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Rezumat

In ultimii ani, numeroase studii au evidentiat
asocierea infectiei cu Helicobacter Pylori cu o serie de
manifestdri cutanate. Pornind de la aceste constatiri,
autorii au analizat existenfa unei posibile asocieri intre
infectia cu Helicobacter Pylori si urticaria cronicd
idiopaticd, psoriazis, alopecia areata, lichen plan, rozacee,
dermatitd atopicd, prurigo nodular. Datele furnizate de
acest studiu caz-control demonstreazd ci, desi prezenta
bacteriei contribuie la agravarea simptomatologiei, infectia
cu Helicobacter Pylori nu poate fi incriminate ca factor de
risc in aparitia manifestdrilor cutanate enuntate anterior.

Seroprevalenta infectiei cu Helicobacter Pylori a fost
mai mare la pacientii cu afectiuni dermatologice fatd de
control, insd rezultatele studiului nu au avut semnificatie
statisticd. Simptomatologia dermatologicd a fost mai
accentuatd la pacientii prezentind infectie cu Helicobacter
Pylori fatd de cei fird infectie cu Helicobacter Pylori.

Sunt necesare studii suplimentare care sd ldmureascid
rolul eradicdrii Helicobacter Pylori in terapia dermatologicd.
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Summary

In recent years many studies have shown a
relationship between Helicobacter Pylori (HP) infection
and a range of skin conditions. Based on this findings, the
authors have analized a possible association between HP
infection with chronic idiopathic urticaria, psoriasis,
alopecia areata, lichen planus, rosacea, atopic dermatitis
and nodular prurigo.

The results of this case-control study show, that
although this bacteria contribute to worsening symptoms,
HP infection may not be incriminated as a risk factor for
developing these skin diseases.

HP seroprevalence in patients with skin diseases, was
higher than in control group, but the results in this study
haven’t had a statistical significance.

The dermatologic symptoms were more pronounced in
HP infected patients than those without HP infection.

Further studies are necessary to establish the role of
HP eradication in dermatologic therapy.
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Introducere

Helicobacter Pylori este un bacil spiralat
gram negativ, descoperit in anul 1982 de cétre 2
cercetdtori australieni J. Robin Warren si Barry

*  Clinica Medlife Bucuresti.
Medlife Clinic Bucharest.

Introduction

Helicobacter Pylori (HP) is a spiral gram-
negative bacillus, discovered in 1982 by two
Australian scientists Robin Warren and Barry J.

** Spitalul Clinic de Boli Infectioase si Tropicale , Prof. Dr. Victor Babes”, Clinica Dermatologie, Bucuresti.
inical Hospital of Infections and Tropical Digeastes ,Prof Dr. Victor Babes”, Department of Dermato-Venerology Bucharest.
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Marshall. Pentru aceastd descoperire cei doi au
primit Premiul Nobel pentru Medicing,!?
demonstrand dupa cercetdri indelungate, ca
infectia cu Helicobacter Pylori are un rol major in
dezvoltarea gastritei cronice, a ulcerului peptic,'”
a adenocarcinomului ?* si a limfomului gastric.

In 1994 Agentia pentru Studiul Cancerului,
subordonata Organizatiei Mondiale a Sanatatii, a
stabilit ca Helicobacter Pylori constituie un
carcinogen clasa-I pentru cancerul de stomac.’

Helicobacter Pylori este unul dintre cei mai
frecventi agenti patogeni care afecteazd omul,
infectand aproximativ 50% din populatie. Infectia
are o incidentd mai mare in tarile in curs de
dezvoltare, fatd de tarile dezvoltate, probabil din
cauza conditiilor sanitare precare.” Aparitia
infectiei depinde de virulenta bacilului, factori ce
tin de gazda si factori de mediu®

Incidenta infectiei creste odata cu varsta.
Infectia este dobanditd de obicei in copildrie si,
dacd nu este tratatd, poate persista indefinit.
Reinfectiile sunt frecvente in zonele cu o
prevalentd crescutd. 7? Infectia cu Helicobacter
Pylori apare prin ingestia orald a acestuia, in
majoritatea cazurilor fiind transmisd in familie
prin intermediul salivei, apei, alimentelor
(legume, fructe proaspete) contaminate cu
materii fecale umane si animale care contin
aceasta bacterie. ADN-ul Helicobacter Pylori a
fost identificat in sursele de ap4, iar pisicile pot fi
purtatoare ale infectiei.

Initial cercetdrile care au vizat Helicobacter
Pylori, s-au focusat pe complicatiile gastrice
generate de acest bacil. Se estimeazd cd 99%
dintre ulcerele duodenale, 60% dintre ulcerele
gastrice si 80% dintre cancerele gastrice se
asociazd cu infectia cu Helicobacter pylori.
Conform evaludrilor, 10-20% dintre cei infectati
vor dezvolta la un moment dat ulcer gastric sau
duodenal si 1% vor dezvolta cancer gastric
secundar infectiei. Se considerd cd infectia cu
Helicobacter Pylori creste de 6 ori riscul de a
dezolta cancer gastric.!?

Cercetdrile efectuate de-a lungul timpului, au
adus in discutie un posibil rol al Helicobacter
Pylori in afectiuni extradigestive.

Obiectiv

Datele furnizate de numeroase studii, care au
evidentiat asocierea infectiei cu Helicobacter
Pylori cu o serie de manifestiri cutanate, au
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Marshall. For this discovery they received the
Nobel Prize for Medicine.!? after extensive
research demonstrating that infection with
Helicobacter Pylori plays a major role in the
development of chronic gastritis, peptic ulcer,!?
adenocarcinoma %* and gastric lymphoma.’

In 1994 the International Agency for Cancer
Study subordinated to the World Health
Organization designate Helicobacter Pylori as a
class-I carcinogen for cancer stomac.

