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Background
 Urticaria is one of the most common dermatologic problems seen 
by primary care physicians and often a source of frustration for patient 
and specialist in the Dermatology Service. This disease usually pres-
ents as raised, erythematous wheals accompanied by intense pruritus, 
and the lesions typically last a few hours, only to fade and reappear 
elsewhere. The atopic pathway mediated by Immunoglobulin E (IgE) 
which is one of the classical mechanism to explain the development 
of this disease, with a marked Th2 immune response, and its related 
to other allergic disease such as asthma and angioedema [1,2].

 Chronic urticaria (symptoms persist for more than 6 weeks) is 
twofold higher in women than in men [3,4]. Although it occurs more 
often in adults, it can affect all age-groups. No racial predilection has 
been identified. Recently, an association between chronic urticaria 
and the major histocompatibility complex allele, HLA-DRB1*04, 
was identified. This association suggests that disease may involve an 
interaction between genes, the environment and the immune system 
similar to that observed in asthma and coronary artery disease [5].

 When urticaria turns chronic and an exhaustive study doesn’t find 
a probable cause, it becomes Chronic Idiopathic Urticaria (CIU), and 
its association with several diseases have been described, included 
infectious diseases and some carrier condition of specific microor-
ganism [2,5]. The medical priority in CIU patients is the symptoms 
control, because the treatment doesn’t have define etiologic cause to 
focused [6].

 Helicobacter pylori is one of the most frequent bacteria found in 
humans, and some authors proposed considered as human normal flo-
ra against the classical concept of pathogen. The bacterium colonizes 
the human gastrointestinal tract and its related to the development of 
several pathologies including chronic atrophic gastritis, peptic ulcer 
disease, gastric MALT lymphoma and distal gastric adenocarcinoma 
[7,8].
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Abstract
 Gastric colonization with Helicobacter pylori in the human host 
has been associated with many extragastric diseases. We want to 
demonstrate that H. pylori colonization is associated with the derma-
tological disease Chronic Idiopathic Urticaria (CIU) and after bacteria 
eradication patients have clinical improvement, for this, 60 patients 
with CIU diagnosis were studied. Baseline and 6 weeks after ther-
apeutic intervention. H. pylori status was established by UBT-C14 

and ELISAs anti-CagA protein and Whole-Cell (WC) antigens. Our 
results shows that 44 (73.3%) patients were at base line UBT-pos-
itive and 16 UBT-negative, no statistically significant differences 
were founded in age, gender and duration of disease. No correlation 
between H. pylori density (UBT DPM mean value) and symptoms 
severity was found. Serology correlated in 97.7 % of UBT-positive 
patients and only 11.4 % were false negative for H. pylori in both WC 
ELISA and CagA ELISA. A significant decrease in WC OD net values 
was observed in the UBT-positive patients with clinical improvement 
after H. pylori successful eradication compared with UBT-nega-
tive patients (p<0.05), but not for CagA OD net values. Severity of 
symptoms showed a correlation with increasing OD values of WC 
and CagA in the UBT-negative group (p>0.05). Clinical improve-
ment was associated with changes in the WC OD net values in the 
UBT-positive patients after eradication (p<0.05). Our conclusion is 
that the successful eradication of H. pylori is correlated with clinical 
improvement, but not with the severity of the disease. These findings 
strengthen the role of H. pylori in the maintenance of CIU disease.
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 The eradication of the bacteria in patients with gastric diseases 
is associated with clinical and histopathological improvement, and 
in some case with total recovery of health in selected diseases. The 
current concepts leads to the pathogenesis mechanism of H. pylori 
related with the production of CagA protein (mediated by cytotox-
in-associated gene cagA) and vacuolating cytotoxin A (mediated by 
vacuolating cytotoxin gene vacA), the strains that expressed the two 
genes are considered more pathogenic (produce more inflammato-
ry response) in opposition to the CagA-negative strains [9,10]. The 
CagA positive status has been considered a marker of good prognosis 
in response to the eradication therapy [9,11-13], but is linked to an 
increase risk of neoplasic pathology [14-16].

