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INTRODUCTION
Chronic urticaria (CU) is a mast cell-driven disease 
characterized by the development of wheals, angioedema, 
or both for ≥6  weeks. Disease is divided into chronic 
spontaneous (i.e., with spontaneous onset of symptoms) 
urticaria (CSU) and chronic inducible (i.e., with 
symptoms triggered by reproducible specific triggers such 
as cold or pressure) chronic inducible urticaria (CIndU). 
It affects about 1% of the world population of all ages, 
mostly young and middle-aged women. The average 
duration of CU is about five years. However, in up to 30% 
of the patients, the symptoms may persist for more than 
five years.[1-4]

Comorbidities are common and may complicate treatment 
response, as well as negatively impact patients’ quality of 
life (QoL). CU has been related to comorbidities such as 
autoimmunity, psychiatric, and atopic diseases, all of which 
are strongly overrepresented among CU patients. It is not 
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clear if malignancies, cardiovascular, and gastrointestinal 
diseases coexist with CU.[5,6]

Many studies have investigated the association of 
autoimmune comorbidities with CU. It is observed that 
not only the frequency but also the risk of presenting with 
autoimmune diseases is increased in patients with CU.[7] 
In a systematic review of the literature, the most common 
autoimmune comorbidities associated with CU were 
autoimmune thyroid diseases and vitiligo.[8,9]

In addition, a higher prevalence of type  I diabetes mellitus 
(1.8%), vitiligo (0.4%), and celiac disease,and rheumatoid 
arthritis (0.6%) has also been reported.[10] Among the 
autoimmune diseases, thyroid disorders have been the most 
commonly encountered diseases among patients with CU, 
with a reported prevalence ranging up to more than 50%, 
depending on the inclusion criteria.[7,11]

Ghazanfar et al. demonstrated that in addition to autoimmune 
diseases, there is an increased prevalence of atopic diseases 
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in patients with CU, including atopic dermatitis, asthma, 
and rhinoconjunctivitis.[12] Previously, a high prevalence of 
psychiatric comorbidities was demonstrated in patients with 
CU, ranging up to 60%. Anxiety, depression, and somatoform 
disorders with significant negative impact on QoL were 
demonstrated in more than 30% of the patients.[12-14]

Cardiovascular diseases are other disorders associated 
with CU in high frequency. Among them, systemic arterial 
hypertension was the most common disease, but these 
data were not relevant in the correlation with the risk of 
developing the same disease.[6-8]

The aim of this study was to describe common comorbidities 
among patients with CU at a Brazilian Urticaria Center of 
Reference and Excellence (GA2LEN UCARE).[15]

MATERIAL AND METHODS
A single-center and cross-sectional study was carried out among 
adolescents and adults from the outpatient clinic of a Reference 
and Excellence Center in Urticaria (GA2LEN UCARE, www.
ga2len-ucare.com) in the Immunology Service of a university 
hospital. Patients were enrolled after obtaining informed 
consent. The patients were selected at the CU outpatient clinic, 
and followed up at the allergy and immunology service at 
Clementino Fraga Filho University Hospital (HUCFF-UFRJ). 
Data were taken from these protocols after systematically 
reviewing each file. This study was approved by the Research 
Ethics Committee HUCFF-UFRJ.

RESULTS
We enrolled 180  patients with CU. One hundred and fifty-
five were female (86.1%),and 25 male (13.9%). Mean age was 
46.2 ± 16.1 years (ranging from 13 to 81 years). Mean disease 
duration was 10.3 years (ranging from 0.17 to 62 years) [Table 
1]. The association between CSU and CindU was found in 95 
of the study patients (79.7%). Elevated Immunoglobulin E 
(Ig E; >100IU/ml) was detected in 47% patients. Autologous 
serum skin test (ASST) was positive in 45.6% of our patients. 
In addition, patients with angioedema had ASST positivity 
in 72.6%, that was associated with a higher UASF score. The 
association between CSU and CIndU occurred in more than 
half of our patients.
The most frequent comorbidities associated with CU were 
hypertension in 63  patients (35%), atopic diseases or type 
1 allergy such as rhinitis, asthma and atopic dermatitis 
58  (32.2%), thyroid disease in 34  (18.8%), gastrointestinal 
disease in 25  (13.8%), diabetes in 22  (12.2%), psychiatric 
disorders in 22 (12.2%), rheumatic diseases in 17 (9.4%), and 
hepatitis C (2.2%) [Figure 1]. Thirty-seven (20.5%) patients 
presented with other comorbidities, such as dyslipidemia, 
glaucoma, chronic obstructive pulmonary disease, epilepsy, 
thrombophilia, sarcoidosis, amyloidosis, and vitiligo. Six of 
our patients presented with malignancies (cervical, bladder, 
breast, colon and Hodgkin’s lymphoma).

