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Helicobacter pylori, the most important cause of gastritis and peptic ulce r, recently has been
associated with several extradige stive diseases. The aim of this study was to assess the
prevalence of Helicobacter pylori infection and the effects of bacte rium eradication in 42
consecutive patients affected by idiopathic chronic urticaria. Helicobacter pylori was assessed
by [

13
C]urea breath test. Amoxicillin, clarithromycin, and lansoprazole were given to infected

patients for seven days. Urticaria and gastrointe stinal symptoms were assessed on enrollme nt
and after eradication. Fifty-® ve percent of patients proved to be infected by Helicobacter
pylori. Prevalence of gastrointe stinal symptoms did not differ between infected and uninfe cted
patients. Eighty-e ight percent of infected patients in whom the bacte rium was eradicated
after therapy showed a total or partial remission of urticaria symptoms. Conve rsely, symp-
toms remained unchange d in all uninfe cted patients. In conclusion, Helicobacter pylori affects
a high percentage of patients with idiopathic chronic urticaria; however, typical gastrointe s-
tinal symptoms do not identify infection status. Bacterium eradication is associated with a
remission of urticaria symptoms, sugge sting a possible role of Helicobacter pylori in the
pathogenesis of this skin disorde r.
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Helicobacter pylori, a gram-negative , microae rophilic

spiral bacterium, has been found to infect the gastric

mucosa of over half the world’ s population (1). It has

been clearly implicate d in the etiology of gastritis and

peptic ulce rations (2, 3), and recent studie s suggest

that H. pylori infection could also play a role in some

extrainte stinal diseases, ranging from rosacea to pri-

mary Raynaud phenomenon (4, 5). The heteroge -

neous clinical feature s of this infection depend on

diffe rent possible inte ractions be tween H. pylo ri

strains and host response (6). In fact, type I bacte ria

(which expre ss the vacuolating cytotoxin Vac A and

the cytotoxin-associate d gene Cag A) were recog-

nized to be more virule nt and associated with a more

severe in¯ ammatory response (7), and host genetic

differences play an important role in the immune

response elicited by the H. pylori infection.

Chronic urticaria is a skin disorder characterized by

recurrent, transitory, itchy wheals, which occur daily

or almost daily for at least three months (8). The

clinical symptoms are caused by the release of hista-

mine and other vasoactive mediators induced by the

binding of an allergen to the speci® c receptor on mast

cells (9, 10) . However, in most cases the alle rgic

trigge r cannot be determined and the urticaria is

conside red idiopathic (11) . The aim of the present

study was to assess the effects of H. pylori eradication

in infected patients affected by idiopathic chronic
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urticaria and to speculate on the possible pathoge nic

mechanisms involve d in these cases.

MATERIALS AND METHODS

Over a period of six months (October 1996 ± April 1997),
42 patients (29 females and 13 males; mean age 46 6 13
years) affected by idiopathic chronic urticaria were in-
cluded. The cases came from a series of consecutive pa-
tients referred to the Allergology Service of Gemelli Hos-
pital. All patients were informed about the study and
agreed to participate. The following patients were excluded:
(1) those with other current or recent serious diseases; (2)
those with a history of atopic diseases and food allergy; (3)
those who had received antibiotics or bismuth treatment in
the six months before enrollment or K

1
,H

1
-ATPase inhib-

itors two weeks before enrollment.
On enrollment, each patient completed a standard ques-

tionnaire, which included information about demographic
factors such as sex, age, educational leve l, and occupation;
and medical history, with particular reference to symptoms
of upper gastrointestinal diseases, such as bloating, pyrosis,
epigastric pain, belching, halitosis, and nausea.