 A study of Shiotani et al., shows that H. pylori colonization can be 
used as a marker of early risk in gastric cancer in patients with pruritic 
skin diseases (especially cutaneous pruritus and prurigo chronicmul-
tiform) [17]. Few years ago, H. pylori begins to be related with an in-
crease number of pathologies outside the gastric tract, the first reports 
came of casual observation in the improvement of bronchial asthma 
with the use of proton pump inhibitors and leads to the subsequent 
study of the association of H. pylori in these patients, and the clinical 
improvement with the eradication of the bacteria [18]. Similar find-
ings were observed in dermatological pathologies as Schönlein-He-
noch purpura, inflammatory rosacea, prurigo and chronic urticaria 
[19-22]. In addition, another association was made in diverse diseases 
such as a glaucoma, pancreatic cancer, infant sudden death syndrome, 
even cardiovascular diseases as atherosclerosis or stroke [23-27].

 Nearly 25% of the population under 50 years could have a poten-
tial urticaria episode in its lifetime, that could progress to chronicity 
with the disability and distress that can lead to serious impairment 
of quality of life, almost comparable to that experienced by patients 
with cardiovascular disease [3,28]. This disease is a serious problem, 
especially when treatment of a disease of unknown etiology is symp-
tomatic and in the most of the cases, prolonged and probably for the 
rest of the life, with the complications that a therapeutic regimenmay 
leads after a prolonged use [29,30]. 

 Since 95% of the urticaria disease still without a specific etiologi-
cal cause (idiopathic), and is considered as a syndrome. H. pylori has 
been suggested as probably etiology of CIU in the order of 5-10% of 
know causes after exclusion of other causes (physical, allergic, con-
tact, weather associated [29-34]. 

 There are some evidences linked H. pylori with CIU, the first 
one is the cause-effect model that postulates H. pylori colonization 
as responsible for the development of CIU and the improvement of 
clinical CIU with the eradication of the bacteria [22,33-36]. The op-
posite side of this model is supported by some authors’ experiences 
others considered H. pylori presence in the patient with CIU as an 
epiphenomenon or co-morbidity condition associated to the highest 
seroprevalence of the bacteria in the general population [37-46]. 

 In Venezuela exist a high H. pylori seroprevalence (75%) in the 
adult population, that is similar the rest of the developing world [47]. 
Preliminary unpublished data of the main author on CIU patients re-
veals a similar prevalence of the bacteria as in the general population, 
but with an excellent clinical improvement of the CIU symptoms after 
the successful eradication of the bacteria, compared with patients that 
were not treated [37,48]. 

 In the extra-gastric diseases that are currently associated with H. 
pylori does not exists sufficient evidence to implicate the CagA status, 
and the present data are confused and in some cases controversial or 
inexistent [49]. Current study encounters some limitations. First, the 
sample size is relatively small so bias may still exist. Second, there 
is no matched control group for this study which should be untreated 
from H. pylori infections.

Aim
 Based on the non-conclusive evidence of causality among H. pylo-
ri gastric infection & CIU, the present study investigated if chronic H. 
pylori gastric infection in the human host is associated with CIU and 
its clinical evolution in Venezuelan patients and try to demonstrated 
that eradication of the bacteria is linked to the clinical improvement 
of CIU.

Materials and Methods
Patient population

 We studied 60 patients with chronic idiopathic urticaria diagnosis 
from the Dermatology Service of Jose Maria Vargas Hospital of Ca-
racas, in Venezuela. Among them were 42 female/18 males (female/
male ratio 2,3); mean age 39,45 years±13 (range 13-73). Patients 
were enrolled from January 2002 to September 2003, and signed an 
inform consent form (approved by Bioethics Committee of Instituto 
de Biomedicina Dr. Jacinto Convit, Caracas, Venezuela).

Inclusion and exclusion criteria

 Patients were included in this study if they were diagnosed with 
CIU, defined as raised, erythematous wheals, intense pruritus for at 
least 6 months and without an identified cause after excluding all oth-
er common causes of urticaria. 

