Relato de Caso

Recurrence of chronic urticaria caused by reinfection by Helicobacter pylori

Recidiva de urticéria crénica decorrente de reinfecgdo por Helicobacter pylori

Recidiva de urticaria cronica decurrente de reinfeccion por Helicobacter pylori
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ABSTRACT

Objective: To describe a case of chronic urticaria in a
female adolescent associated with Helicobacter pylori infection,
confirmed in two different occasions, with improvement of
urticaria after the antibacterial treatment.

Case description: A 13-year-old female patient sought
medical care with chronic urticaria and epigastric pain unre-
sponsive to medical treatment. Laboratorial tests for further
investigation were normal except for the upper gastrointes-
tinal endoscopy with biopsy showing moderate chronic ac-
tive gastritis associated with Helicobacter pylori. After specific
and appropriate treatment, the patient had remission of the
symptoms. A new upper gastrointestinal endoscopy to con-
trol the treatment after nine months was normal. After five
years, the patient returned with recurrence of urticaria and
epigastric pain. She was taking antihistamines, without any
improvement. It was again submitted to screening protocol
for chronic urticaria with normal results. She was submitted
to upper gastrointestinal endoscopy, which showed positive
urease test. The patient started a new treatment for Helicobacter
pylori with disappearance of chronic urticaria and epigastric
pain within seven days.

Comments: The reported case suggests a causal relation-
ship between the positive diagnosis of Helicobacter pylori and
the occurrence of chronic urticaria, showing the remission of
symptoms after the institution of effective therapy for this
agent. Chronic urticaria is a disease of complex etiology,
and although controversial, there is growing evidence of
Helicobacter pylori involvement with extraintestinal diseases,

including chronic urticaria.
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RESUMO

Objetivo: Descrever, em uma adolescente do sexo feminino,
o caso clinico de urticéria cronica associado a infec¢io por He-
licobacter pylori confirmado em dois momentos distintos, com
melhora apés a terapéutica antibacteriana.

Descrigdo do caso: Paciente do sexo feminino, 13 anos,
procurou atendimento médico com urticdria cronica e dores epi-
géstricas sem resposta ao tratamento medicamentoso. Os exames
solicitados para investigacdo complementar apresentaram-se
normais, exceto a endoscopia digestiva alta com bidpsia, que
evidenciou gastrite cronica ativa moderada associada ao Helico-
bacter pylori. Foi iniciado o tratamento adequado para a bactéria
em questdo e a paciente apresentou remissao dos sintomas. Nova
endoscopia digestiva alta para controlar o tratamento ap6s nove
meses estava normal. Cinco anos depois, a paciente procurou
novamente o ambulatério queixando-se de retorno do quadro
de urticdria e dores epigdstricas. Ela se encontrava em uso de
anti-histaminico, sem melhora. Foi novamente submetida a
protocolo de exames para investigar urticdria crdnica, com
resultados dentro da normalidade. Foi submetida a endoscopia
digestivaalta, que apresentou teste da urease positivo. Iniciou-se
entdo novo tratamento para Helicobacter pylori por sete dias, com
desaparecimento da urticdria cronica e das dores epigéstricas.

Comentirios: O caso relatado sugere relaciao causal entre o
diagnéstico positivo para o Helicobacter pylori e a ocorréncia do
quadro de urticdria cronica, com institui¢do de terapéutica eficaz
para tal bactéria e remissdo dos sintomas. A urticdria cronica é
uma doenca de etiopatogenia complexa e, apesar das controvérsias,
as evidéncias do envolvimento do Helicobacter pylori com doencas

extraintestinais vém crescendo, entre elas a urticdria cronica.
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RESUMEN

Objetivo: Describir, en una adolescente del sexo femeni-
no, el caso clinico de urticaria crénica asociado a la infeccién
por Helicobacter pylori confirmado en dos momentos distintos,
con mejora después de la terapéutica antibacteriana.

