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CHRONIC URTICARIA AND HELICOBACTER PYLORI
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ABSTRACT

157

BACKGROUND: Helicobacter pylori (HP) have recently emerged as a novel eliciting
factor for chronic urticaria (CU). The possible association between HP and CU has
enormous potential, as eradicating HP could cure CU. AIMS AND OBJECTIVES: We
conducted a study to assess the prevalence of HP infection and effect of bacterium
eradication on skin lesions in patients of chronic idiopathic urticaria (CIU).
SETTINGS AND DESIGN: Four hundred sixty patients of CU attending the allergy clinic,
SMS hospital, Jaipur during the period February 6, 2004, to February 6, 2006, were
screened for possible eliciting factors. Patients with CIU were enrolled and others were
excluded. MATERIALS AND METHODS: Sixty-eight patients of CIU and similar number
of age and sex matched controls, attending the allergy clinic, SMS Hospital, Jaipur were
enrolled in the study. All patients underwent endoscopy with antral biopsy for urease
and histopathology to identify HP-associated gastritis. Infected patients were given HP
eradication therapy. Eradication of bacterium was confirmed by fecal antigen assay.
Subjective response to treatment was judged using chronic urticaria quality-of-life
questionnaire (CU-Q.,oL) while objective response to treatment was judged by need
for ‘rescue medication’ (antihistaminics). STATISTICAL ANALYSIS: Data were analyzed
using Chi square and paired‘t’ test for their level of significance. RESULTS: HP associated
gastritis was present in 48 (70.58%) patients, out of which 39 (81.25%) patients
responded to eradication therapy. Ten (50.00%) patients without HP associated gastritis
showed response to symptomatic therapy. Overall 49 (72.05%) patients responded and
19 (27.94%) showed no response. The value of x* was 28.571 (P = 0.003), which showed
significant association between presence of HP and response to eradication regimen.
CONCLUSION: The response of HP eradication therapy in infected patients of CIU is
significant. HP should be included in diagnostic workup of patients with CIU.
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INTRODUCTION

Chronic urticaria (CU) is a frustrating problem
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for both physicians and patients and etiology
in about 17% of the cases remains obscure.!"
Recent studies have highlighted serious
disabilities in patients of CU, which may be
of the same magnitude as those experienced
by patients of ischaemic heart disease.?
Possible eliciting factors of CU revealed focal
infection as the cause of urticaria in 43% of
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the patients, out of which Helicobacter pylori
(HP) was responsible for 60%. Recent
observations have suggested a possible
etiopathogenic role of HP in some cases of
CU.“7 However there has been no Indian study
on possible association between HP and CU.
The present study was undertaken to study the
correlation between HP and chronic idiopathic
urticaria (CIU) and to assess the response to
treatment.

MATERIALS AND METHODS

Study design

Four hundred sixty patients of CU (urticaria of
>6 weeks) attending the allergy clinic, SMS
Hospital, Jaipur during the period February 6,
2004, to February 6, 2006, were screened
for possible eliciting factors of urticaria.
The preliminary screening panel for each
patient included complete history, physical
examination and the following laboratory tests:
complete blood count including differential
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count, total eosinophil count, sedimentation
rate, complete urine exam, liver function test,
serum test for hepatitis B and C, rheumatoid
factor, C3, C4, and C1 inhibitor, T3 (free),
T4 (free), TSH, anti thyroid antibodies, stool
examination for parasites and ova, total IgE
(chemiluminescence) and autologous serum
test. Other tests which were done when
indicated by patients history included: prick
test with a panel of common inhalants and food
allergens (animal dander, pollens, house dust
mites, milk, egg, nut, tomato, wheat, peach,
banana), investigation for focus of infection in
various location (teeth, upper respiratory and
urogenital tract) and oral provocation challenge
test with dyes and food additives. Patients with
identifiable cause were treated accordingly
and patients with CIU (chronic urticaria with no
identifiable cause) were enrolled in the study.

Inclusion criteria
All patients of CIU willing to be enrolled for the
study.