Helicobacter Pylori is one of the most
common pathogens affecting humans, infecting
approximately 50% of the word’s population.
Infection has a higher incidence in developing
countries compared to developed countries,
probably because of poor sanitary conditions.”
The outcome of the infection depends on
bacterial virulence, factors related to the host and
environmental factors.®

The incidence of infection increases with age.
Infection is usually acquired in childhood and if
not treated, may persist indefinitely. Reinfections
are common in areas with a high prevalence.”?
Helicobacter Pylori infection occurs by oral
ingestion of it, in most cases transmitted in the
family through saliva, water, food (vegetables,
fresh fruit) contaminated with human and animal
feces containing the bacteria. Helicobacter DNA
was detected in water sources and cats can be
carriers of infection.

Initial research on Helicobacter Pylori, have
focused on gastric complications caused by this
bacillus. It is estimated that 99% of duodenal
ulcers, 60% of gastric ulcers and 80% of gastric
cancer are associated with Helicobacter Pylori
infection. According to assessments, 10-20% of
those infected will experience gastric or duodenal
ulcer and 1% will experience gastric cancer due
to infection. It is estimated that infection with
Helicobacter Pylori increases the risk of gastric
cancer by 6 times.!

Over time research have analyzed a possible
role of Helicobacter Pylori in extradigestive
disease.

Objective

Numerous studies that have reported the
association of Helicobacter Pylori infection with a
range of skin disease, demonstrated that the
biological effects caused by this bacterium are




demonstrat ca efectele biologice determinate de
prezenta bacteriei sunt atat locale cat si sistemice
si influenteaza cursul altor boli. In acest scop,
autorii si-au propus sd analizeze existenta unei
posibile asocieri intre infectia cu Helicobacter
Pylori si unele afectiuni dermatologice.

Material. Metoda

Am efectuat un studiu observational caz-
control, care a cuprins pacienti cu urticarie
cronicd idiopaticd (UCI) (79 cazuri, din care 55
femei, 24 barbati, cu varsta de 36,1+17,4 ani),
psoriazis (58 cazuri, din care 21 femei, 27 barbati,
cu varsta de 43,2+15,3 ani), alopecia areata (102
cazuri din care 69 femei, 33 barbati, cu varsta
28+13,5 ani), lichen plan (42 cazuri, din care 23
femei, 19 barbati, cu varsta 34+16,9 ani), rozacee
(56 cazuri, din care 42 femei, 14 barbati, cu varsta
41+18,2 ani), dermatitd atopicd, (63 cazuri, din
care 41 femei, 22 barbati, cu varsta 32+16,4 ani),
prurigo nodular (60 cazuri, din care 43 femei, 17
barbati, cu varsta 49+18,3 ani). Lotul martor a fost
constituit din 91 participanti. Pentru lotul martor
au fost selectati voluntari asimptomatici, fard a
prezenta patologie cutanatd sau sistemicd
cunoscutd. Studiul a fost efectuat in perioada
decembrie 2008 - decembrie 2012, pacientii fiind
monitorizati In cadrul Clinicii de Dermato-
Venerologie a Spitalului Victor Babes din
Bucuresti.

La intrarea in studiu, toti pacientii au fost
evaluati din punct de vedere clinic si paraclinic,
efectudndu-se hemograma completd, probele
inflamatorii (VSH, proteina C reactivd,
fibrinogen), teste hepatice, renale si tiroidiene. De
asemenea s-au efectuat teste de screening pentru
depistarea anticorpilor anti-Helicobacter Pylori
(prin metoda imunocromatografica), anti-
tireoglobulind, anti-peroxidazd, anti-nucleari,
pentru evaluarea nivelului C3, C4, IgE seric,
testare cutanatd intradermica la ser autolog
(ASST) in cazul pacientilor cu urticarie, precum si
examen coproparazitologic.

Diagnosticul a fost stabilit pe baza exa-
menului clinic si a examenului histopatologic,
unde a fost necesar.

Criterii de excludere: Din lotul de studiu au fost
exclusi pacientii care prezentau alte probleme de
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both local and systemic and influences the course
of other diseases. For this purpose, the authors
have proposed to analyze the existence of a
possible association between Helicobacter Pylori
infection and some skin conditions.

Material. Methods

We conducted a case-control observational
study, which included patients with chronic
idiopathic urticaria (UCI) (79 cases, 55 women, 24
men, age 36.1 + 17 4 years), psoriasis (58 cases, 21
women, 27 men, age 43.2 + 15.3), alopecia areata
(102 cases 69 women, 33 men, age 28 + 13.5
years), lichen planus (42 cases , 23 women, 19
men, age 34 = 16.9 years), rosacea (56 cases, 42
women, 14 men, age 41 + 18.2 years), atopic
dermatitis (63 cases, 41 women, 22 men, age 32 *
16 .4 years), prurigo nodular (60 cases, 43 women,
17 men, age 49 + 18.3 years). The control group
consisted of 91 participants. For the control group
we selected asymptomatic volunteers without
any cutaneous and systemic pathology. The
study was made between December 2008 and
December 2012 within the Dermatology Clinic of
“Victor Babes” Hospital, Bucharest.

At study entry, all patients were evaluated
clinical and paraclinical, performing complete
blood count, inflammatory tests (ESR, C-reactive
protein, fibrinogen), liver, kidney and thyroid
tests . Also we performed screening tests to detect
anti- Helicobacter Pylori antibodies (immunochro-
matographic method), anti-thyroglobulin, anti-
peroxidase, anti-nuclear antibodies and to assess
the C3, C4, IgE serum level. Coproparasitologic
tests and intradermal skin testing to autologous
serum (ASST) in patients with urticaria,
completed the investigations.

The diagnosis was based on clinical history
and physical examination. Histopathological
exam was necessary in those cases where the
diagnosis was not clear based on clinical features.

Exclusion criteria: We excluded from study
patients who had other health problems than
those listed above, and those who had their
associations, patients who were receving
corticosteroids, immunosuppressive therapy, and
patients with physical urticaria, cholinergic
urticaria those with wurticaria vasculitis and
patients with ASST (+).
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sanatate decat cele enumerate anterior, cat si cei
care prezentau asocieri ale acestora, pacienti care
urmau corticoterapie, tratament cu imuno-
supresoare, precum si pacientii cu urticarie fizicd,
urticarie colinergicd, cei cu urticarie vasculitica si
pacientii cu ASST (+).