Table 1: Patients epidemiological data (n=180).

Gender (n of patients/%)
Females 155 (86.1)
Males 25 (13.9)
Age±standard deviation, range (in years) 46.2±16.1, 13–81
n: Number of patients. 

DISCUSSION
CU significantly influences the quality of life (QOL) of 
patients. Concomitance with other comorbidities can lead to 
greater morbidity. CU is a self-limited disease with a higher 
incidence in younger adults; in many cases, it may persist 
into adulthood, adding to other age-related comorbidities, 
thus further compromising the QoL of these patients. When 
compared to other diseases, CU, atopic dermatitis, and 
psoriasis share several comorbidities,with cardiovascular and 
psychiatric disorders being the most prevalent.[16,17]

The study population had a characteristically typical 
distribution of patients with CU, such as a higher proportion 
of female patients (86.1%); most with CSU and concomitant 
CIndU. Several epidemiologic studies indicated that the 
prevalence of CU is at least twice as high in female patients 
compared with male patients. Female patients seem to seek 
medical care more often than men, as they are often more 
affected by autoimmune diseases.[18,19] Recently, two patient-
related outcome measures studies in CU performed at our 
outpatient clinic showed 82% female patients.[20-24]

Our data shows that the most frequent comorbidity associated 
with CU was hypertension documented in 63 patients (35%), 
significantly lower when compared to 42.9% found by 
Weller et al.[7] This finding could possibly be related to the 
indiscriminate use of corticosteroids, often as self medication 
by the patients. Few studies have shown that hypertension 
is associated with increased duration of CU, a fact that was 
not observed in our population. Similar to hypertension, 
the occurrence of diabetes in CU is probably due to the 
indiscriminate use of glucocorticoids.[6,8] Ghazanfar et al. 
found 2.3% of CU patients presenting with diabetes.[25] We 
believe that  in our study, the amount of patients with diabetes 
(12,2%) was due to the frequent and lasting use of systemic 
corticosteroids, despite lack of any recommendations for use 
of corticosteroids by any international guidelines.
The association of autoimmunity is concurrent with that of 
other studies. Around 18.8% of the patients were diagnosed 
with autoimmune thyroid disease in this study. This was 
slightly higher when compared with other studies that had 
a prevalence ranging from 13% to 15%, data that reaffirms 
that autoimmunity is closely related to the pathogenesis of 
CU. At the VI International Congress of Dermatology in 
New  York, Ravitch first suggested an association between 
CSU and thyroid disease. In some studies, the presence of 
thyroid autoantibodies was found in up to 50% of cases. In 
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line with the literature, in our study also, this was the most 
common autoimmune comorbidity in patients with CU. The 
most common circulating autoantibodies in CU patients are 
anti-TPO, in addition to other antibodies.[26-29] The impact 
of CU symptoms and therapeutic interventions in patients 
with concomitant thyroid disease, may contribute to a more 
severe impairment in QoL of patients, especially due to the 
chronic nature of the disease.[30-33]

Other autoimmune comorbidities that were frequently 
associated include rheumatic diseases such as rheumatoid  
arthritis (RA) and systemic lupus erythematosus, detected 
in approximately 6% of our patients. Rheumatoid arthritis 
is a disease of high complexity that promotes inflammation 
and joint damage, causing physical and work disabilities, 
emotional and financial losses, and impacting the QoL. 
Further studies are required regarding the prevalence and risk 
of developing autoimmune diseases in our CU patients.[34-37]