Descripcion del caso: Paciente del sexo femenino, 13 afios,
buscé atencién médica con urticaria crénica y dolores epigéstricas
sin respuesta al tratamiento medicamentoso. Los exdmenes solici-
tados para investigacion complementar se presentaron normales,
excepto por la endoscopfa digestiva alta con biopsia, que evidenci6
gastritis crénica activa moderada asociada al Helicobacter pylori. Se
inici6 el tratamiento adecuado para la bacteria en cuestién, y la
paciente present6 remision de los sintomas. Nueva endoscopia
digestiva alta para controlar el tratamiento después de nueve meses
estaba normal. Tras cinco afios, la paciente buscé nuevamente
el ambulatorio quejdndose de retorno del cuadro de urticaria y
dolores epigdstricos. Ella estaba en uso de anti-histaminicos, sin
mejoria. Fue nuevamente sometida al protocolo de exdmenes para
investigar urticaria crénica, con resultados dentro de la norma-
lidad. Fue sometida a la endoscopia digestiva alta, que presenté
prueba de ureasa positiva. Se inici6 entonces nuevo tratamiento
para Helicobacter pylori por siete dias, con desaparicién de la urti-
caria crénica y de los dolores epigastricos.

Comentarios: El caso relatado sugiere relacién causal
entre el diagnéstico positivo para el Helicobacter pylori y la
ocurrencia del cuadro de urticaria crénica, con institucién de
terapéutica eficaz para tal bacteria y remision de los sinto-
mas. La urticaria crénica es una enfermedad de etiopatogenia
compleja y, a pesar de las controversias, las evidencias de la
implicacién del Helicobacter pylori con enfermedades extra-

intestinales vienen creciendo, entre ellas la urticaria crénica.
Palabras clave: urticaria; Helicobacter pylori; adolescente.

Introduction

Urticaria is a mucocutaneous disease characterized by
erythematous, edematous and pruritic lesions of the dermis
and/or hypodermis, resulting from the degranulation of mast
cells and basophils and the release of inflammatory mediators,
mainly histamine?. It affects from 15 to 25% of the popu-
lation at some stage of life, and is classified as acute (lesions
lasting less than six weeks) or chronic, when the lesions last
for more than six weeks, either daily or on most days of the
week. Chronic urticaria (ChU) accounts for 1% of the cases
of urticaria®, especially among women in the third and fourth
decades of life®. It is estimated that it affects from 0.1 to 3%
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of the children®. The etiologic diagnosis, whenever it can
be established, is based on history, physical examination and
laboratory tests specifically directed to each case. To assure the
adequacy of the treatment, it is necessary to establish the etiol-
ogy, to identify and avoid possible triggers, and to use drugs
that specifically act on the primary cause and/or control of the
symptoms. The drugs most used as the first line treatment
of ChU are the H1 anti-histamines, and as second line, the
corticosteroids, leukotriene antagonists, H2 anti-histamines,
immunosupressors, monoclonal antibodies (omalizumab) and
the intravenous human immunoglobulin®-?.

Several etiologic factors for ChU have been described,
among them the chronic infections and the parasitic infes-
tations"*”. The infection by Helicobacter pylori has been the
subject of investigation as a possible etiologic factor for ChU
in the last few years®>""'V. Helicobacter pillory affects nearly
50% of the world population"?. In Brazil, its prevalence
ranges from 34 to 80% adults and children?. The prevalence
is higher in childhood, mainly in low income regions?.

The diagnosis of Helicobacter pylori infection can be established
by endoscopic and non-endoscopic methods. The non-endoscop-
ic, less invasive methods, include the serologic tests, the labeled
urea breath test and the monoclonal antibody-based Helicobacter
pylori stool antigen test. The endoscopic tests, performed in
the biopsy specimens obtained by upper endoscopy, are the
rapid urease test, histopathology and culture®®. The standard
treatment to eradicate the Helicobacter pylori consists of a triple
regimen of medications (a proton pump inhibitor, amoxicillin
and clarithromycin, from 7 to 14 days), with eradication rates

ranging from 70 to 80%"?