 Patients were excluded if they have been treated with antibiotics 
(Penicillins, Macrolides, Tetracyclines, Metronidazole), in the previ-
ous two months of the study; or if they were treated with proton pump 
inhibitors, histamine antagonist of H2 blockers, or bismuth subsalic-
ylate in the previous two months of the study. Pregnant women and 
patients with any type of immunosuppression including positive HIV 
infection were excluded.

Sample’s collection

 Breath samples for the diagnosis of H. pylori were collected at 
first visit and in the follow up visit (7 weeks after), using a commer-
cial Urea Breath Test C14 kit (Pytest®, Ballard Medical Products, Lone 
Park, USA). Positive values were considered up to 200 DPM (Disin-
tegrations per Minute), values between 51-199 DPM were considered 
indeterminate (repeat the test) and negative results were considered 
when the value was ≤ to 50 DPM. The process of the breath samples 
was realized by Endomedica CA (Caracas, Venezuela).

 Blood samples were collected at baseline and follow up visit (7 
weeks after). The blood samples were centrifuged at 10000 RPM for 
10 minutes and serum was separated and storage in Eppendorf tubes 
(6 tubes per patient/1,5 mL sera per tube), and frozen at-20oC. The 
serum samples were transported to the infectious diseases laborato-
ries of New York University School of Medicine, New York, United 
States in a special refrigerated container.
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Therapeutic intervention

 The H. pylori-UBT positive group received triple eradication ther-
apy against H. pylori for seven days with Amoxicillin McKCalox® 

(Calox Laboratories, Caracas, Venezuela), caps 500 mg (1 gr/PO/
BID) plus Clarithromycin McKCalox® tabs 500 mg (500 mg/PO/BID) 
plus Proton pump inhibitor-Omeprazol McKCalox® caps 20 mg-(20 
mg/PO/BID). For the symptoms of urticaria, Loratadine McKCalox® 
tabs 10 mg was prescribed for one week (10 mg/PO/daily). The con-
trol group (H. pylori-UBT negative) only received Loratadine (McK-
Calox® tabs 10 mg) for one week (10 mg/PO/daily).

Clinical evaluation

 We designed three different scales, one to evaluated and classify 
the severity of symptoms at baseline and follow up visit (symptomatic 
categories) the second to compared the clinical response before and 
after the therapeutic intervention (response categories), and the last 
one to analyze the data basis on the summation values of the severity 
of symptoms scale at baseline evaluation (initial score) (Tables 1 and 
2).

Determination IgG anti H. pylori whole-cell and anti 
CagA antigen preparations

 The H. pylori WC and CagA ELISAs were performed as previ-
ously reported [14,50]. In brief: An Enzyme Linked Immunosorbent 
Assay (ELISA) was performed, first coupling the antigens to the plas-
tic plates at a concentration of 250 ng/well in carbonate buffer for 
CagA antigen and 1 µg/well for H. pylori WC antigen with overnight 
incubation at room temperature. Then blocking the unspecific binding 
sites with 200 µL of PBSTTG and incubate for 3 hours at 37oC, wash-
ing with PBSTT 250 µL/well for 3 times. The incubation with the 
primary antibody required a dilution of 1:100 for CagA antigen and 
1:800 for WC antigen; we using positive control at dilution 1:100 for 
CagA and for WC antigen at dilution 1:7500, the negative control was 
diluted 1:100 for CagA and 1:800 WC. 100 µL of each dilution where 
loaded in the plate and incubating for 1 hour at 37oC, and washing 
with PBSTT 250 µL/well for 4 times. The incubation with the sec-
ondary antibody peroxidase labeled (Goat anti human IgG) required a 
dilution 1:4000 in PBS/BSA and the load of 100 µL of it per well with 
incubation for 1 hour at 37oC, then washing with PBSTT 250 µL/well 
for 4 times. The color development reaction using a freshly prepared 

developer (Na2HPO4 0,2 M+Citric acid 0,1 M+ABTS+H2O2) solution 
was added at 100 µL/well as a green color appears and proceed to 
read in ELISA reader at 405-450 nm. Each sample was tested in dupli-
cate in two different days and the mean value of those determinations 
was accepted only if the results were concordant (both positive and 
both negative). In case of discordant values, the samples with the dis-
cordant results were tested for a third time.