Exclusion criteria

patients suffering from physical urticaria,
patients less than 14 or greater than 65 years
of age, pregnant females, patients who had
taken proton pump inhibitors /antibiotics within
the preceding 4 weeks, and presence of other
concomitant serious medical and surgical
diseases.

Sixty-eight (37 males, 31 females) patients of
CIU with mean age 33.54 years (14-63 years)
were enrolled in this study. In the same period, a
similar number of age and sex matched controls
(patients without CU, admitted in medical
wards or attending medical OPD for other
reasons) were also enrolled in study. Permission
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was granted by the ethics committee and
informed consent was taken from all patients.
All enrolled patients underwent endoscopy of
upper gastrointestinal tract with antral biopsy for
urease test and histopathology to identify HP.
Patients infected with HP (either by urease or
histology or both), were given first-line therapy
comprising of omeparzole 20 mg, amoxicillin
1000 mg and clarithromycin 500 mg, twice daily
for 14 days. HP eradication was assessed by
monoclonal fecal antigen assay (which has a
sensitivity of 94% and specificity of 100% and
is an effective alternative to urea breath test).®
If HP persisted after first line therapy, patients
were offered second line therapy, comprising
of omeprazole 20 mg, amoxicillin 1000 mg,
metronidazole 500 mg, twice a day for another
7 days. After therapy completion of therapy, all
infected patients were prescribed antihistaminics
to be used as ‘rescue medicine’. Non infected
patients were treated with antihistaminics and
steroids as and when required. All patients were
kept in followed up during the study duration of
3 months. The impact of urticaria on the quality
of life of each patient was judged by (CU-Q,oL)"!
questionnaire before and after therapy, and the
findings were compared statistically. Also each
patients objective response to treatment was
judged using 3 variables based on the need for
‘rescue medicine’: complete remission (CR-no
need for antihistaminics), partial remission
(PR-occasional need for anti histaminics), and
no remission (NR- frequent/daily need for anti
histaminics).

Statistical analysis

The data was analyzed using Chi square test
and paired ‘t’ test. Subjective response in each
group was compared for level of significance
of their differences by using paired ‘t’ test.

Significant value of ‘P’ was decided to be at a
level of 0.05 in two tailed tests. Proportions of
response to treatment were compared in the
two groups (those with HP gastritis and CIU,
with those without HP gastritis and CIU), for
their differences using the Chi square test.

RESULTS

One hundred thirty-six patients were enrolled
in the study (68 cases and 68 controls).
Forty-eight (70.58%) patients of CIU were
infected with HP while 46 (67.64%) of
the controls were infected. There was no
statistically significant difference (P = 0.284)
in the prevalence of HP associated gastritis
in patients of CIU and in controls 42 (87.50%)
infected patients achieved eradication with
first line therapy while 6 (12.50%) patients
required second line therapy for eradication.
In 2 (4.166%) patients HP persisted despite
two courses of eradication therapy. Response
to eradication therapy (CR + PR) was evident
in 39 (81.25%) patients in whom HP was
eradicated while 7 (14.58%) patients showed
no response despite eradication of HP. Two
(4.16%) patients with persistent HP infection
showed no objective improvement in urticarial
symptoms at the end of study period [Table 1].

Patients of CU with HP-associated gastritis
had a mean pretreatment CU-Q,oL score of
70.92 + 12.59, mean post treatment score of
40.05 £ 10.35 (mean change 30.87 + 12.19),
which was statistically significant, P = 0.001,
confidence interval at 5% level of significance
(24.1, 32.07). Patients of CU without HP
infection had mean pretreatment score
of 65.57 + 11.57, post treatment sore of
55.35 + 12.35 (mean change of 9.57 + 10.8)
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Table 1: Effect of HP eradication therapy on urticaria symptoms

Number of Objective response to treatment
subjects (n = 48) Complete Partial Response to No remission
remission (CR) remission (PR) treatment (CR + PR) (NR)
HP eradicated by first line therapy 40 16 36 4
HP eradicated by second line therapy 6 2 3 3
Persistent infection 2 0 0 2