Din lotul martor au fost exclusi copiii, femeile
insdrcinate si cele care aldptau.

Analiza statistica a asocierii dintre infectia cu
HP si riscul de boald s-a efectuat pe baza Odds
Ratio, iar compararea intre variabile calitative s-a
efectuat prin testul Chi-patrat. O valoare p<0,05
are valoare statisticd in conditiile noastre
experimentale.

Rezultate

In aceastd sectiune vor fi prezentate
rezultatele privind relatia intre infectia cu
Helicobacter Pylori si unele afectiuni derma-
tologice: urticarie cronicd idiopatica (UCI),
psoriazis, alopecia areata, lichen plan, rozacee,
dermatita atopicd, prurigo nodular.

Urticarie cronicd idiopaticd (UCI). Din cele 79
de cazuri studiate, infectia cu Helicobacter pylori
(HP) a fost identificatd la 42 dintre pacientii cu
urticarie cronicd idiopaticd, ceea ce a reprezentat
aproximativ 53% din lotul analizat. Incidenta
infectiei este mai mare in lotul cu urticarie cronica
idiopaticd analizat fatd de control, la care s-a
obtinut o frecventa a infectiei de 34%.

Tabel de contingentd 1

In the control group we excluded children,
pregnant and lactating women.

Statistical analysis of the association between
HP infection and risk of disease was based on
Odds Ratio and comparison between qualitative
variables was performed by chi-square test. A p-
value <0.05 has the statistical value in our
experimental conditions.

Results

This section will present the results on the
relationship between Helicobacter Pylori
infection and some skin conditions: chronic
idiopathic urticaria (UCI), psoriasis, alopecia
areata, lichen planus, rosacea, eczema, nodular
prurigo.

Chronic idiopathic urticaria (UCI). Of the 79
cases studied Helicobacter Pylori infection was
identified in 42 of patients with chronic
idiopathic urticaria, which represented about
53% of the analyzed group. Incidence of infection
is higher in the group with chronic idiopathic
urticaria compared to control group, who
achieved 34% rate of infection.

Contingency table 1
Exposure | yery | wcre Total
factor
HP
antibodies (+) 42 31 73
HP
antibodies (-) 37 60 97
Total 79 91 170

Factor de UCI (+) UcI () Total
expunere
Anticorpi
anti HP (+) 42 31 73
Anticorpi
anti HP (-) 37 60 97
Total 79 91 170

Sansele de a face UCI sunt de 2.2 ori mai mari
la persoanele infectate cu Helicobacter Pylori in
comparatie cu persoanele neexpuse. Nu existd
nici o asociere intre infectia cu Helicobacter
pylori si producerea UCI (CI= 0.8127 - 11.0356,
p> 0.05).

Psoriazis. Din cei 58 adulti cu psoriazis,
prezenta anticorpilor anti-Helicobacter Pylori a
fost evidentiatd la 11 cazuri, ceea ce corespunde
unei incidente scdzute de aproximativ 19%.

314

Chances of UCI are 2.2 times higher in people
infected with Helicobacter Pylori compared with
unexposed individuals. There was no association
between Helicobacter Pylori infection and
production of UCI (CI = 0.8127 - 11.0356, p> 0.05).

Psoriasis. Of the 58 adults with psoriasis, anti-
Helicobacter Pylori antibodies were evident in 11
cases, which correspond to a low incidence,
about 19%.

Contingency table 2

Exposure | yery | wcre Total
factor
HP
antibodies (+) 11 31 44
HP
antibodies (-) 47 60 107
Total 58 91 149




Tabel de contingentd 2

Factor de Psoriazis (+) | Psoriazis (-) Total
expunere
Anticorpi
anti HP (+) 11 31 44
Anticorpi
anti HP (-) 47 60 107
Total 58 91 149
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Odds ratio of Helicobacter Pylori positive
patients and Helicobacter Pylori negative patients
developing psoriasisis is very low. (OD = 0.46)
and there was no association between the risk
factor and the disease (CI = 0.18-6.35, p> 0.05).

Alopecia areata. Helicobacter Pylori antibodies
were found in 21 cases of alopecia areata, which
is 20,5% of the analyzed group.

Contingency table 3

OD =046, CI= 0.18-6.35, p>0.05

Raportul intre sansele cazurilor expuse si
non-expuse la infectia cu Helicobacter Pylori de a
face psoriazis este foarte mic (OD=0.46) si nu
existd nici o asociere intre factorul de risc si
aparitia bolii (CI=0.18-6.35, p>0.05)

Alopecia areata. Anticorpii anti-Helicobacter
Pylori au fost evidentiati in 21 de cazuri cu
alopecie areata, ceea ce constituie un procent de
20,5% din lotul analizat.

Exposure | y0p (4 Ucl () Total
factor
HP
antibodies (+) 21 31 52
HP
antibodies (-) 81 60 141
Total 102 91 193

Comparing the risk report between alopecia

Tabel de contingentd 3

Factor de Alopecia Alopecia
Total

expunere areata (+) areata (-)
Anticorpi
anti HP (+) 21 31 52
Anticorpi
anti HP (-) 81 60 141
Total 102 91 193

areata patients and control group we find that
Helicobacter Pylori infection is a regardless factor
in causing disease (OD = 0.51, CI = 0.88-14.7, p>
0.05).

Lichen planus. Of the 42 cases examined, in 6
patients with lichen planus was detected
Helicobacter Pylori infection, which is 14,2%.

Compararea datelor intre pacientii cu
alopecia areata si control pe baza raportului de
sansd, aratd cd infectia cu HP este un factor
indiferent in declansarea bolii (OD=0.51, CI=0.88-
14.7, p>0.05).

Lichen plan. Din cele 42 cazuri examinate, la 6
pacienti cu lichen plan s-a detectat infectia cu
Helicobacter Pylori, ceea ce reprezintd aproxi-
mativ 14%.

Tabel de contingentd 4

Contingency table 4
Exposure | yery | wcre Total
factor
HP
antibodies (+) 6 31 37
HP
antibodies (-) 36 60 96
Total 42 91 133

There is no causal link between Helicobacter
Pylori infection and lichen planus (OD = 0.33. CI
= 1.12-2.34, p> 0.05) in our experimental

conditions.

