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Abstract: Today there is evidence that Helicobacter pylori has a critical role
in different extragastric diseases. The discovery of a number of other new Helicobacter
species has stimulated research into different extragastric diseases, in which an infe-
ctious hypothesis is plausible. Enterohepatic Helicobacter species have been hypo-
thesized to play a role in different disorders including the extragastric manifestations of
H. pylori infection. The authors present a case of Henoch-Schénlein purpura in an adult
patient with Helicobacter pylori infection and disease regression after triple anti-
Helicobacter eradication therapy. The patient was monitored, over a follow-up period of
almost 9 years after eradication of Helicobacter pylori presence, by clinical examination
as well as serological findings. There was no disease reccurence during the follow-up
period and no markers of Helicobacter pylori reinfection. Since disease recurrence oc-
curs throughout weeks to months, the authors conclude that Henoch-Schénlein purpura
is a possible extragastric, cutaneous manifestation of Helicobacter pylori infection.

Key words: Henoch-Schénlein purpura, Helicobacter pylori infection

Introduction

Today there is evidence that Helicobacter pylori has a critical role in
different extragastric diseases. The discovery of a number of other new Helico-
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bacter species has stimulated research into different extragastric diseases, in
which an infectious hypothesis is plausible. Enterohepatic Helicobacter species
have been hypothesized to play a role in different disorders.

Concerning the extragastric manifestations of H. pylori infection, based
on the current data idiopathic thrombocytopenic purpura and sideropenic anae-
mia are the diseases in which the pathogenic link appears to be strongest.

Henoch-Schénlein purpura (HSP) is an immunoglobulin (Ig) A-media-
ted small-vessel vasculitis that predominantly affects children. HSP is a subset
of necrotizing vasculitis characterized by fibrinoid destruction of blood vessels
and leukocytoclasis.

Heberden first described the disease in 1801 in a 5-year-old child with
abdominal pain, haematuria, haematochezia, and purpura of the legs. In 1837,
Johann Schoénlein described a syndrome of purpura associated with joint pain
and urinary precipitates in children. Eduard Henoch, a student of Schonlein's,
further associated abdominal pain and renal involvement with the syndrome.
Frank proposed the term "anaphylactoid purpura” in 1915. This followed from
the reasoning that the pathogenesis probably involved a hypersensitivity reac-
tion to an inciting agent.

Clinical manifestations include palpable purpura, arthralgia or arthritis,
abdominal pain, gastrointestinal (GI) bleeding, and nephritis. The most serious
long-term complication from HSP is progressive renal failure, which occurs in
1-2% of patients.

Two major classification systems are used to make a diagnosis of HSP.
The first, from the American College of Rheumatology, requires two or more of
the following to be present: Patient age younger than 20 years; Palpable pur-
pura; Abdominal pain or Gl bleeding; Extravascular or perivascular granulo-
cytes on biopsy.

The second classification system, from the Chapel Hill Consensus Group,
primarily uses nonclinical criteria and requires only the presence of small-vessel
vasculitis with 1gA deposition.

Two additional sets of criteria have been suggested for the diagnosis of
HSP. Helander et al. [1] proposed that three or more of the following be pre-
sent: Direct immunofluorescence (DIF) results consistent with vascular IgA
deposition; Patient age younger than 20 years; Gl involvement; Upper respira-
tory tract infection tract (URI) prodrome; Mesangioproliferative glomerulone-
phritis with or without IgA deposition

Michel et al. [2] proposed criteria to differentiate HSP from hypersensi-
tivity vasculitis, requiring three or more of the following be present to diagnose
HSP: Palpable purpura; Bowel angina; Gl bleeding; Haematuria; Patient age at
onset younger than 20 years; No medications as a precipitating agent.
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Case report

We present patient 1.G., a male aged 29 years upon admission, presen-
ting at the out-patient ward of the Department of Dermatology in the early
spring months, with symptoms of palpable purpura, afebrile, with mild joint
symptoms, mild to moderate abdominal discomfort and a general feeling of
weakness. The symptoms started as erythematous macular lesions, progressing
to palpable purpura, 2-10 mm in diameter.

The first episode similar to this had occurred 10 years ago, with iden-
tical lesions in crops that faded after several days. The recurrence occurred on
the same sites as previous lesions.

The lesions were symmetrical and distributed predominantly in the peri-
maleolar and in the lower legs (extensory).

The face, palms, soles, and mucous membranes were unaffected.

There was no recognizable detectable exogenous factor that might coin-
cide with the onset of the illness.

