a theory  to  un i fy  these

data.  Thyro id  s t imulat ion by thyro id  s t imulat ing hor-

mone (TSH) enhances the act iv i ty  o f  thyro id  g land and

can potent ia l ly  increases in f lammat ion even in  eurothy-

ro id  pat ients .  In  some pat ients  hypothyro id ism is  detec-

ted suggest ing that  a  par t  o f  the g land has been a l rea-

dy dest royed.  In f lammat ion caused by the presence of

auto ant ibod ies d isrupt  the normal  arch i tec ture o f  the

g land and leads to  the re lease of  sequestered ant igens

wh ich  a re  p rese rved  as  non  se l f  and  i nduce  a  l ow-

g rade  immune  response .  The  p roduc t s  o f  t h i s  au to -

immune  response  a f f ec t  cu taneous  mas t  ce l l  ac t i va -

t i on  o r  med ia to r  r e l ease  t h resho ld .  P roduc t s  such  as

thy ro id  p ro te in  immune  comp lexes  cou ld  be  f o rmed

tha t  ac t i va tes  t he  c l ass i ca l  comp lemen t  pa thway  l ea -

d ing  t o  t he  gene ra t i on  o f  comp lemen t  sp l i t  p roduc t s

C3a  and  CSa  wh i ch  can  b ind  t o  t he  recep to rs  i n  sk i n

m a s t  c e l l s  a n d  t r i g g e r  d e g r a n u l a t i o n .  H i s t a m i n e  r e l e a -

s i ng  f ac to r s  cou ld  a l so  be  gene ra ted  as  a  resu l t  o f

au to immune  response  l ower i ng  t he  mas t  ce l l  r e l ease

th resho ld  and  l ead ing  t o  t he  re l ease  o f  med ia to r s
(RUMBYRT and  SCHOCKET,  20041 .

When  th resho ld  o f  mas t  ce l l  med ia to r s  re l ease  i s

reduced  these  ce l l s  became  suscep t i b l e  t o  con t i nuous

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

componen ts  such  as  subs tance  P .  Th i s  mechan i sm

may  be  s im i l a r  t o  t he  mechan i sm o f  exe rc i ce  i nduced

anaphy lax i s .  Thy ro id  g l and  supp ress ion  i s  u l t ima te l y

accomp l i shed  w i t h  t hy ro id  ho rmone .  Th i s  supp res -

s i on  can  be  due  t o  t he  supp ress i ve  e f f ec t  o f  t hy rox ine

on  TSH p roduc t i on .  Thy rox ine  can  a l so  d i r ec t  ac t s  on

the  f unc t i on  o f  a l t e red  t hy ro id  pe rox idase  f unc t i ona l -

l y  mod i f i ed  by  au to  an t i bod ies .  When  TSH i s  r educed

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

dec reases  l ead ing  t o  a  reduced  re l ease  o f  seques te -

r e d  a n t i g e n s  w h i c h  t r i g g e r s  a  r e d u c t i o n  i n  a u t o  i m m u -

ne  response  and  a  reduc t i on  o f  no rma l  t h resho ld  o f

mas t  ce l l  r e l ease  (RUMBYRT and  SCHOCKET 2004 l ' .

These  cons ide ra t i ons  l ead  t o  cons ide r  t he  ro l e  o f  l .  t hy -

rox ine  i n  t he  t r ea tmen t  o f  ch ron i c  u r t i ca r i a .  Se lec ted

pa t i en t s  mus t  have  t hy ro id  au to  an t i bod ies  and  t he ra -

py  be ing  i n i t i a t ed  w i t h  l ow  doses  (0 .1  mg /a ) .  I n

pa t i en t s  unde r  t hy ro id  ho rmone  t r ea tmen t  doses  a re

inc reased  by  0 ,025  and  s l ow ly  i nc reased  s tep  by  s tep

every  3  to  4  weeks (RUMBYRT AND SHOCKET 2004\ .

A n  a n t i - h i s t a m i n e  c o u l d  b e  u s e d  s i m u l t a n e o u s l y  t o

con t ro l  d i sease .  A f t e r  sus ta ined  imp rovemen t ,  3  t o  6

mon ths  g radua l  r educ t i on  o f  L  t hy rox ine  can  be  t r i ed
(RUMBYRT and  SCHOCKET 20041 .

GONGLUSIONS

In  conc lus ion  the  ro le  o f  thy ro id  au to  immuni ty  must
be  cons idered in  most  cases  o f  chron ic  u r t i car ia  and
the  research  o f  thy ro id  au to-an t ibod ies  and thyro id

func t ion  mandatory  in  so  ca l led
ur t i car ia .  Thyro id  au to- immuni ty
chron ic  u r t i car ia .
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