Rosacea. Of the 56 patients with rosacea
included in the study, infection with Helicobacter
Pylori was identified in 24 of the cases.

Factor de Lichen plan | Lichen plan Total
expunere (+) -)
Anticorpi
anti HP (+) 6 31 37
Anticorpi
anti HP (-) 36 60 96
Total 42 91 133

Nu existd nici o legaturd de cauzalitate intre
infectia cu Helicobacter Pylori si lichen plan (OD
=0.33. CI = 1.12- 2.34, p>0.05) in conditiile noastre
experimentale.

Contingency table 5
Exposure | yery | wcre Total
factor
HP
antibodies (+) 24 31 55
HP
antibodies (-) 32 60 92
Total 56 91 147
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Rozacee. Din cei 56 de pacienti cu rozacee
inclusi in studiu, infectia cu Helicobacter Pylori
s-a identificat la 24 din cazuri.

Tabel de contingentd 5

Factor de Rozacee Rozacee
Total

expunere (+) ()
Anticorpi
anti HP (+) 24 31 55
Anticorpi
anti HP (-) 32 60 92
Total 56 91 147

Raportul dintre sansele cazurilor cu anti HP
pozitiv de a face rozacee si sansele controalelor,
indicad un risc de 1,5 ori mai mare al celor cu anti
HP pozitiv, iar IC =1.087-4,665 si p> 0.05 aratd ca
existd o asociere fara semnificatie statistica intre
aceste conditii. (OD=1.50, CI=1.087-4.665,
p>0.05).

Dermatita atopici. Aproximativ 30% din
pacientii cu dermatitd atopicd examinati, au
prezentat infectie cu Helicobacter Pylori.

Tabel de contingentd 6

Odds ratio of Helicobacter Pylori positive
patients and  Helicobacter Pylori negative
patients for developing rosacea is 1,5 times
higher in HP positive patients and IC =1.087-
4,665 si p> 0.05 indicates that there is an
association with no statistical significance
between these conditions. (OD = 1.50, CI = 1087-
4665, P> 0.05)

Atopic dermatitis (AD.) Approximately 30% of
patients with atopic dermatitis examined,
Helicobacter Pylori infection.

Contingency table 6
Exposure | yery | wcre Total
factor
HP
antibodies (+) 19 31 50
HP
antibodies (-) 44 60 104
Total 63 91 154

Comparing the incidence of Helicobacter
Pylori infection in patients with atopic dermatitis
and control, we found that infection was not a
risk factor for the disease. (OD = 0.84, CI = 0202-
1037, p> 0.05)

Nodular prurigo. Frequency of Helicobacter
Pylori infection was very low in patients with
nodular prurigo. (13.3%)

Contingency table 7

Factor de Atopic Atopic Total
expunere | dermatitis (+)| dermatitis (-)
Anticorpi
anti HP (+) 19 31 50
Anticorpi
anti HP (-) 44 60 104
Total 63 91 154

Compararea datelor de incidentd a infectiei
cu Helicobacter Pylori la pacientii cu dermatita
atopicd si control, aratd cd infectia nu este un
factor etiologic determinant in aparitia bolii.
(OD=0.84, IC= 0.202- 1.037, p.>0.05).

Prurigo nodular. Frecventa infectiei cu
Helicobacter Pylori a fost foarte redusd la
pacientii cu prurigo nodular (13,3%).

Tabel de contingentd 7

Exposure | yery | wcre) Total
factor
HP
antibodies (+) 8 31 39
HP
antibodies (-) 52 60 112
Total 60 91 151

Factor de Prurigo Prurigo Total
expunere nodular (+) | nodular (-)
Anticorpi
anti HP (+) 8 31 39
Anticorpi
anti HP (-) 52 60 112
Total 60 91 151
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For OD = 0.30, CI = 0003-6632., P <0.05, we
can say that there is no causal link between
nodular prurigo and Helicobacter Pylori
infection.

Discussion

A number of viral and bacterial infections
have been associated with cutaneous pathology.
Of these infections, Helicobacter Pylori has been
identified in many patients with skin disease, but
because of small lots of patients and varying
methodology, results can not be generalized.




Pentru OD=0.30, 1C=0.003-6.632.,p<0.05, se
poate aprecia cd nu existd nicio legaturd de
cauzalitate intre prurigo nodular si infectia cu
Helicobacter Pylori.

Discutii

O serie de infectii virale si bacteriene au fost
asociate cu patologia cutanata. Dintre acestea,
infectia cu Helicobacter Pylori a fost identificata
la numerosi pacienti cu manifestari cutanate, insa
din cauza loturilor restranse de pacienti si a
metodologiei variate, rezultatele nu pot fi
generalizate. Urticaria cronicd idiopaticd este o
afectiune cutanatd frecventd, care genereaza de
multe ori frustrare atdt pacientului cat si
doctorului, datoritd tratamentului adesea
deceptionant. A fost propusd o asociere intre
infectia cu Helicobacter Pylori si urticaria
cronica,1® ipotezd sustinutid de prevalenta
crescutd a infectiei cu Helicobacter Pylori la
pacientii cu urticarie cronicd, urmatd de
remisiunea urticariei cronice, dupa eradicarea
infectiei cu Helicobacter Pylori. Existd cateva
ipoteze cu privire la rolul Helicobacter Pylori in
urticaria cronica. S-a propus un mechanism
autoimun in contextul unui mimetism molecular
intre lipopolizaharide apartindind Helicobacter
Pylori (LPS) si antigenul de grup Lewis, care
poate apdrea in gastrita autoimund de grup B."”'8
In acest sens, testdrile pozitive cu ser autolog la
pacientii cu urticarie, au fost asociate cu infectia
cu Helicobacter Pylori.” La unii pacienti cu
urticarie cronicd, dar nu la toti, testele cu ser
autolog au devenit negative dupd eradicarea
infectei cu Helicobacter Pylori.