In order to exclude secondary forms of chronic urticaria,
tests for alimentary and inhalatory allergens and for sol-
vents and dyes were performed. In particular, skin tests for
common allergens, patch tests, RAST (radioallergosorbent
test), and PRIST (paper radioimmunosorbent test) proved
negative in all patients. H. pylori infection was diagnosed by
[
13

C]urea breath test.
A clinical evaluation of urticaria severity was provided by

the same physician on enrollment (T0) by assessing the
presence of wheals and erythema. Each variable was graded
from 0 (absent) to 3 (severe). A patient self-evaluation of
each symptom was also recorded, by rating the severity of
wheals, erythema, and daily and nocturnal pruritus on a
4-point scale: 0 (absent) , 1 (mild), 2 (moderate), 3 (severe).
Furthermore, each patient rated their discomfort from clin-
ical symptoms of urticaria on a 10-cm nongraduated, visual
analog scale, ranging from 1 (none) to 10 (very strong).

Triple therapy consisting of amoxicillin (500 mg three
times a day), clarithromycin (250 mg three times a day) and
lansoprazole (30 mg twice a day) was administered to H.
pylori-positive patients at the time of diagnosis for seven
days. Control of eradication was assessed by [

13
C]urea

breath test six weeks after ® nishing treatment and the
presence of gastrointestinal and urticaria symptoms were
assessed one (T1) and three (T2) months after enrollment.
Uninfected patients were used as a control group; clinical
features of urticaria and gastrointestinal symptoms were
evaluated one (T1) and three (T2) months after enrollment.

Results were expressed as mean 6 SEM. Statistically
signi® cant differences between groups were assessed by
Student’s t test and ANOVA, when appropriate . P , 0.05
was considered to be signi® cant.

RESULTS

H. pylori infection was diagnose d in 23 (15 female s

and 8 males; mean age 50 6 11 years) of 42 patients

affected by idiopathic chronic urticaria. No signi® cant

differences were found as regards sex, age , educa-

tional leve l, and occupation between infected and

uninfe cted patients. Moreover, no signi® cant differ-

ences were found either in the discomfort caused by

urticaria or in the severity of urticaria symptoms

between infected and uninfe cted patients at the time

of enrollment (data not shown) . Moreover, the prev-

alence of gastrointe stinal symptoms did not differ

between the two groups (data not shown) . Therapy

for H. pylori infection was given to all infected pa-

tients, but ® ve patients did not complete the treat-

ment (22% dropout rate ). Of the 18 patients who

completed the therapy, the bacterium was eradicate d

in 16 (88% ). As regards gastrointe stinal symptoms,

only be lching and halitosis were signi® cantly (P ,
0.05) reduced after eradication (Figure 1). Conside r-

ing eithe r the patient self-evaluation or the overall

physician assessment, during the follow-up period 13

of 16 patients in whom the bacterium was eradicate d

showed a total remission of urticaria symptoms and

the three remaining subje cts showed a partial remis-

sion. Amelioration of urticaria symptoms was already

evident one month after H. pylori eradication (T1)

and it was maintaine d for the three-month follow-up

period (Figure s 2 and 3). Furthermore , the discom-

fort caused by clinical symptoms of urticaria was

signi® cantly reduced after H. pylori eradication in all

patients (8 6 4 at T0 vs 2 6 3 at T1; P , 0.05) .

Conve rsely, in the two patients who appeared to be

resistant to eradication therapy, both urticaria symp-

toms and discomfort remained unchange d.

The 19 patients affected by chronic urticaria but not

Fig 1. Prevale nce of gastrointestinal symptoms in infected patients

at the time of enrollment (T0) and one month after eradication
(T1) . Data are expressed as percentage of patients suffering from

each symptom. P , 0.05 was considered to be signi ® cant.
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infected by H. pylori (13 female s and 6 males; mean

age 44 6 7 years) did not show any signi® cant change

either in gastrointe stinal symptoms or in urticaria

features during the three-month follow-up period

(Figures 1± 3). Moreover, discomfort, as determined

by the clinical symptoms of urticaria, did not change

signi® cantly eithe r (8 6 4 at T0 vs 7 6 5 at T1).