 In a second phase, we performed a new ELISAs in which we di-
luted 10-fold the serum samples. We tested dilutions for CagA antigen 
(1:100; 1:200 and 1:400) and for WC antigen (1:500; 1:1000; 1:2000; 
1:4000; 1:8000 and 1:16000) on PBSTTGG, and calculate the Optic 
Density net values (OD net) subtracting the post-treatment value from 
the pre-treatment value. 

Data analysis

 Data were presented as means±SEM and ranges. Differences be-
tween groups of patients were tested using Chi square test, Fisher’s 
exact test and U-test of Wilcoxon-Mann-Whitney and differences be-
tween data at different dilutions were tested using Wilcoxon-Wilcox 
test. The analysis of variance and ANOVA test for non-parametric 
data was used to confirm the tendency presence in the serological 
response evolution. P < 0,05 was considered as significant.

 The computer software used to perform the statistical analysis 
were Microsoft Excel 2003®, Epi Info 2000® version 1.1.2 and Graph-
Pad Software, InStat guide to choosing and interpreting statistical 
tests, 1998, GraphPad Software, Inc., San Diego California USA.

Results
Study population characteristic

 A group of 60 patients was divided by UBT results in 2 subgroups: 
44 H. pylori-positive patients (70.4% female) and 16 H. pylori-nega-
tive patients (68.8% female) (Table 3). No statistically significant dif-
ferences were founded in age, gender and mean duration of disease. 
The mean values of OD for WC and CagA were as expected higher 
(almost three times higher) in the H. pylori-positive group than in the 
negative group. The mean value of Disintegrations Per Minute (DPM) 
for the UBT, was also higher in the positive group when comparing 
with the UBT negative group. We used the results of UBT as the gold 
standard criteria to define H. pylori status.

Symptoms: Day Pruritus, Night Pruritus, Erythema, Wheals, Dyspnea, Dysphagia

Severity of symptoms 
(points) No symptoms (0) Mild (1) Moderate (2) Severe (3)

Symptomatic categories (∑ 
severity points) Asymptomatic (0) Mild (1-6) Moderate (7-11) Severe (12-18)

Response Categories after 
therapeutic intervention Total Improvement Partial Important 

Improvement
Partial Moderate 

Improvement Partial Mild Improvement No Improvement Worsening

(Change symptomatic 
categories)

Severe or moderate 
to mild ≤ 2

Severe or moderate to 
mild > 2

Severe or moderate 
< 10 Severe or moderate > 10

No change of 
symptomatic 

category

From a minor symptomatic 
category to an upper one

Symptomatic medication in 
response categories Suspension Reduction > 50% Reduction 50-25% Reduction < 25% Partial change or 

adjustment Complete change

Table 1: Scale for evaluation of the severity of symptoms & classification in symptomatic categories.
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Serologic markers and UBT status

 A comparison between serology results and UBT results were 
made before the therapeutic intervention, 97.7% of UBT-positive 
patients have a similar result that correlated with serology (WC & 
CagA+, WC+/CagA-and WC-/CagA+). There was only one patient 
with positive UBT but false negative for H. pylori WC and CagA 
ELISA. Among H. pylori positive, 4 (9.1%) of those patients were 
positive for CagA ELISA only, suggesting that they have immunolog-
ical memory for the dominant CagA antigen of H. pylori. In contrast, 
only 5 (31, 3%) of UBT-negative patients shows concordance in the 
serology (WC & CagA negative). Furthermore, we observed 7 pa-
tients that (43.7%) were only positive for CagA.