Figure 1 — Numerous skin lesions Figure 2 — Status after
— pretreatment H. Pylori therapy
Crnka 1 — MHOryOpojayu KyTanu Crtnka 2 — Cocrojba 1o cripoBefjeHa
IOpoMeHH — IIPEJ] JIEKYBAHC — aara H. Pylori repanmja

The patient had previously been treated with antibiotics and non steroid
anti-inflammatory drugs and was refractory to the administered therapy. It was
suggested a distinction be made between Sarcoidosis cutis, Lymphoma cutis
and above all an unclear casus pro diagnosis. A skin biopsy was done, indi-
cating cutaneous vasculitis.
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Figure 3 — Leucocytoclastic vasculitis in the upper and mid-dermis.
The asterisk marks the area of higher magnification

Cimka 3 — Vasculitis leucocytoclastica Bo ropamor n cpegen gepmuc. Acrepukcor
VYKaXyBa Ha 30HaTa Ha 3T0JIEMYBAHE
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Figure 4 — Leucocytoclastic vasculitis. Fibrin thrombi (large arrow) in the lumen of the
vessel featuring a destroyed wall. Note the nuclear dust in a perivascular arrangement
(small arrows)

Cimka 4 —Vasculitis leucocytoclastica. @ubprackn TpOMOH (TOTeMa cTpeska)
BO JIYMEHOT Ha KpBHHOT cajl. [lepuBackyiapHa HyKIeapHa npaiHAa
(Masti cTpesikm)
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The skin biopsy demonstrated fibrinoid necrosis of arteriolar and venu-
lar walls in the superficial dermis, with neutrophilic infiltration of the walls and
perivascular regions. Associated fragments of inflammatory cells with nuclear
debris were seen with extravasated erythrocytes.

DIF of skin biopsy sections demonstrated IgA deposition in affected
vessel walls.

Gastrointestinal ultrasound was done due to the presented complaints;
however, the findings were normal, as well as in the ultrasound of kidneys.

Biochemical findings showed normal levels (within laboratory range).
Serum markers of inflammation CRP and RF as well as Antistreptolysine titer
were within normal range. Urine findings were normal; there was neither
macroscopic nor microscopic haematuria. Antinuclear antibody findings were
normal.

Microbiological findings (nasal and throat swabs) showed no presence
of pathogenic bacteria. However, serum levels of anti Helicobacter pylori 1gG
antibodies were highly elevated (214 1U/mL) by EIA.

Stool culture: negative. There was no occult Gl bleeding.

The patient was fully examined physically and no presence of organ
involvement was detected.

Medical history showed no history of recent drug ingestion and food con-
sumption, since reports exist of medication-associated and food-associated HSP.
Neurological examination showed no focal deficits.

X-ray excluded pulmonary nodules or hilar adenopathy suggestive of
malignancy (primary or metastatic) or lymphoma, which have been associated
with HSP.

Upper Gl endoscopy was performed in the patient due to mild
epigastric pain. Esophagogastroduodenoscopy (EGD) demonstrated no lesions
or diffuse erosive lesions. The CLO test was positive.

Treatment

The patient was treated by triple eradication anti Helicobacter therapy,
consisting of Clarythromycine, Metronidazole and proton pump inhibitor (as in
the relevant Maastricht Consensus). Cutaneous symptoms diminished in 3 days,
with a complete cessation in 5 days.

Follow-up

The patient was carefully monitored by clinical examination as well as
serological findings over a period of almost 9 years after the eradication of
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Helicobacter pylori presence. There was no disease recurrence during the fol-
low-up period and no markers of Helicobacter pylori reinfection. Since disease
recurrence occurs throughout weeks to months in adults and children (study by
Allen et al., according to a study of 57 adults with HSP, exacerbations may be
seen for 6 months). Thus the authors consider the follow-up period as an indi-
cator of successful resolution of the disease.

Discussion

Knowledge concerning the exact mechanisms by which the immune
complexes implicated in the pathogenesis of HSP are formed is lacking. Simi-
larly, factors that predispose certain patients to development of the disease are
poorly understood.

The etiology of HSP is unknown but involves the vascular deposition of
IgA immune complexes composed of IgAl and IgA2 and produced by perip-
heral B lymphocytes. These complexes are probably formed in response to an
inciting factor. The circulating complexes activate complement, most likely by
the alternative pathway (presence of C3 and properdin and the absence of the
first component of complement in biopsies).

Polymorphonuclear leukocytes are recruited by chemotactic factors and
cause inflammation and necrosis of vessel walls with concomitant thrombosis.
This leads to extravasation of erythrocytes from haemorrhage in the affected
organs and is manifested histologically as leukocytoclastic vasculitis.

The histology of the involved skin reveals polymorphonuclear cells or
cell fragments around small dermal blood vessels. Immune complexes contain-
ning IgA and C3 have been found in the skin, kidneys, intestinal mucosa and
joints, which are the major organ sites involved in HSP.