In unele cazuri au fost descrisi anticorpi IgE
specifici unor antigene ale Helicobacter Pylori,
atat la pacientii cu urticarie cronicé, cat si la cei cu
remisiune completd dupéa eradicarea infectiei cu
Helicobacter Pylori?’ La pacientii cu urticarie
cronicd care asociau infectie cu Helicobacter
Pylori s-a descris o crestere semnificativa a
infiltrarii gastrice cu eozinofile si a producerii de
eosinophil cationic protein (ECP) la nivelul
sucului gastric, iar eradicarea infectiei a avut ca
rezultat descresterea semnificativd a acestora.?!

Un alt mecanism propus il constituie
cresterea permeabilitdtii vasculare gastrice, care
are ca rezultat expunerea crescuta a gazdei la
alergenii alimentari.??
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Chronic idiopathic urticaria is a common skin
condition that often generate frustration for both
patient and doctor because of its treatment often
disappointing. A possible association between
Helicobacter Pylori infection and chronic
urticaria has been proposed, "¢ hypothesis
supported by the increased prevalence of
Helicobacter Pylori infection in patients with
chronic urticaria, followed by remission of
chronic urticaria after eradication of Helicobacter
Pylori infection. There are several hypotheses
about the role of Helicobacter Pylori in chronic
urticaria.

According to some hypotheses, an
autoimmune mechanism in which molecular
mimicry  between  Helicobacter  Pylori
lipopolysaccharide (LPS) and Lewis group
antigen, can occur in autoimmune type-B
gastritis. 1718 Thus, positive autologous serum
skin tests in patients with chronic urticaria, have
been associated with Helicobacter Pylori
infection.! In some patients with chronic
urticaria, but not all, autologous serum skin tests
became negative after eradication of Helicobacter
Pylori infection.

In some cases, specific IgE antibodies have
been described for Helicobacter Pylori antigens,
both in patients with chronic urticaria, and in
patients with complete remission after
eradication of Helicobacter Pylori infection.?’ In
Helicobacter Pylori infected patients with chronic
urticaria significant increases in gastric
eosinophil infiltration and in production of
gastric juice eosinophil cationic protein
production (ECP) were described and
Helicobacter Pylori eradication resulted in a
significant decrease in both.?!

Another proposed mechanism is the
increased gastric vascular permeability, during
infection, resulting in increased exposure of the
host to food allergens.??

In support of this hypothesis duodenal ulcer
patients have a higher incidence of allergic
manifestations compared with control groups.?®

On the other hand, the severity of urticarial
symptoms can be related to Helicobacter Pylori
density and the intensity of inflammatory
infiltration observed in the gastric biopsy. Thus,
eradication of Helicobacter Pylori infection may
lead to symptom improvement, even if it does
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Fig. 1. Aspect histopatologic urticarie cronicd (obiectiv 4x):
infiltrat inflamator perivascular format din limfocite,
monocite si eozinofile
Fig. 1. Histopathological appearance of chronic urticaria
(4x objective): perivascular inflammatory infiltrate
composed of lymphocytes, monocytes and eosinophils

In sprijinul acestei ipoteze sti observatia
conform cdreia pacientii cu ulcer duodenal au o
incidentd mai mare a manifestdrilor alergice fata
de lotul de control.??

Pe de altd parte, severitatea manifestarilor
din urticaria cronicd poate fi in relatie directa cu
densitatea bacililor si intensitatea infiltratului
inflamator observate la biopsia gastrica. Astfel,
eradicarea infectiei cu Helicobacter Pylori poate
conduce la ameliorarea simptomelor, chiar daca
acesta nu are un rol direct in etiologia urticariei
cronice.?

Psoriazisul este o afectiune cutanata
inflamatorie si proliferativd, cu determinism
plurifactorial, care pentru a se exprima clinic
necesitd prezenta unor factori genetici si de
mediu.

S-a sugerat ca Helicobacter Pylori poate fi
unul din triggerii psoriazisului,?®2?%?” in timp ce
alte studii infirmd aceastd ipotezd. Existd, de
asemenea, rapoarte contradictorii privind
beneficiul eradicarii Helicobacter Pylori asupra
evolutiei psoriazisului.?®?® Sunt necesare studii
prospective pentru a demonstra o legaturd intre
infectia cu Helicobacter Pylori si psoriazis.

Alopecia areata reprezintd o formd de cddere
focald a parului, necicatriciald, care poate afecta
orice zond cu pilozitate, scalpul fiind cel mai
frecvent afectat. Prevalenta alopeciei areata in
randul pacientilor cu afectiuni dermatologice este
estimati ca fiind intre 0,7% si 3%.%° Mecanismul

Fig. 2. Aspect histopatologic psoriazis (obiectiv 10x):
Hiperkeratozd cu parakeratozd, acantozd cu papilomatozd,
papilele dermice edematiate, contin capilare dilatate
tnconjurate de infiltrat inflamator limfo-histiocitar
Fig. 2. Histopathological appearance of psoriasis (10x
objective): hyperkeratosis with parakeratosis, acanthosis
with papillomatosis, edematous dermal papillae contain
dilated capillaries surrounded by lymphohistiocytic

inflammatory infiltrate

not have a direct role in the etiology of chronic
urticaria.?*

Psoriasis is an inflammatory and proliferative
skin disease with plurifactorial determinism,
which require the presence of genetic and
environmental factors for clinical expression.

It has been suggested that H. Pylori may be
one of the triggers of psoriasis,?>?*?” while other
studies refute this hypothesis. There are also
contradicting reports on the benefit of
Helicobacter Pylori eradication in patients with
psoriasis.?*?® Prospective studies are required to
demonstrate a link between Helicobacter Pylori
infection and psoriasis.