Clinical presentation, density of H. pylori infection and 
immune response

Next, we try to establish an association among the severity of the 
clinical presentation for CIU and H. pylori infection. We did not ob-
serve any correlation between the mean values of disintegrations per 
minute in the UBT (as an indirect expression of density of H. pylori 

colonization) and the severity of the clinical presentation. In the H. 
pylori-positive group, mean WC OD value shows a slightly high val-
ue in the mild to moderate symptoms subgroup compared with the se-
vere symptoms subgroup (Table 4). Among CagA OD values, we did 
not find an important variation related to the severity of symptoms. 
For the H. pylori-negative group, the subgroup with mild to moderate 
symptoms has higher values for WC and CagA compared with the 
subgroup of severe symptoms.

Correlation between anti H. pylori immune response and 
clinical improvement of the symptoms of CIU 

 After therapeutic intervention, we compare the number of patients 
that shows improvement of CIU symptoms and H. pylori serologic 
patterns (Net OD values) for WC and CagA. For the UBT-positive 
group we find a statistically significant difference in improvement as-
sociated with a decline in the WC OD net values as compared with the 
UBT-negative group (Table 5). The improvement tendency keeps for 
the CagA OD net values, but not statistical significance was observed. 
An effective decline of the immune response against H. pylori WC 
antigen is associated with the development of clinical improvement 
after the eradication of the bacteria.

H. pylori eradication and clinical improvement of CIU 
and serologic markers evolution

 In the H. pylori-positive group, UBT values showed a declined 
with the clearance of the bacteria in all the patients, and these results 
correlated with clinical improvement. However, there was not a sig-
nificant change in the serological response; patients still had elevated 
OD values may be due to the recently eradicated bacteria (Table 6). 
Among H. pylori-negative group an interesting increased in the WC 
and CagA OD values was observed in patients in whom symptoms 
changed from asymptomatic to severe, and this increase was statisti-
cally significance and contribute with additional evidence for a possi-
ble role of H. pylori in the maintenance of clinical symptoms of CIU. 
We also noticed that all the UBT-positive patients show some grade 
of clinical improvement, versus only 3 apparently spontaneous cases 
of improvement in the UBT-negative group (p<0.0001 FET).

Variation of CagA and WC OD values in response to ther-
apeutic intervention

 Among the H. pylori-negative group we observed not variation 
in the CagA OD values, but only a slightly tendency to decrease in 
two patients. For WC antigen preparation, the results were more sta-
ble (Graphic 1). It can be explained by immunological phenomena of 
polyclonal response in a disease with important allergic compounds 
as CIU, and when the increase of total IgE levels expressed a systemic 
inflammatory process; and when we compared the OD values against 
the severity of the disease, these shows an increase as major is the 
magnitude of the symptoms, in opposition to the observations at the 
baseline moment (Table 7).

UBT-Status

Intensity of Symptoms

Positive

≤ 10 Mild

11-12 Moderate

≥ 13 Severe

Negative

< 12 Mild and moderate

≥ 13 Severe

Table 2: Initial score groups.

H. pylori-Positive 
Group

H. pylori-Negative 
Group Total

Patients number 44 16 60

Mean age 40,0±13,6 (13-73) 38,1±11,6 (19-60) 39,5±13 (13-73)

Sex (F/M ratio) 31/13 (2,4) 11/05/2018 (2,2) 42/18 (2,3)

Mean duration of 
disease (in years) 13,2±8,4 (2-45) 12,8±7,7 (4-32) 13,1±8,2 (2-45)

Mean OD value WC 3,2±1,5 (0,6-6,2) 0,8±0,8 (0,2-2,6) 2,6±1,7 (0,2-6,2)

Mean OD value 
CagA 3,1±1,7 (0,3-6,3) 1,1±1,7 (0,1-5,7) 2,6±1,9 (0,1-6,3)

Mean UBT (DPM 
value)

1911,4±1273,9 
(466-5692) 12,9±13,8 (0-49) 962,15±1342,4 

(0-5692)

Table 3: Population general and serologic characteristics.

