
Anais Brasileiros  de Dermatologia  2023;98(1):84---107

Multiple comorbidities in patients
with long-lasting chronic spontaneous
urticaria�

Dear Editor,

Chronic  Spontaneous  Urticaria  (CSU)  is  a mast  cell-driven
skin  disease,  and  mast  cell degranulation  is  triggered  by  the
activation  of  several  receptors  on  its  surface.  IgE-Fc�RI com-
plex  appears  to  be  involved  in  the autoimmune  etiology  of
CSU,  through  the  presence  of  IgG  anti-Fc�RI,  anti-IgE  or  IgE
against  autoallergens,  but  many  other  receptors  can  induce
mast  cell  degranulation,  as  such as  Mas-Related  G-Protein-
Coupled  Receptor  X2  (MRGPRX2).1---3

Several  types  of  comorbidities  are  associated  with  CSU
and  often  lead  it to  a worse  prognosis.  One  of  the most com-
mon  comorbidities  is  an autoimmune  disease.  CSU,  itself
considered  an autoimmune  disease,  is  mainly  associated
with  autoimmune  thyroid  disease,  and  the high  prevalence
of these  autoimmune  diseases  in patients  with  CSU sup-
ports  that  hypothesis.  Other  comorbidities  often  associated
with  CSU  are  psychological  disorders;  infectious  diseases,
including  viruses,  bacteria,  and  parasites;  as  well  as  with
metabolic  syndrome  (MetS).3---7

In this  retrospective  and observational  study,  we  eval-
uated  the  association  between  long-lasting  CSU  and the
occurrence  of  multimorbidities  in patients  followed  up  (one
year  or  more)  in  a tertiary  Center  ---  UCARE,  between  January
2019  and  December  2020.

Patients  were  classified  according  to  the  duration  of the
CSU:  1  to 2  years;  3 to  5 years;  6  to  10 years;  and  11  or
more  years.  Groups  were evaluated  for  demographic  data,
angioedema,  and  refractoriness  to antihistamines.  Comor-
bidities  assessed  were  gastrointestinal  disorders,  obesity,
systemic  arterial  hypertension,  diabetes  mellitus,  dyslipi-
demia,  autoimmune  thyroid  diseases,  respiratory  diseases,
and  psychological  disorders.

MetS  comprehends  a constellation  of cardiovascular
disease  risk factors,  which  includes  glucose  intolerance,  dys-
lipidemia,  hypertension,  and  central  abdominal  obesity.8 At
least  three  of those  four components  have  to  being  fulfilled
for  MetS  diagnosis  in CSU  patients.

We  included  173  patients  with  CSU,  86.1%  were  women
with  a  mean  age  of  49.8  years.  Angioedema  was  reported
by  112  (64.7%)  patients,  nonsteroidal  anti-Inflammatory

drugs exacerbated  CSU  was  observed  in 71  (41.0%),  and
45  (26.0%)  patients  were  refractory  to  antihistamines  (four
times  daily).  When  patients  with  CSU  were  classified  accord-
ing  to the  duration  of  the disease,  28  (16.2%)  had  1 or  2
years  ;  51 (29.5%),  3  to  5  years  ;  37  (21.4%)  between  6 and
10  years,  and  57  (32.7%)  had 11  years  or  more  of disease.
General  characteristics  can be  observed  in Table  1.

There  was  no  statistical  difference  in relation  to the cur-
rent  age  of  the patients  in those different  groups  (according
to  the  duration  of  the CSU),  although,  the  age at onset
of  CSU  was  lower  for  patients  with  long-lasting  CSU,  and
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these  patients  had more  often  multimorbidities,  including
the  components  of  MetS  (p  <  0.05).

Eight  comorbidities  were  assessed  in this study,  the fre-
quency  of  them in the  same  patient  ranged  from  0  to  6
comorbidities  (Fig.  1).  The  most  frequent  comorbidities
were  respiratory  disorder  (rhinitis  and/or  asthma)  in 82
(47.4%),  followed  by  high  blood  pressure,  in 54  (31.2%),  and
dyslipidemia,  in  38  (22%)  patients.  There  was  a  correlation
between  the duration  of CSU  and  the  frequency  of comor-
bidities,  r2 = 0.043,  p =  0.007  (Fig.  2).

Patients  with  CSU  refractory  to  antihistamine  had  a
higher  frequency  of angioedema,  gastrointestinal  disorders,
and  obesity,  compared  to  those  patients  responsive  to  anti-
histamine  (77.8%  versus 60.2%,  p  = 0.045;  28.9%  versus
13.3%,  p =  0.017;  and  26.7%  versus  16.4%,  p = 0.039,  respec-
tively).

In  the present  study,  16  (9.2%)  patients  had CSU-
associated  autoimmune  diseases,  a frequency  higher  than
that  observed  in the  general  population  (around  5%).6 Of
the  16  patients,  autoimmune  thyroid  disease  represented
87.5%  of  them.  However,  we did not  find  an increase  in
its  frequency  as  CSU  lasted  longer  or  with  disease  sever-
ity.  One  explanation  would  be that the mean  age in the
studied  groups,  according  to  the  duration  of  CSU,  was  sim-
ilar  (mean  of 49.8  years),  reinforcing  that  the frequency  of
autoimmune  diseases  increases  with  age.4

Multimorbidity  is associated  with  a poor  quality  of  life;
patients  are at higher  risk  of severe  clinical  outcomes.
CSU  is nowadays  considered  a low-grade  inflammatory  sys-
temic  disease.  The  proposed  pathomechanism  would  be  the
constant  or  continuous  activation  of  mast  cells  observed  in
patients  with  uncontrolled  CSU.  In  addition  to  the autoim-
mune  mechanism  described  for mast  cell  activation  in
patients  with  CSU,  several  other  factors  maintain  or  worsen
the  mast  cell  activation.9,10 In the present  study,  three  com-
ponents  or  more  of  MetS  were  observed  more  frequently  in
patients  with  six  years  or  more  of CSU,  compared  with  those
patients  with  one  to  five  years  of  disease  (15.9%  versus  1.3%,
p  <  0.001).  The  most  common  component  of  MetS  was  high
blood  pressure  (31.2%  of  173  patients),  and  around  10%  of
173  patients  had  at  least  three  of them.

In  conclusion,  this  study  showed  that  patients  with  early-
onset  and  long-lasting  CSU had more  often  comorbidities
including  three  or  more  components  of MetS. The  present
study  has  shown  that  almost  half  of  the participants  had at
least  one  component  of  MetS.  Three  or  more  components
of  MetS  had a  statistically  significant  higher  frequency  in
patients  with  CSU  lasting  six  or  more  years.  Long-lasting
CSU,  and  probably,  uncontrolled  disease,  could  evolve  with
multimorbidities,  suggesting  that  early  complete  control  of
CSU  would be essential  to  prevent  this outcome.  These
results  need  further  prospective  research  to  highlight  the
importance  of  CSU as  a low-grade  inflammatory  disease.  The
present  results  suggest  an  association  between  long-lasting
CSU  and MetS, but  case-control  trial  studies  should  be  essen-
tial  to  confirm  the  our  conclusions,  further  including  a larger
number  of  participants.
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