Clinical manifestations of HSP reflect small-vessel injury. Abdominal
pain, present in as many as 65% of patients, is secondary to vasculitis-induced
submucosal and subserosal haemorrhage and oedema, with thrombosis of the
microvasculature in the gut. Haematuria and proteinuria occur in HSP-asso-
ciated nephritis. Renal manifestations range from minimal change to severe
crescentic glomerulonepbhritis.

Etiology is secondary to the mesangial deposition of IgA predomi-
nantly, but IgG, IgM, C3, and properdin deposition may also occur. These depo-
sits can also occur in the subendothelial and subepithelial glomerular spaces.
Both HSP nephritis and IgA nephropathy (Berger’s Disease), which are the
most common causes of glomerulonephritis throughout the world, might be dif-
ferent clinical presentations of the same disease process.
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Dermatologic manifestations in HSP occur secondarily to immune com-
plex deposition (IgA, C3) in vessels of the papillary dermis, resulting in vessel
injury, extravasation of RBCs, and clinically observable palpable purpura. This
tends to occur in dependent body regions, such as the lower legs, buttocks,
back, and abdomen.

Several agents have been implicated, including group A streptococci,
varicella, hepatitis B, Epstein-Barr virus, parvovirus B19, Mycoplasma, Campy-
lobacter, and Yersinia. Less commonly, other factors have been associated as
inciting agents in the development of HSP. These include drugs, malignancy,
foods, pregnancy, familial Mediterranean fever, and exposure to cold. HSP has
also been reported following vaccinations for typhoid, measles, yellow fever
and cholera.

HSP incidence is seasonal (greatest in the spring, autumn and winter
months).

Male-to-female predominance ranges from 1 :5-2: 1.

Most patients (75%) are children aged 2—-14 years. The median age of
onset is 4-5 years. Although one of the criteria for the diagnosis of HSP as pub-
lished by the American College of Rheumatology is "age less than 20 years,"
the disease can occur from infancy to the ninth decade.

A study by Allen et al. shows that the clinical manifestations of HSP
vary with age. Children younger than 2 years have less renal, Gl, and joint
involvement but more subcutaneous oedema.

The presenting history varies with each patient. The hallmark of the
disease is the characteristic palpable purpura, which is seen in almost 100% of
patients. HSP tends to occur on the buttocks and upper thighs in younger chil-
dren and on the feet, ankles, and lower legs of older children and adults. Pati-
ents often present with low-grade fever and malaise in addition to more specific
symptoms. Purpura may be the presenting sign. As many as 50% of children
present with symptoms other than purpura. The eruption is often preceded by
arthralgia or arthritis, abdominal pain, or testicular swelling. Although it may be
present initially, renal disease often develops up to 3 months after initial pre-
sentation.

Infections may stimulate immune responses by different mechanisms.
These include shared epitopes between pathogens and host, upregulation of heat
shock proteins, and stimulation of lymphocytes by factors such as peptidog-
lycan, protein A, CpG motifs in bacterial DNA, and superantigens. Superanti-
gens are extremely potent activators of lymphocytes. Stimulation of T cells is
dependent on the presence of MHC class Il molecules on antigen-presenting
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cells. In contrast to classical T-cell antigens, processing of the superantigens is
not needed.

Superantigens bind to MHC class 1l molecules on antigen-presenting
cells and to conserved regions of T-cell receptor V-beta chains. Virtually all T
cells expressing a superantigen-binding V-beta chain proliferate. After prolife-
ration, activated T cells undergo apoptosis. Furthermore, repetitive stimulation
may induce anergy, a process that is possibly dependent on stimulation of CD4+
regulatory T cells. Superantigens may induce autoimmunity by stimulation of
autoreactive cytotoxic T cells and/or by T cell-dependent activation of antigen-
specific B cells.

Reported associated factors are listed as follows. Infections: Bacteria -
Group A beta haemolytic streptococci, Campylobacter jejuni, Yersinia species,
Mycoplasma pneumoniae, and Helicobacter pylori (reported in one patient prior
to our case report); Viruses — Varicella, hepatitis B, Epstein-Barr virus and
parvovirus B19; Drugs; Medication-associated HSP — more frequent in adults
than children (although reported in both populations); Drugs associated with
HSP — Ampicillin penicillin, erythromycin, quinines and chlorpromazine; Neo-
plasm — Leukemia Lymphoma; Solid tumours — Ductal carcinoma of the breast,
Bronchogenic carcinoma, Adenocarcinoma of the prostate, Adenocarcinoma of
the colon, Renal cell carcinoma, Cervical carcinoma, Melanoma; Foods —
Sensitivity to foods containing salicylates and azo dyes; Other — Pregnancy,
familial Mediterranean fever, and cryoglobulinaemia.