Alopecia areata is a nonscarring type of hair
loss that can affect any hairy areas of the body,
scalp being the most frequently affected.
Alopecia areata is responsible for 0.7-3% of
patients seen by dermatologists.”? The exact
pathogenic mechanism remains unknown, but
the most accepted hypothesis is that alopecia
areata is an autoimmune disorder mediated by T
cells, which occurs mainly in individuals with
genetic predisposition.®

Autoimmune theory is supported by the
association with other autoimmune diseases,
particularly autoimmune thyroiditis and vitiligo.
Patients with alopecia areata have a 4 times
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Fig. 3. Aspect histopatologic alopecia areata
Obiectiv 4x: moderatd hiperortokeratozd, cu dopuri
foliculare keratozice si foliculi pilosi in stadiul telogen
Fig. 3. Histopathological appearance of alopecia areata
4x objective: moderate hyperorthokeratosis with keratotic
follicular plugs and telogen stage hair follicles

patogenic exact rimane necunoscut, dar cea mai
acceptatd ipoteza este aceea conform cdreia,
alopecia areata este o afectiune autoimuna,
mediatd de celulele T, care apare indeosebi la
indivizii cu predispozitie genetica.*

Teoria autoimuna este sustinutd de asocierea
cu alte afectiuni autoimune, indeosebi cu tiroidita
autoimuna si vitiligo. Pacientii cu alopecia aerata
au o incidentd a vitiligo-ului de 4 ori mai mare
decat populatia normala.?!

Tobin 3233 a raportat prezenta unor anticorpi
impotriva foliculilor pilosi , detectati prin tehnica
western blot in serul a 100% din pacienti cu
alopecia areata. Nu se cunoaste dacd acesti
anticorpi au un rol direct In aparitia alopeciei
areata sau daca sunt doar un epifenomen.

Exista numeroase studii care sustin asocierea
alopeciei areata cu infectii bacteriene si virale.Un
posibil mecanism pathogenic ar putea fi reactia
incrucisatd.

Cercetdrile cu privire la asocierea infectiei cu
Helicobacter Pylori cu alopecia areata au avut
rezultate contradictorii, necesitdind studii
suplimentare, pentru confirmarea acestei asocieri.

Lichenul plan este o afectiune dermatologica
inflamatorie, de etiologie necunoscutd. Desi
mecanismul etiopatogenic nu este complet
elucidat, s-a luat in discutie un mecanism
autoimun, ipoteza sustinutd si de asocierea
frecventd cu alte afectiuni autoimune (vitiligo,
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Fig. 4. Aspect histopatologic alopecia areata
Obiectiv 10x: moderat infiltrat limfocitar perifolicular,
glande sebacee si mugschi erectori pilari
Fig. 4. Histopathological appearance of alopecia areata
10x objective: moderate perifollicular lymphocytic infiltrate,
sebaceous glands and pilar erector muscle

higher incidence of vitiligo than the normal
population.3!

Tobin 3233 reported the presence of antibodies
against the hair follicles, detected by Western blot
in the sera of 100% of patients with alopecia
areata. It is not known whether these antibodies
have a direct role in the development of alopecia
areata or if they are just an epiphenomenon.

There are many studies supporting an
association between alopecia areata and viral and
bacterial infection and possible pathogenic
mechanism could be cross-reaction.

Research on the association between
Helicobacter Pylori infection and alopecia areata
have had contradictory results, requiring further
studies to confirm this association.

Lichen planus is an inflammatory skin
condition of unknown etiology. Although
etiopathogenic mechanism is not completely
understood, it has been accepted an autoimmune
mechanism hypothesis supported by the
frequent association with other autoimmune
disorders (vitiligo, alopecia areata, ulcerative
colitis, Addison’s disease, anemia Biermer, etc)
Stress and infections appear to be the most
common triggers of lichen planus. Besides the
frequent association of lichen planus with
hepatitis C, it has been suggested a possible role
of Helicobacter Pylori, without establishing a
definitive etiologic role.
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Fig. 5. Aspect histopatologic lichen plan (obiectiv 4x):
marcat infiltrat inflamator limfocitar la nivelul dermului

o rr

papilar, cu dispozitie “in bandd

Fig. 5. Histopathological appearance of lichen planus (4x

objective): a dense band-like lymphocytic infiltrate in the
the papillary dermis

alopecia areata, colita ulcerativa, boala Addison,
anemia Biermer, etc). Stresul si infectiile par a fi
cei mai frecventi triggeri ai lichenului plan. Pe
langa asocierea frecventd a lichenului plan cu
hepatita virald C, s-a sugerat si un posibil rol al
Helicobacter Pylori, fard a se stabili inca un rol
etiologic definitiv.

Conform unui studiu, nu s-au observat
diferente semnificative privind prevalenta
Helicobacter Pylori la pacientii cu lichen plan si
cei cu alte afectiuni cutanate.3* Dauden si
colaboratorii au obtinut rezultate contradictorii in
cadrul unui studiu care evalua remisiunea
lichenului plan 1In contextul eradicarii
Helicobacter pylori.®® Mai tarziu, acestia au
investigat prevalenta serica a CagA (proteina
consideratd factor de virulentd al Helicobacter
Pylori) la 14 pacienti asociind infectie cu
Helicobacter Pylori si lichen plan, fira a observa
o asociere semnificativd intre CagA si lichenul
plan.3¢

Rozaceea este o afectiune frecvent intalnita
in practica dermatologicd, cu evolutie cronica,
caracterizatd prin episoade inflamatorii si
placarde eritematoase, telangiectazice si papulo-
pustuloase, pe zonele convexe ale fetei. Afecteaza
predominant decadele 3-4 de viatd, find mai
frecventa la femei, desi cazurile cele mai severe,
cu rinofima, sunt intalnite In special la barbati.
De-a lungul timpului, au fost incriminati mai
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Fig. 6. Aspect histopatologic rozacee (obiectiv 10x): In
ostiumul follicular Demodex foliculorum, perifolicular
inflamatie cronici granulomatoasd, cu celule gigante
multinucleate, perivascular si perianexial infiltrat
inflamator limfocitar
Fig. 6. Histopathological appearance of rosacea (10x
objective): Demodex folliculorum in the follicular ostia,
perifollicular chronic granulomatous inflammation with
multinucleated giant cells, perivascular and perianexial

lymphocytic inflammatory infiltrate

In one study, no significant differences were
observed regarding the prevalence of
Helicobacter Pylori in patients with lichen planus
and patients with other skin conditions.3*

Dauden et al. have obtained contradictory
results in a study assessing lichen planus
remission in context of Helicobacter Pylori
eradication.3® Later, they investigated the
prevalence of cagA serum (protein considered
virulence factor of Helicobacter Pylori) in 14
patients with both Helicobacter Pylori infection
and lichen planus, without noticing a significant
association between cagA and lichen planus.3®

