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Is Helicobacter pylori Infection Associated with Chronic Urticaria?

JOHANNA HOÈ OÈ K-NIKANNE1, ELINA VARJONEN1, RAUNO J. HARVIMA2 and TIMO U. KOSUNEN3

1Department of Dermatology, Helsinki University Central Hospital, Helsinki, Finland, 2Department of Dermatology, Kuopio University

Hospital, Kuopio, Finland and
3
Department of Bacteriology and Immunology, University of Helsinki, Helsinki, Finland

There have been controversial reports of an elevated prevalence

rate of Helicobacter pylori infection in chronic urticaria

patients. Furthermore, in some studies remission of chronic

urticaria has been reported after eradication of H. pylori. The

aim of this investigation was to evaluate the prevalence of H.

pylori infection among chronic urticaria patients and to study

the effect of eradication therapy on urticaria symptoms.

Chronic urticaria patients (n= 235) were enrolled and H.

pylori status was determined serologically. Thirty-® ve patients

received antimicrobial triple therapy.

25% of the patients were positive for H. pylori. The

prevalence of H. pylori infection was not signi® cantly higher

among urticaria patients compared with the normal Finnish

population in any of the age groups studied. Of the successfully

treated patients, 27% showed remission of urticaria. Our data

suggest that the prevalence of H. pylori infection is not elevated

among chronic urticaria patients and that H. pylori eradication

does not appear to in¯ uence the course of chronic urticaria. Key

words: Helicobacter pylori; chronic urticaria; eradication

therapy; seroepidemiology.
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Chronic urticaria is a common immunological skin disorder,

with a prevalence of 15 ± 25% (1). Several exogenous and

endogenous causes, e.g. hyperreactivity to foods, food

additives or drugs, hidden and overt infections in the ear,

nose and throat and dental areas and also in the gastro-

intestinal tract, have been proposed as causative agents.

Despite thorough investigations, the etiology remains unre-

solved in 480% of the cases (1).

Helicobacter pylori is the cause of chronic gastritis and an

important risk factor for peptic ulcers and gastric cancer as

well as mucosa-associated gastric lymphomas (2). Persistent

serum antibodies against H. pylori are characteristic of this

common infection, and are present in perhaps half of the

world’s population. The prevalence of H. pylori increases with

age (2 ± 4); in developed countries this is mainly caused by the

decreasing rate of childhood infections (5).

Since the discovery of H. pylori, the understanding and

treatment of many gastrointestinal illnesses have changed and

it is not surprising that this common pathogen has evoked the

interest of researchers in many ® elds who have tried to link

this pathogen with different disorders. Controversial reports

of an elevated prevalence rate of H. pylori infection in chronic

urticaria patients have been published. In 2 studies (6, 7) a

high (55 ± 62%) prevalence of this infection among chronic

urticaria patients was demonstrated but there was no

information on the prevalence rate in an age-matched

sample of the general population. In some studies remission

of chronic urticaria has been reported after eradication of H.

pylori (8 ± 10) but other studies have shown no clinical

improvement after eradication (11, 12).

MATERIAL AND METHODS

Patients with chronic urticaria (n= 235; mean age 41.1 years; 147

females and 84 males) were studied. H. pylori status was assessed by

serology. Standard investigations for urticaria were performed, i.e.

white blood cell count, hemoglobin level, erythrocyte sedimentation

rate and urine analysis. In suspected cases, teeth, sinus and thorax X-

rays were obtained and analyses of serum antigliadin antibodies,

antinuclear antibodies, thyrotropin, free tyroxin and C1-esterase

inhibitor were also performed.

The H. pylori antibody prevalence rates of a Finnish semi-urban

population have been reported previously (3). The serum IgG and

IgA antibody titers to H. pylori were measured using an in-house

enzyme immunoassay (3, 4). The antigen used was an acid glycine

extract from H. pylori strain NCTC 11637. The absorbance readings

were converted to end-point titers, which were dilutions of the serum

at the cut-off level de® ned by the optical densities of positive reference

serum pools at constant dilutions.

Thirty-® ve patients were treated with metronidazole 400 mg t.i.d.

and lanzoprazole 30 mg b.i.d., combined with either amoxicillin

1000 mg b.i.d. or tetracycline 500 mg q.i.d., for 7 days. The success of

eradication triple therapy was assessed by a decrease in antibody titers

5 months after the treatment (13). At this time patients were also

examined by a dermatologist.

The informed consent of all the participants was obtained. The

study was approved by the Ethical Committees of the University

Hospitals of Helsinki and Kuopio.

RESULTS

All the standard investigations for urticaria were negative for

these patients. Of the chronic urticaria patients, 25% (57/231)

were positive for H. pylori. The prevalence rate of H. pylori

infection rose with age similarly to that of the control

subjects. In the age groups o 15, 15 ± 24, 25 ± 34, 35 ± 44,

45 ± 54, 55 ± 64 and 465 years the prevalence rates were 0%,

11%, 14%, 22%, 32%, 42% and 57%, respectively (Fig. 1). The

prevalence rate of H. pylori infection in urticaria patients was

not signi® cantly higher in any age group than that of the

normal Finnish population (Fig. 1).

Thirty-® ve H. pylori-positive patients received eradication

triple therapy. The eradication therapy was successful in 30/35

(86%) of the patients. Eight out of 30 (27%) patients in whom

H. pylori was successfully eradicated showed remission of

urticaria. Three out of ® ve (60%) of the treatment failures also

showed remission of urticaria. Five of the 18 (28%) H. pylori-

Acta Derm Venereol 2000; 80: 425± 426

Acta Derm Venereol 80# 2000 Taylor & Francis. ISSN 0001-555 5



positive patients who were not treated showed remission of

urticaria. Four of the H. pylori-positive patients did not

complete the treatment or did not attend the control visit. The

treatment failures and non-treated patients combined showed

remission of urticaria in 8/24 (33%) cases; thus there is no

statistically signi® cant difference between the H. pylori-

positive and -negative patient groups in terms of the outcome

of urticaria.