Severity of 
Symptoms

H. pylori-Positive 
Group

UBT Mean Value 
(DPM)

Mean OD 
Value WC

Mean OD 
Value CagA

H. pylori-Negative 
Group

UBT Mean Value 
(DPM)

Mean OD 
Value WC

Mean OD Value 
CagA

Mild-moderate 20 1900,1±1069,5 3,56±1,63 0,72±0,36 5 23,4±16,2 1,07±0,94 0,82±0,25

Severe 24 1920,8±1445,3 2,94±1,42 0,71±0,45 11 8,2±9,9 0,79±0,82 0,54±0,45

Table 4: CIU symptoms severity according to UBT status and mean values of UBT and serology.
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 The H. pylori-positive group showed decreased of >50 in the WC 
OD values and similar results for CagA OD values between the as-
ymptomatic patients and the group of moderate symptoms (Graphic 
2). In this group with the lowest symptoms the seroconversion phe-
nomenon and the tendency to the response of its kind were observed.

Discussion
 A number of studies in several countries showed the high preva-
lence of H. pylori infection in CU patients, followed by clinical remis-
sion of CU after H. pylori eradication therapy. In the first one of these 
studies, back in 1994, Kolibasova et al. [51], assessed 21 patients with 
chronic urticaria and H. pylori infection. Eradication therapy against 
the bacterium led to remission of urticaria in 95% of the cases. Later 
on, Bohmeyer et al. [52], in 1996, carried out endoscopic assessment 
in 10 patients with CU, finding H. pylori in the gastric mucosa in 8 
of them; they reported that the skin lesions disappeared within a few 
days of treatment with amoxicillin and omeprazole.

 The lack of structured case-control studies with a strictly follow 
up and evaluation of active infection and serological response at base-
line and after treatment, contributed to the absence of evidences that 
could demonstrated a possible association between H. pylori colo-
nization and the development and evolution of extragastric disease. 
In addition, the pathophysiological mechanism that could explain the 
action of the bacteria as a producer or modification in these diseases 
still unclear.

 Our initial observations in the patients with CIU reveals an H. 
pylori seroprevalence similar to the rest of the population (73,3%), 
and it can be associated to an early acquisition of the bacteria well 
described in the developing countries as Venezuela [27]. CIU is at 
least twice as common in our female patients that in the male, in con-
cordance with the literature reports, independent of the presence or 
not of the bacteria [1-5].

WC CagA n UBT-Positive UBT-Negative

- - 6 1 5

- + 11 4 7

+ - 10 10 0

+ + 33 29 4

Total 60 44 16

Clinical 
Variation

H. pylori WC (Net OD) H. pylori CagA (Net OD)

UBT-Positive UBT-Negative UBT-Positive UBT-Negative

Change 15 1 16 3

No change 29 15 28 13

Total 44 16 44 16

x2 P=0,045 x2 P >0,05

Table 5: Relation between serologic markers and UBT results.

Table 6: Clinical improvement and WC and CagA variations.

H. pylori-Positive 
Group

UBT Mean 
Value (DPM)

Mean OD Value 
WC

Mean OD Value 
CagA

H. pylori-Nega-
tive Group

UBT Mean 
Value (DPM)

Mean OD Value 
WC

Mean OD Value 
CagA

Asymptomatic 20 12,6±14,8 3,11±1,83 0,85±0,34 2 ND 0,15±0,04 0,23±0,14

Mild 20 13,2±15,7 3,38±1,57 0,59±0,42 0 ND NP NP

Moderate 4 17,0±23,1 2,38±2,37 0,85±0,52 6 ND 0,73±0,87 0,67±0,28

Severe 0 NP NP NP 8 ND 1,67±2,22 0,76±0,44

x2 P>0,05 P<0,05

Table 7: Relation between serologic markers and UBT results.

Graph 1: Variation of CagA and WC OD values in response to therapeutic 
intervention.
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 Both groups had similar characteristics (mean age, duration of 
disease, gender ratio), and the UBT shows mean values that permit 
separate without doubts the two groups. Serological values at baseline 
evaluation were higher in the UBT-positive group as in UBT-nega-
tive group, but interestedly the CagA OD value is higher than WC 
OD value in this group, it can be an expression of the immunological 
background of a complicated and multi-factorial disease as such CIU 
with important inflammatory compounds included.