DISCUSSION

The preliminary ® ndings from this study provide

substantial evidence that at least some unexplaine d

cases of idiopathic chronic urticaria may be associ-

ated with H. pylori infection. In fact, eradication of H.

pylori was accompanie d by a total or partial remission

of idiopathic chronic urticaria symptoms in all treated

patients, whereas the uninfe cted subje cts did not

show relevant change s in symptoms. Moreover, there

were no differences regarding any of the gastrointe s-

tinal symptoms between infected and uninfe cted pa-

tients.

The pathogenic mechanisms that may explain the

association between H. pylori infection and some

cases of idiopathic chronic urticaria are still unknown.

However, the increasing evidence of a possible role of

H. pylori in several extrainte stinal diseases (4) sug-

gests that many factors, re lated to the bacterium and

to the host, could play a role in determining the

clinical feature s of H. pylori infection (12) .

In particular, in subjects affected by idiopathic

chronic urticaria, the presence of H. pylori gastric

infection may result in a stimulation of the immune

system to produce a local and systemic in¯ ammatory

response for a long period of time (13) . In fact,

several in¯ ammatory mediators released during the

immune response to H. pylori infection, such as IL-1,

TNF-a , INF-g , LTC4, and PAF (14) may play a part

in the pathogenesis of urticaria lesions (15) , at least in

producing a nonspe ci® c increase in sensitivity of the

cutaneous vasculature to vasope rmeability-e nhancing

agents. It can be also hypothe sized that the bacterium

may act as an alle rgic trigge r for mast-cell activation,

by the action of some H. pylori cytotoxins, which could

directly induce an in¯ ux of Ca
2 1

ions into these cells.

It is known, in fact, that several stimuli (such as

pharmacological compounds and bacte rial toxins) can

directly (without the binding of the allergen to the

speci® c IgE) cause mast-cell degranulation, which

evoke s the clinical symptoms (16) . Finally, some au-

thors have reported that two types of functional au-

toantibodie s (against the IgE and the high-af® nity IgE

receptor) , which can produce the histamine release

from mast cells, can be identi® ed in the serum of the

majority of patients with severe idiopathic chronic

urticaria (17, 18) . Moreover, other studie s have sug-

gested a relationship between idiopathic chronic ur-

Fig 2. Patient self-evaluation of urticaria symptoms (wheals, ery-

thema, pruritus during the day, pruritus during the night) in in-
fected (POS) patients at the time of enrollment (T0) , and one

month (T1) and three months (T2) after eradication. Uninfected
(NEG) patients were used as a control group; clinical features of

urticaria symptoms were evaluated one (T1) and three (T2) months
after enrollment (T0) . The severity of each symptom was rated on

a 4-point scale, ranging from 0 (absent) to 3 (seve re). Data are
expressed as mean 6 SEM; P , 0.05 was considered to be signi® -

cant.

Fig 3. Physician’s asse ssment of urticaria symptoms (wheals and

erythema) in infected (POS) patients at the time of enrollment
(T0) , and one month (T1) and three months (T2) after eradication.

Uninfected (NEG) patients were used as a control group; clinical
features of urticaria symptoms were evaluated one (T1) and three

(T2) months after enrollment (T0). The severity of each symptom
was rated on a 4-point scale, ranging from 0 (absent) to 3 (severe ).

Data are expre ssed as mean 6 SEM; P , 0.05 was considered to be
signi® cant.
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ticaria and some cases of autoimmune hypothyroid-

ism (19) . Since H. pylori has been associated with both

disorde rs (20, 21) , it may be implie d H. pylori infec-

tion leads to an autoimmune disease .

In conclusion, although this study was performed in

a limited number of patients, it provide s evidence that

at least some cases of idiopathic chronic urticaria may

be associated with H. pylori infection and that bacte -

rium eradication may result in a total or partial re-

mission of clinical symptoms. However, furthe r inte r-

ventional studie s are necessary to con® rm these

results and to test the validity of previous pathoge nic

hypothe ses.
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