Table 2: Response to therapy

Subjective response to treatment

Objective response to treatment

Group CU-Q, oL Scorel P-value (as judged by need for rescue medicine)
Pre Post Mean (c_onﬁdence Responders Non responders Total

treatment treatment change interval) (CR +PR) (NR)
CU with HP 70.92 40.05 30.87 0.001 39 (81.25%) 9 (18.75%) 48 (70.58%)
infection +12.59 +10.35 +12.19 (24.1, 32.07)
CU without 65.57 55.35 9.57 0.51 10 (50.00%) 10 (50.00%) 20 (29.41%)
HP infection +11.57 +12.35 +10.8 (10.36, 21.14)
Total 49 (72.05%) 19 (27.94%) 68 (100%)

which was statistically not significant, P = 0.51,
confidence interval at 5% level of significance
(10.36, 21.14). Thirty-nine (81.25%) patients
with HP associated gastritis responded to
eradication therapy (CR + PR) while 9 (18.75%)
patients showed no response (NR). While Ten
(50%) of patients without HP associated gastritis
responded to eradication therapy (CR + PR)
and 10 (50%) patients did not responded
(NR). The value of 2 was 28.571 (P = 0.003),
which showed significant association between
presence of HP and response to eradication
regimen [Table 2].

DISCUSSION

The present study was performed to assess the
possible association of HP with CIU. This study
is important because there is high prevalence
of HP infection among the Indian population
and there are conflicting reports of association
between HP infection and CIU from several
westerns studies. In this study there is high
prevalence of HP infection, with 48 (70%) of the
patients with CIU and 46 (67%) of the controls
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testing positive for HP. The high prevalence
of HP infection has been previously being
reported in other studies from India, as well."
The prevalence of HP in patients of CIU does
not differ from that in patients without urticaria.
But in infected patients there is resolution
of urticarial symptoms when HP eradication
therapy was given. This is in concordance with
previous studies, which have shown resolution
of urticaria after HP eradication therapy.®5!
However the role of HP as an eliciting factor
for CIU is still controversial. While several
authors have suggested a possible role of
HP in the pathogenesis of CIU,3# other have
shown no correlation between treatment and
remission of urticaria.l>®! A recent study in
Japanese university students showed that
allergic diseases are negatively associated with
HP infection especially in men.”! Another study
showed that eradication of HP infection by
triple therapy significantly and equally reduces
urticarial activity score in CU patients with
positive and negative autologous serum test.l'!
The discrepancy between results of these
different studies may be due to the different
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methods used for detection and establishment
of HP infection or resistance of HP to therapy
or recurrences shortly after successful therapy.
The pathogenic mechanism that may exist
between CIU and HP infection remains
unknown. HP by causing inflammation in
gastrointestinal tract might facilitate absorption
of antigens or unmask existing antigens.!2!
Once this occurs the production of IgE
antibodies responsible for urticarial symptoms
might continue even after eradication of HP.!'2
Thus HP infection may perpetuate the urticarial
tendency of an infected person. Also remission
of urticaria after HP eradication does not
necessarily point towards a casual relationship
because triple therapy might eradicate other
infection as well.['¥ HP infection is frequent,
but it triggers urticaria only in some infected
patients, so long duration studies are needed
to establish natural history of HP infection with
respect to urticarial symptoms, its reinfection
and retreatment.l'? Only such studies will fulfill
the Koch'’s postulate and only then HP could be
labeled as etiological factor for CU.I'"? Already
there are reports of patient of CU who had gone
into remission after elimination of HP and had
a relapse with reinfection, which again cleared
after elimination."? Addition of HP in diagnostic
workup of patients with CIU identifies patients
who could benefit from eradication therapy and
thus extends the treatment options.

Limitations of our study were been short
duration of study, inability to study the natural
history of chronic urticaria, and inability to study
the natural history of HP infection.

CONCLUSION

The results of our study strongly suggest

that HP should be specifically tested in all
patients of CIU, to identify subset of patients
who are infected and who could benefit from
eradication therapy. HP should be included
in the diagnostic work up of all patients
with CIU.
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