 UBT looks as a good non-invasive test to discriminate the gastric 
presence of H. pylori in the human host, and when we correlated with 
serological test as IgG anti H. pylori WC and IgG anti CagA, UBT 
appears with some advantages in the early determination of bacterial 
eradication.

 The triple therapy employed for H. pylori eradication in the 
UBT-positive patients that include amoxicillin plus clarithromycin 
and omeprazole was successful in the 100% of the cases and well 
tolerated for the seven days of duration. The use of loratadine in the 
UBT-negative group neither shown complications.

 In H. pylori-positive patients (UBT-positive) baseline ELISA for 
CagA looks more reliable than WC serology, but when we analyzed 
the association of the mean OD net values for both serological mark-
ers in this group after the eradication therapy, did not find a strictly 
correlation. 

 In the H. pylori-negative patients (UBT-negative), both WC and 
CagA serological tests showed poor specificity (75% and 31% respec-
tively), but when we stratify the symptoms severity and related with 
the mean OD net values for WC and CagA, the results after the 6 
weeks of baseline evaluation shows parallel increase of both markers 
with the increase in the severity of the disease. When we compare 
with the UBT-positive group that did not show this behavior, maybe 
because the higher levels of antibodies in response to an actual in-
fection did not have faster variation as the changes that we observe 
in the UBT-negative patients. The H. pylori-negative patients maybe 
have a polyclonal response related to its primary pathology (of un-
known etiology) and the atopic pathway of IgE total participates in 
the unspecific response against different antigens. These observations 
support the original idea that H. pylori is associated with CIU, maybe 
as a maintenance factor than as a trigger.

 The important changes (>50%) in the H. pylori WC OD net values 
in the UBT-positive patients after the eradication therapy and negativ-
ity of UBT results are associated with clinical improvement that goes 
in almost the 50% of this group to the total improvement of symp-
toms (clinical cure), and it is the expression of an effective immune 
response (P<0, 05); in the CagA case, the diminutions are presented, 
but not in the same magnitude than the observed for WC.

 Fukuda and his colleagues (2004) found a high incidence of CagA 
expression in Chronic Spontaneous Urticaria (CSU) patients (100%, 
13/13) and similarly in control group (100%, 26/26) [51]. Yi-Chun 
Chiu et al., in a longitudinal follow-up (range 12-29 months, median 
23.5 months) showed complete remission of urticaria in 63.6% (7/11) 
and no improvement in 36.4% (4/11) of our patients after H. pylori 
eradication. In addition, they had shown that the expression of oth-
er virulence factors did not differ between patients with and without 
CSU [53,54].

 Current study encounters some limitations. First, the sample size 
is relatively small so bias may still exist. Second, there is no matched 
control group for this study which should be untreated from H. pylori 
infections. Third, we use a home-made scale for the urticaria symp-
toms classification, but similar to the recognized in the literature.

 If we put together the clinical findings of improvement of CIU 
symptoms after the eradication of H. pylori, the really absence of im-
provement in the UBT-negative group (with the exception of 3 cases 
that shows “spontaneous” improvement), the findings of completely 
changes in the UBT mean values after eradication therapy expressing 
an 100% of successful eradication and related to changes in the clini-
cal presentation of the disease, the interesting fact of higher values for  

Graphic 2: Variations in the immune response to CagA and WC in 12 H. 
pylori-positive patients with urticaria initial score < 10 points.
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WC and CagA OD net values in the UBT-negative patients correlated 
with higher severity of symptoms, all this points strengthen the H. 
pylori role in the maintenance of CIU disease. 

 So, many authors support the link among H. pylori eradication and 
clinical improvement of CIU, in a similar way that we report [55-59].

Conclusion
 Successful eradication of H. pylori gastric infection is correlated 
with clinical improvement, but not with the severity of the chronic 
idiopathic urticaria symptoms. These findings strengthen the role of 
H. pylori in the maintenance of CIU disease and enhances the benefits 
of its eradication in the dermatological patients, even if gastric symp-
toms were absent. 
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