. Relapses can occur following the
treatment, mainly in developing countries in comparison with
developed countries, with relapse rates of 12 and 1.5%, respec-
tively”. When recurrence develops one year or more after the
treatment, it seems to be related to a new infection rather than
to the reactivation of the prior infection®”.

Several pathophysiologic mechanisms have been suggested
to explain the association between ChU and Helicobacter pylori.
First, an IgE mediated immune response to the bacterial infec-
tion, since the patients with higher IgE levels on diagnosis
show a more significant improvement of the symptoms of ChU
in response to treatment institution®. Second, the release of
auto-antibodies induced by the immunogenic bacterial cell
wall®?, whose molecule is similar to the thyroid antiperoxi-
dase antibody?. Finally, the presence of the Helicobacter pylori
in the gastric mucosa stimulates the activated eosinophils to
release cytotoxic proteins, which are involved in the patho-
physiology of urticaria, and interfere with the production
of pro-inflammatory cytokines and with the expression of
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epitopes of adhesion to the endothelial cells, which triggers
a systemic immune response”. Also, substances produced by
the Helicobacter pylori, such as urease, protease, phospholipase
and cytokines, can trigger the complement response.

The objective of this article is to report a case of ChU in
a female adolescent that suggest a strong causal association
with the infection by Helicobacter pylori, which was confirmed
in two different occasions and showed improvement of the
symptoms after treatment. The publication of this case report
was approved by the Committee of Ethics on Research of the
Universidade Federal de Pernambuco (UFPE).

Case report

A 13 year old female adolescent sought medical treatment at
the Allergy and Immunology department of the Hospital das
Clinicas da UFPE (HC-UFPE) for a complaint of urticarial lesions
for one month. She had used 5 mg/day loradatine for seven days,
and was under use of 40 mg/day prednisone for over 15 days,
with mild clinical improvement. Her prior history included a
mild intermittent allergic rhinitis, a history of asthma when
school aged, and epigastric pain with the sensation of burning
and gastric fullness for the last two months, which showed im-
provement with the use of 20 mg/day omeprazole. Her mother
reported to be asthmatic and allergic to dypirone. The physical
examination revealed urticarial lesions in the trunk and torso. The
total blood cell count was normal, and total IgE was 272 Ul/mL.
In the following four months the patient received successive
courses of treatment with 50mg/day hydroxyzine, SOmg/day
desloratadine and 300mg/day ranitidine, followed by a 5 day
course of treatment with SOmg hydroxyzine, Smg desloratidine,
and 40 mg prednisone daily, without any significant improve-
ment. Further, courses of 10mg/day montelucaste and 10mg/day
rupatadine were used as monotherapy in substitution to the other
drugs, with no improvement of the symptoms.

An extensive etiological investigation was conducted. The
blood cell count, biochemical, renal, hepatic and thyroid func-
tion tests, thorax and sinus X-Rays, abdominal ultrasound,
urinalysis, and urine culture resulted normal. The cultures of
the oropharingeal and vaginal secretions grew usual bacterial
flora. The anti-thyroglobulin and anti-peroxidase antibodies
were not detectable. The nontreponemal serologic screening
(VDRL) and serologic tests for Toxoplasma gondii, rubella and
cytomegalovirus showed positive IgG, but negative IgM re-
action. The determinations of the serum immunoglobulines
IgA, IgE, IgG and IgM and complement were also normal.
The psychological evaluation of the adolescent and her mother
revealed no behavioral or mood abnormalities.
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Because the patient did not show any improvement of the ur-
ticariaand reported progressive worsening of the gastrointestinal
symptoms, an upper endoscopy and investigation for Helicobacter
pylori was performed. The gastric biopsy revealed moderate active
chronic gastritis and the presence of Helicobacter pylori. Treatment
with amoxicillin (2g/day), clarithromycin (1g/day) and omepra-
zole (40mg/day) for seven days was instituted, and rupatadine
was maintained for more seven days. After 25 days, when the
patient was off the anti-histamines, with resolution of the gastro-
intestinal symptoms and the urticarial were mild, occasional and
transient, an autologous serum skin test was done and resulted
non-reactive. The urticarial lesions became progressively sparser
and eventually disappeared. A new upper endoscopy, performed
nine months later, revealed normal gastric mucosa and the biopsy
investigation for Helicobacter pylori was negative.