HSP is usually self-limited, and treatment is primarily supportive to
ensure adequate hydration and replacement of excessive blood loss. A search
for the underlying or predisposing factors is a key to successful treatment. Con-
troversies concerning the use of corticosteroids in the treatment of HSP exist
with regard to whether or not they can [1] reduce the severity or duration of the
disease, [2] decrease the risk of glomerulonephritis, and [3] increase the rate of
relapses of the disease. An editorial that reviews these issues has recently been
published [4].

Rosenblum and Winter reported more rapid improvement in abdominal
pain (within 24 h) in 50% of patients when corticosteroids were initiated [4],
compared with 14% in those not receiving corticosteroids. Niaudet and Habib,
in a prospective uncontrolled study of 38 children with glomerulonephritis,
found that corticosteroid use should be limited to patients at risk of progression
of renal disease [5]. The issue of whether corticosteroids can increase the rate of
disease relapse has recently been addressed. In an Italian cohort of 150 children
reported by Trapani et al., disease relapse was significantly more frequent in
those treated with corticosteroids [6]. However, this may have been due to
"confounding by indication,” which means that it may have been the fact that
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these patients had a more severe disease that led to their tendency to relapse,
rather than treatment with corticosteroids (which were initiated because of the
more severe disease). [7]

Dapsone, azathioprine, and intravenous immunoglobulin therapies have
been tried with varying success, as has plasmapheresis.

Nonsteroidal anti-inflammatory drugs (NSAIDs) may be used to treat
arthralgia associated with HSP. Oral corticosteroids may be of benefit in trea-
ting painful subcutaneous oedema [8].

The clinical manifestation of Helicobacter pylori infection is determi-
ned by a complex interaction between the bacterium and the host. The main
bacterial factors associated with pathogenicity comprise outer membrane pro-
teins, including BabA, SabA, OipA, AlpA and AlpB, the vacuolating cytotoxin
VacA and the products of cagPAIl. The multitude of putative virulence factors
makes it extremely difficult to test the contribution of each individual factor.
Interaction between bacterial factors such as CagA and host signal transduction
pathways seems to be critical for mediating cell transformation, cell prolix-
feration, invasion, apoptosis/anti-apoptosis, and angiogenesis. An animal model
pathology due to H. pylori infection similar to that in humans can be used to
evaluate virulence factors including CagA, host responses, and environmental
factors [9, 10].
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Pe3zume

HENOCH-SCHONLEIN PURPURA (HSP) KAJ BO3PACEH NAIIUEHT:
EKCTPATACTPUYHA, KYTAHA MAHU®ECTAIINJA
HA HELICOBACTER PYLORI HTHOEKIINJA
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ITocTojaT MHOTYOpOjHM MyOJWKYBaHU TPYHOBH KOW YKasKyBaaT jeKa
Helicobacter pylori mma kpuTHdKa yjiora BO pa3idyHi eKCTParacTpuIHU GOJIECTH.
OrtkpuBameTo Ha MHOTyOpojHu HOBU Helicobacter cnenuecu ru cruMymnupa uctpa-
>KyBamaTa Kaj pa3iiMyHN eKCTparacTpuyHd OOJIECTH, Kaj KOW € IpHMEHIInBa
nH(peKkTUBHATa xunore3a. Ce mpeTHocTaByBa Jieka eHTeponaTckuTte Helicobacter
Crleliiecl MMaaT yJora BO Pa3iMyHH eKCTparacTpuyuHU 3a00JyBama, BKIYUH-
TEJHO eKCTparacTpuyHy MaHugecTtamu Ha Helicobacter macgeximjara. ABTopuTe
MpUKaxyBaaT Bo3paceH manueHT co Henoch-Schénlein purpura m kommuieTna pe-
rpecuja Ha GoliecTa IO CIIPOBElyBawke HA TPUILIA epajuKanuona antu Helicobac-
ter repanmja. [TanmeHTOT Gete ciefieH BO TEKOT Ha pedyrcH 9 TONUHY 110 CIIpOBe-
JieHaTa epajuKalyja, Mo naT Ha KOHTPOJHH KIMHUYKY MPETJIein W CEPOIIOIIKH.
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Bo Texkor Ha ciemewmeTo HE J0jAe MO pejarnic Ha Oosecta, HM A0 TOjaBa Ha
Mapkepwu 3a Helicobacter pylori penndgeknmja. [Topagu pakTOT leka pesancure He
ce jaByBaaT BO TEKOT Ha HEKOJIKY HEJICNH 10 MECeNH, aBTOPUTE 3aKiIydyBaaT He-
noch-Schonlein purpura e MoXHa eKcTparacTpu4Ha, KyTaHa MaHudecranuja Ha
Helichacter pylori uadexuujara.

Kuryunn 360posn: Henoch-Schonlein mypmypa, Helicobacter pylori uncexuuja.
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