Rosacea is a common condition in
dermatological practice, with chronic evolution,
characterized by inflammatory episodes and
erythematous, telangiectazic and papulopustular
plaques on convex areas of the face. Rosacea
predominantly occur in the third and the fourth
decades of life, being more common in women,
although the most severe cases, with rhinophyma
are found mainly in men. Over time, there have
been incriminated several factors: genetic factors,
dietary factors, climatic, infectious, psychological,
vascular and immunological factor. Although the
exact pathogenic mechanism of rosacea, remains




multi factori: factorul genetic, factori alimentari,
climatici, infectiosi, psihologici, vasculari si
imunologici. Desi nu se cunoaste inca
mecanismul patogenic exact al rozaceei,
inflamatia ocupa un rol central in dezvoltarea
acestei afectiuni. Studiile sugereaza cd aceasta
inflamatie este asociatd cu generarea radicalilor
liberi de oxigen de cdtre celulele inflamatorii,
precum neutrofilele. Ipoteza este sustinutd de
rezultatele favorabile obtinute in urma trata-
mentului topic si sistemic cu antioxidanti.®”*
Rolul Helicobacter Pylori 1in rozacee a fost
indelung discutat. Conform unor studii,
prevalenta sericd a acestuia a fost mai ridicata in
grupul pacientilor cu rozacee, fatd de grupul de
control,® in timp ce alte sudii au raportat cd
eradicarea Helicobacter Pylori a redus severitatea
rozaceei.?®# Existenta unei relatii de cauza efect,
ar putea explica eficienta metronidazolului in
tratamentul rozaceei, cu actiune si asupra
Helicobacter Pylori.

In plus, s-a demonstrat ca Helicobacter Pylori
poate induce cresterea nivelului seric si tisular al
NO, un radical liber cu rol important in diferite
procese fiziologice la nivelul pielii, incluzand
vasodilatatie, inflamatie si imunomodulare. O
ipotezd sustine ca NO produs de Helicobacter
pylori ar putea induce flash-ul si eritemul din
rozacee, sau ar putea avea un rol in inflamatia din
tabloul clinic al rozaceei.*>

La pacientii prezentand infectie cu
Helicobacter Pylori s-a observat un nivel crescut
al radicalilor liberi de oxigen #¢*” si un nivel seric
scdzut al antioxidantilor, precum vitamina C.%
S-a sugerat de asemenea, cd nivelul seric scazut
al Vitaminei C la pacientii infectati cu
Helicobacter Pylori, ar putea contribui la aparitia
unor afectiuni associate cu un deficit de
antioxidanti,*® printre acestea aflandu-se si
afectiunile inflamatorii cutanate.

Dermatita atopicd este o afectiune complexa,
caracterizatd prin inflamatie cutanatd insotitd de
prurit, cu evolutie cronica, fluctuantd, cu o rata
dd prevalentd In crestere. In tirile dezvoltate
dermatita atopica afecteaza intre 15% si 30%
dintre copii si 2-10% dintre adulti.

In 85% din cazuri, dermatita atopica apare in
primul an de viatd, iar in 95% din cazuri apare
inainte de varsta de 5 ani.*
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unknown, the inflammation play a central role in
the development of this disease. Some studies
suggest that this inflammation is associated with
the generation of reactive oxygen species by
inflammatory cells such as neutrophils.
Hypothesis is supported by the favorable results
obtained after topical and systemic treatment
with antioxidants.®”*® The role of Helicobacter
Pylori in rosacea has been extensively discussed.
According to some studies, the prevalence of
serum anti-Helicobacter Pylori antibodies was
higher in patients with rosacea compared with
the control groups,® while others studies have
reported that eradication of Helicobacter pylorus
reduced the severity of rosacea.®* A cause-effect
relationship between Helicobacter Pylori and
rosacea  could  explain  metronidazole
effectiveness in rosacea treatment and also in
eradicating Helicobacter Pylori infection.

In addition, it was demonstrated that
Helicobacter Pylori can increase serum and tissue
levels of nitrous oxide (NO), a free radical which
plays an important role in various physiological
processes in the skin, including vasodilatation,
inflammation and immunomodulation. NO
produced by Helicobacter Pylori could induce
the flashing and erythema associated with
rosacea, or it may have a pathogenic role in the
inflammation seen in rosacea.*’

Increased levels of reactive oxygen species
4647 and low levels of serum antioxidants, such as
vitamin C, have been detected in Helicobacter
Pylori infected patients. %> It has been suggested
that low serum level of vitamin C in Helicobacter
Pylori infected patients, may contribute to the
etiology of some diseases associated with
antioxidant deficiency *8 like inflammatory skin
diseases.

Atopic dermatitis is a complex disease
characterized by skin inflammation accompanied
by itchiness, with chronic, fluctuating evolution,
with a rising prevalence rate. In developed
countries atopic dermatitis affects 15%-30% of
children and 2-10% of adults.

In 85% of cases, atopic dermatitis occurs in
the first year of life and in 95% of cases occurs
before the age of 5 years.

The prevalence of allergic diseases, including
atopic dermatitis, asthma and allergic rhinitis has
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Prevalenta afectiunilor alergice, incluzand
dermatita atopicd, astmul si rinita alergicd a
crescut in ultima perioadd, In timp ce prevalenta
infectiei cu Helicobacter Pylori a cunoscut o
scadere. Conform unor studii din Japonia,
infectia cu Helicobacter Pylori dobanditd in
copildrie ar avea un rol protector pentru
dezvoltarea afectiunilor alergice.>

Recent a fost raportatd o asociere intre
anticorpii anti-Helicobacter Pylori si alergia la
alimente insotitd de simptome gastrointestinale.
La copiii cu dermatitd atopica au fost identificati
anticorpi IgG anti-CagA, ca singura manifestare a
alergiei la alimente. Corrado si colaboratorii au
demonstrat o relatie pozitiva intre anticorpii anti
Helicobacter Pylori si alergia la alimente la copiii
cu simptome gastrointestinale.’® Galadari si
colaboratorii au raportat o prevalentd a infectiei
cu Helicobacter Pylori semnificativ mai mare la
pacientii cu dermatitd atopica fatd de cei din lotul
de control.