Although CU, particularly CSU, is not an atopic condition, 
several studies show atopic comorbidities associated with CU, 
as shown in an Israeli study.[18] There may be a high frequency 
of atopic comorbidities in the general population of CU.[19] 
Our data revealed that atopic diseases were also over 
represented amongst our CU patients being detected in 32.2%. 
Gonçalo et al. described an association between atopy and 
CU in about 16.9% of patients.[3] Among the most frequently 
detected atopic diseases in the literature, include atopic 
dermatitis, asthma, and rhinoconjunctivitis.[37] Further studies 
should be conducted that correlate this high frequency of 
atopic comorbidities in CU patients.[38]

This data is correlated with atopy, although papular and CU 
angioedema are rarely associated with exposure to allergens. 
This is despite the possible association between urticaria 
and presentation with severe allergies in emergency care, as 
described in several articles.[39,40] 
IgE levels were formerly compared to the time of evolution 
of the disease. Normal levels of IgE may be possible with 
longer duration of treatment, disease progression, in addition 
to higher UAS7 scores and impaired QoL (Cu-Q2oL). There 
is also an association of low IgE levels with low therapeutic 
response. These data are being evaluated in a study in our 
service. We believe that the physical, emotional, social, and 
financial impact of these atopic diseases and CU on patients 
and families is very significant. Classically, itching and sleep 
disturbances are the most described symptoms that impact 
patients globally.[38] A higher risk of patients with CSU having 
mastocytosis and anaphylaxis has been reported in literature. 
This was not evident in our patients.[41]

Malignancy was found in 6  (9%) of our patients. This 
finding should lead us to consider the investigation of 
malignancy mainly in patients with poor response to the 
recommended conventional treatment. There are a few 
reports of the association between CU and malignancy in 
the literature.[42-44]

Psychiatric disorders were present in 12.2%, which was slightly 
lower when compared to other studies. Psychiatric disorders 
are a frequent comorbidity, mainly anxiety, which has a strong 
impact on patients’ QoL.[16] Chu et al. detected psychiatric 
disorders (PD) in 8.53% of patients with CU, lower than our 
data. In contrast, Staubach and Juhlin reported a much higher 
prevalence of 35% and 16 % respectively.[2,16,45] In contrast, the 
prevalence of psychiatric disorders in our patients was much 
lower when compared to the study of the group in Portugal, 
who documented it in 16% of their patients.[46] As with atopic 
dermatitis and psoriasis, having a chronic skin disease such as 
CU is considered an important factor when it comes to mental 
health and QoL for these patients. Lack of sleep due to itching 
is one of the most likely reasons related to sleep disorders, but 
also the hypothesis of the inflammatory process itself in the 
genesis of psychiatric symptoms. The overall prevalence of any 
psychiatric comorbidity among CU patients was estimated at 
31.6% by Konstantinou et al. The most prevalent psychiatric 
disorders were sleep-wake disorders and anxiety disorders; 
other alterations found were anxiety disorders, mood disorders, 
trauma, depression, and stress-related disorders.[34,45,47,48]

We believe that higher prevalence and increased risk of 
depression may be due to delay in the diagnosis, which 
often lasts for years, due to visits to many professionals with 
different specialties. The visible skin lesions themselves can 
generate embarrassment, and difficulties in social life. The 
long duration of the disease, the difficulty in identifying 
the causes and/or triggers, and, mainly, the unsatisfactory 
response to currently available treatments are reasons 
that other studies also share as a possible genesis of these 
disorders. Psychological health, pruritus, and sleep loss 
are therefore important parameters to be evaluated during 
consultations in patients presenting with CU.
Association with infections was also evaluated in our study, 
but not directed to an etiologic agent; changes in the blood 
count with signs of infection were detected in approximately 
2.2% of the patients, data similar to those described by other 
authors. Some studies establish an unclear link between CSU 
and Helicobacter pylori infection, parasitic infections, and 
chronic viral infections, including hepatitis B and C virus 
and human herpesvirus 6.[33,49-52]

Figure 1: Most frequent comorbidities in patients.
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CONCLUSION
CU has been related to several comorbidities. Our data 
matches previous reported findings regarding sex, age, 
and comorbidities such as autoimmunity, atopy, and 
hypertension. Coexisting disorders such as autoimmune 
diseases, atopy, and psychiatric disorders are common in the 
population studied. Considering the small sample size and 
single center study, further studies are warranted. 
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