DISCUSSION

Our study of 231 patients, to our knowledge the largest study

so far on H. pylori and chronic urticaria, revealed no

difference between the prevalence rates of this infection in

chronic urticaria patients and control subjects. The number of

patients included in earlier studies on H. pylori and chronic

urticaria has been small, and comparisons with the prevalence

of H. pylori infection in age-matched samples of the general

population have not always been reported (6, 7). Two

population studies indicated that the prevalence of H. pylori

infection in Finland is the same as that in other Western

countries (3, 4). The prevalence of this infection increases

concomitantly with age (3, 4), implying that age should be

taken into consideration in studies linking H. pylori to any

disorders. This point of view has also been expressed in a

recent letter (14).

According to our study, H. pylori eradication does not

appear to have a marked in¯ uence on the course of chronic

urticaria. Two other groups have come to the same conclusion

(11, 12) but different results have also been reported (6 ± 9).

The small number of patients and different follow-up times in

these studies have made it dif® cult to draw any ® rm

conclusions and may partly explain the contradictory results.

Spontaneous remission of chronic urticaria may occur in up

to 50% of patients 6 months after onset (1), which suggests

that the follow-up time should be fairly long. It was quite

common in our study to see a temporary relief of urticaria

symptoms after treatment, but symptoms recurred after a few

weeks or months.

None of these studies, our included, have been carried out

blinded. Thus, the treatment of H. pylori could favor the

reporting of reduced urticaria symptoms in patients’ assess-

ment of their symptoms. A placebo-controlled study design

might not solve this problem, as it is not known what the

eradication therapy might eradicate besides H. pylori. This is

indicated by the fact that the eradication therapy was

associated with the rapid relief (within 2 ± 3 days) of urticaria

symptoms in some of our patients even though H. pylori was

not eradicated. Even alterations in the gut ¯ ora caused by

triple treatment could be of importance. A part of the

dilemma could be solved by treating H. pylori-negative

chronic urticaria patients with triple treatment; however,

this is ethically questionable. A large, double-blinded,

placebo- controlled study design including both H. pylori-

positive and -negative patients may be the only way to

conclusively demonstrate the role of H. pylori in chronic

urticaria.

ACKNOWLEDGEMENT

This study was funded by a grant from the Finnish Academy.

REFERENCES

1. Champion RH, Roberts OB, Carpenter RG, Roger JH. Urticaria

and angio-oedemaÐ A review of 554 patients. Br J Dermatol

1969; 81: 588 ± 597.

2. Blaser MJ. Helicobacter pylori and the pathogenesis of gastro-

duodenal in¯ ammation. J Infect Dis 1990; 161: 626 ± 633.

3. Kosunen TU, Aromaa A, Knekt P, Salomaa A, Rautelin H, Lohi

P, et al. Helicobacter antibodies in 1973 and 1994 in the adult

population of Vammala, Finland. Epidemiol Infect 1997; 119:

29 ± 34.

4. Kosunen TU, HoÈ oÈ k J, Rautelin HI, MyllylaÈ G. Age dependent

increase of Campylobacter pylori antibodies in blood donors.

Scand J Gastroenterol 1989; 24: 110 ± 114.

5. Kuipers EJ, Pena AS, van Kamp G, Uyterlinde AM, Pals G, Pels

NFM, et al. Seroconversion for Helicobacter pylori. Lancet 1993;

342: 328 ± 331.

6. DiCampli C, Gasbarrini A, Nucera E, Franceschi F, Ojetti V,

Sanz Torre E, et al. Bene® cial effects of Helicobacter pylori

eradication on idiopathic chronic urticaria. Dig Dis Sci 1998; 43:

1226 ± 1229.

7. Valsecchi R, Pigatto P. Chronic urticaria and Helicobacter pylori.

Acta Derm Venereol 1998; 78: 440 ± 442.

8. Liutu M, Kalimo K, Leino R, Uksila J, Kalimo H. Chronic

urticaria and Helicobacter pylori. J Dermatol Treat 1998; 9:

31 ± 33.

9. Rebora A, Drago F, Parodi A. May Helicobacter pylori be

important for dermatologists? Dermatology 1995; 191: 6 ± 8.

10. Tebbe B, Geileen CC, Schulzke JD, Bojarski C, Radenhausen M,

Orfanos CE. Helicobacter pylori infection and chronic urticaria.

J Am Acad Dermatol 1996; 34: 685 ± 686.

11. Schnyder B, Helbling A, Pichler WJ. Chronic idiopathic urticaria:

Natural course and association with Helicobacter pylori infection.

Int Arch Allergy Immunol 1999; 119: 60 ± 63.

12. Wustlich S, Brehler R, Luger TA, Pohle T, Domschke W,

Foerster EC. Helicobacter pylori as a possible bacterial focus of

chronic urticaria. Dermatology 1999; 198: 130 ± 132.

13. Kosunen TU, SeppaÈ laÈ K, Sarna S, Sipponen P. Diagnostic value

of decreasing IgG, IgA, and IgM antibody titres after eradication

of Helicobacter pylori. Lancet 1992; 339: 893 ± 895.

14. Howden CW. No evidence for an association between H. pylori

and idiopathic chronic urticaria. Dig Dis Sci 1999; 44: 485 ± 486.

Fig. 1. Prevalence of Helicobacter pylori antibodies (IgG and IgA

results combined) in chronic urticaria patients compared with the

Finnish control population.
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