S-a sugerat ca anticorpii anti Helicobacter
Pylori preced aparitia dermatitei atopice. Prin
afectarea mucoasei gastrice, Helicobacter pylori
poate declansa alergia la alimente.5> Mai tarziu,
cresterea nivelului seric al IgE induce sinteza si
eliberarea de cytokine, sustinand inflamatia
cronicd din dermatita atopica.

Fig. 7. Aspect histopatologic prurigo nodular (obiectiv
10x): marcatd hiperkeratozd, acantozi nerequlatd si
hipergranulozd, infiltrat inflamator limfomonocitar cu
eozinofile
Fig. 7. Histopathological appearance of nodular prurigo
(10x objective): marked hyperkeratosis, irreqular acanthosis
and hypergranulosis, limfomonocitar inflammatory
infiltrate with eosinophils
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increased in recent years, while the prevalence of
Helicobacter Pylori infection experienced a
decrease. According to some studies from Japan,
Helicobacter Pylori infection acquired in
childhood may be protective for allergic disease
development.>

Recently it was reported an association
between Helicobacter Pyloris antibodies and
food allergy accompanied by gastrointestinal
symptoms. In children with atopic dermatitis
anti-Helicobacter Pylori and cagA IgG antibodies
have been identified as the sole manifestation of
food allergy. Corrado et al. demonstrated a
positive relationship between anti Helicobacter
Pylori and food allergy in children with
gastrointestinal symptoms.®! Galadari et al.
reported a prevalence of Helicobacter Pylori
infection significantly higher in patients with
atopic dermatitis compared to control group.

It was suggested that anti Helicobacter Pylori
antibodies  precede atopic dermatitis. By
affecting the gastric mucosa, Helicobacter Pylori
can trigger food allergy.5? Later, an increase in IgE
serum levels induces the synthesis and release of
cytokines, sustaining chronic inflammation in
atopic dermatitis.

Nodular prurigo is a condition characterized
by the appearance of intensely itchy, persistent
skin nodules. It affects both sexes equally,
predominantly in the third and the sixth decades.
According to reports,it may be associated with
atopy, gluten enteropathy, contact eczema and
with some infections. Nodular prurigo hasn’t a
well understood pathology, but may be related to
inflammatory = mediators, HIV infection,
Helicobacter Pylori, hepatitis C, mycobacterial
infections and also to Strongyloides Stercolaris
infestation. = Mast cells, eosinophils and
neutrophils seen in prurigo lesions support the
existence of a significant response in
inflammation.

Some studies have focused on a possible role
of Helicobacter Pylori, reporting the relief of
pruritus and a marked improvement of
histopathological features after eradication of
Helicobacter Pylori infection in patients with
nodular prurigo.”® This observation is supported
by other reports made.




Prurigo nodular este o afectiune caracterizata
prin aparitia de nodului cutanati intens
pruriginosi, fara tendintd de regresie. Afecteaza
in mod egal ambele sexe, predominand in
decadele 3-6. S-au raportat asocieri cu atopia,
enteropatia la gluten, eczema de contact si cu
unele infectii. Prurigo nodular nu are o patologie
bine inteleasd, dar poate fi legatd de mediatori
inflamatori , infectia cu HIV, Helicobacter Pylori,
hepatita cu virus C, micobaterii, Strongyloides
Stercolaris. Mastocitele, eozinofilele si neutro-
filele observate in leziunile de prurigo sustin
existenta unui important raspuns in inflamatie.

Unele studii s-au focusat spre un posibil rol al
Helicobacter Pylori, raportaindu-se o diminuare
marcata a pruritului si o ameliorare a aspectului
histopatologic al leziunilor, dupd eradicarea
Helicobacter Pylori la pacientii cu prurigo
nodular.?® Aceastd observatie nu este sustinuta de
alte raportdri efectuate.

Concluzii

Desi nu este demonstrat rolul Helicobacter
Pylori in fiziopatologia afectiunilor derma-
tologice, autorii si-au propus sa analizeze o serie
de anomalii biologice cauzate de prezenta
bacteriei in organism, precum si rolul eradicarii
Helicobacter Pylori in terapia dermatologica.

Conform studiului nostru, infectia cu
Helicobacter Pylori nu poate fi incriminatd ca
factor de risc in aparitia unor afectiuni cutanate
precum urticaria cronicd idiopaticd, psoriazis,
alopecia areata, lichen plan, rozacee, dermatita
atopicd si prurigo nodular. Infectia cu
Helicobacter Pylori ar putea amplifica
simptomatologia afectiunilor dermatologice.

Terapia de eradicare a bacteriei ar putea duce
la reducerea simptomelor gastrointestinale, cat si
la ameliorarea unor manifestari extradigestive
cauzate de prezenta acesteia In organism.
Transferul acestor informatii in practica clinica va
permite o abordare diferitd a pacientilor,
identificarea infectiei cu Helicobacter Pylori
reprezentind un moment important 1in
diagnosticul si strategia terapeutici a multor
afectiuni.
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Conclusions

Although not demonstrated the role of
Helicobacter Pylori in the pathophysiology of
skin diseases, the authors have proposed to study
a number of biological abnormalities caused by
Helicobacter Pylori infection and the role of this
bacteria eradication in dermatologic therapy

Our study shows that Helicobacter Pylori
infection can’t be incriminated as a risk factor in
the development of skin conditions such as
chronic idiopathic urticaria, psoriasis, alopecia
areata, lichen planus, rosacea, atopic eczema and
nodular prurigo. Helicobacter Pylori infection
may enhance symptoms of dermatologic
disorders.

Helicobacterp Pylori eradication therapy may
reduce gastrointestinal symptoms, and improve
extradigestive manifestations caused by its
presence in the body. Transfering  this
informations into clinical practice, will allow a
different approach to patients, identification of
Helicobacter Pylori infection representing a
milestone in the diagnosis and therapeutic
strategies of many diseases.
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