In 2011, at the age of nineteen, the patient sought the
Allergy and Immunology Clinic of HC-UFPE reporting the
urticarial lesions and epigastric pain to have relapsed two
months earlier. She was taking 180mg/day fexofenadine, with-
out symptoms relief. A new set of tests for investigation of the
ChU was taken, all of which resulted normal: blood cell count,
biochemistry tests, renal, hepatic and thyroid functions tests,
urinalysis, anti-thyroglobulin and anti-peroxidase antibodies
were not detectable. Serum Immunoglobulines A and M and
complement levels were within the normal limits. Serologic
tests for Toxoplasma gondii and cytomegalovirus resulted positive
for IgG, but negative for IgM. Anti-HIV and VDRL serologic
tests and stool testing were negative. Antinuclear antibodies
and rheumatoid factor were undetected. Because of the current
and past history, a new upper endoscopy was performed, and
despite the normal macroscopic aspect of the gastric mucosa,
the urease test resulted positive, confirming the reinfection by
Helicobacter pylori. A new course of treatment with amoxicillin
(2g/day), clarithromycin (1g/day) and omeprazole (40mg/day)
for seven days was instituted, resulting in the total remission
of the epigastric pain and of the ChU.

Discussion

ChU is a disease of complex ethiopathogenesis, in which
multiple immunological and/or inflammatory mechanisms are
involved, as well as several triggering and exacerbating factors,
among which the infections play an important role. The case
reported herein suggests a strong causal correlation between
the Helicobacter pylori infection and the development of ChU,
reinforced by the total remission of the symptoms of ChU when
the proper antibiotic treatment was instituted, both in the first
episode as in the reinfection.
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To establish the etiological diagnosis of ChU is not an easy task
and, according to Ferrer®, in up to 75% of the patients undergo-
ing an extensive investigation the etiology of the ChU cannot be
determined, and they are classified as having spontaneous ChU.
Due to the high frequency of the disease in the outpatients’ clin-
ics and emergency departments, in addition to its impact on the
patients’ quality of life, ChU must be investigated with detailed
anamnesis and physical examination, in association with ancillary
tests specifically driven according to the clinical history.

Growing evidence of the involvement of Helicobacter pylori in
different extra intestinal conditions, among them the ChU, have
been accumulated in the last years, and taking into consideration
its high prevalence in developing countries, the investigation
of Helicobacter pylori infection seems to be justified in patients
with ChU with no established etiology, even for those with no
gastrointestinal symptoms, as reported by Sackensen ez 2/'”. In
the present report, because of the history of epigastric pain, the
extensive laboratory investigation failing to detect the etiology
of the ChU and the persistence of the urticarial lesions, an upper
endoscopy was performed, which showed gastritis in association
with Helicobacter pylori. The institution of specific treatment
resulted in the remission of the symptoms.

The relationship between the infection by Helicobacter pylori
with ChU has been the subject of discussion for many years, with
controversial conclusions. In 2009, Wedi ez «/¥ reported the
benefits of the eradication of this bacteria in patients with ChU
in 13 studies (including a total of 322 patients), against 9 studies
(164 patients) showing no benefits. In the studies that demon-
strated the treatment to be beneficial, 84% of the patients showed
either significant improvement or complete remission of the
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