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Purpura Henoch-Schonlein constituie si in pre-
zent cea mai frecventa vasculitd a copildriei n a
carui tablou polimorf, alaturi de simptomatologia
cutanata, articulara si renald, se regasesc manifestari
de tip digestiv cu o incidenta variabild de 32-51%
cazuri (1,2). Afectarea cu precadere a tractului
gastro-intestinal fie concomitent cu debutul bolii in
majoritatea cazurilor sau precedandu-1 in 14-31%
cazuri, situatie care creeaza adevarate probleme de
diagnostic pozitiv, se exprimd clinic cu grade
diferite de severitate de la sindrom dispeptic, durere
abdominala difuza sau localizata cel mai frecvent
epigastralgii, tulburari de tranzit, hemoragie digesti-
va superioarda (hematemeza/melend) la aspect de
abdomen acut chirurgical (3,4). Este bine cunoscut
faptul ca purpura Henoch-Schonlein este inclusa in
lista cauzelor de pancreatitd acutd, colangiopatie
ischemica, jejunitd severa sau stenoza intestinala ca
urmare a leziunilor vasculitice locale necrotico-
ischemice care se produc (5,6,7,8). Dealtfel, aceasta
circumstanta evolutiva implica vigilentd medicala
sporita in urmadrirea acestor bolnavi pentru evitarea
complicatiilor secundare.

REZUMAT

Afectarea digestiva in purpura Henoch Schoénlein (PHS) este frecventa uneori severa, concomitenta sau poate
precede debutul acesteia. Infectia cu Helicobacter pylori este inclusa intre factorii triggeri cu implicatii patogenice
n declansarea bolii. Studiul efectuat pe 8 cazuri cu gastrita si PHS urmareste documentarea interrelatiei dintre

Cuvinte cheie: purpura Henoch-Schoénlein, copil, infectie cu H. Pylori

Studiul isi propune aprecierea impactului prog-
nostic al infectiei cu Helicobacter pylori ca factor
trigger in evolutia bolnavilor cu purpurd Henoch-
Schonlein si afectare digestiva de tip gastrita.

MATERIAL S| METODA

Dintr-un total de 108 bolnavi diagnosticati cu
purpurd Henoch-Schonlein conform criteriilor ACR
1990, care au prezentat si manifestari digestive, in
tabloul clinic s-au selectat 17 cazuri (15,9%) care
au avut simptomatologie sugestiva pentru afectarea
digestiva de tip gastrita.

S-a efectuat endoscopia digestiva superioara in
scop diagnostic (endoscop pediatric Storz cu dia-
metru de 6 mm).

Pentru precizarea relatiei cu infectia cu Hely-
cobacter pylori s-au prelevat 4 biopsii din mucoasa
antrald si fundica pentru: testul ureazei, examen
microscopic direct (microbiologic) si examen histo-
patologic (2 probe).
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Examinarea histopatologica s-a efectuat prin
microscopie optica si imunohistochimie. Fragmen-
tele bioptice pentru examenul histopatologic in
microscopie optica au fost preparate prin fixare in
alcool absolut si prelucrare prin tehnica includerii
la parafina.

Sectiunile de 4-5 um obtinute la microtom au
fost colorate cu Hematoxilind eozind in vederea
examinarii leziunilor mucoasei gastrice si cu
Giemsa pentru evidentierea Helicobacter pylori.

Prelucrarea in vederea examinarii imunohisto-
chimice a fragmentelor de biopsie s-a efectuat prin
tehnica avidina-biotina cu cromogen AEC (amino-
etil-carbozil). S-a utilizat imunomarcaj cu anticorpi
policlonali pentru IgA IgG, IgM, antimacrofag (CD
68). Aprecierea cantitativa a celulelor marcate s-a
facut dupa o scala de la —la +++ .

Diagnosticul de gastrita si clasificarea acesteia
s-au facut dupa sistemul Sydney (9) care permite
clasificarea stadiului de severitate histopatologica
dupa indicele de inflamatie in: forma usoara, mo-
derata si severa.

Lapacientii confirmati pozitiv la examenul histo-
patologic pentru gastrita cu Helicobacter pylori s-a
efectuat suplimentar si testul ELISA pentru dozarea
cantitativa a Ac H.pylori Ig G, valoarea de referinta
a normalului fiind <5 Ul/ml.

REZULTATE $I DISCUTII

Toti bolnavii din lotul de studiu au prezentat
epigastralgii cu intensitate variabila la care s-au
asociat si alte manifestari gastrointestinale cu grade
diferite de severitate de tip hemoragie digestiva
superioard (HDS) — 9/17 cazuri, sindrom dispeptic
— 12/17 cazuri necesitand efectuarea endoscopiei
digestive superioare in scop diagnostic. Fibroscopia
digestiva superioara a precizat in 8/17 cazuri
aspectul de gastritda uneori asociata cu leziuni infla-
matorii de duodenita.

Recent implicatda intre numerosii factori etio-
patogenici ai purpurei Henoch-Schénlein, infectia
cu Helicobacter pylori pare sa fie direct corelata cu
severitatea manifestarilor gastrointestinale din ca-
drul bolii. Aceasta interrelatie a fost sustinuta de de-
monstrarea titrului ridicat de Ac H. pylori si a
leziunilor endoscopice de gatroduodenita la bolnavii
cu purpura Henoch-Schonlein. Implicarea acestui
agent infectios ca si marker de severitate si prog-
nostic nefavorabil pentru manifestarile digestive este
sustinutd de obiectivarea Ac H. pylori de tip Ig G in
faza activa a bolii si de tip Ig A 1n faza cronica (10).

Asocierea infectiei cu H. pylori in lotul de studiu
a fost demonstratd atat imunoserologic prin titru

crescut al anticorpilor specifici de tip Ig G in faza
activa a bolii, cat si histopatologic la 6/8 bolnavi
diagnosticati cu gastrita.

Coroborarea rezultatelor clinico-imuno-histolo-
gice obtinute cu datele de anamneza demonstreaza
prezenta gastritei (obiectivata endoscopic) anterior
debutului purpurei Henoch-Schénlein cu cel putin
3-6 luni la 4/8 bolnavi, 2 din acestia fiind pozitivi
pentru H. pylori. Ambii bolnavi au ramas pozitivi
pentru H. pylori si in cursul vasculitei Henoch-
Schonlein (tabelul 1).

TABELUL 1. Interrelatia dintre infectia cu H. pylori si
Purpura Henoch-Schénlein

Anterior in cadrul
debutului PHS
Nr. caz Nr. caz
Gastrita H. pylori + 2 6
Gastrita H. pylori — 2 2
Total 4 8

Acest aspect particular de debut, prin simptome
digestive severe de tip gastritd cu H.pylori (certi-
ficatda endoscopic, imunologic histopatologic) cu
mult timp (1-3 luni) anterior debutului rash-ului cu-
tanat este mentionat si de alte studii (3,10).

Endoscopia digestivd reprezintd o modalitate
moderna de explorare si totodata o indicatie pentru
bolnaviicupurpura Henoch-Schonlein simanifestari
severe gastrointestinale de tip durere abdominala,
hemoragie digestiva superioara (11,12).

Aspectele endoscopice mai frecvent evidentiate
in alte studii, in faza activa a bolii la nivel gastric si
duodenal sunt de tip congestie, leziuni purpurice si/
sau micropetesiale, eroziuni, ulceratii (13, 14, 15).

La bolnavii studiati structura diagnosticelor en-
doscopice a cuprins:

1) Gastrita purpurica (H. pylori +) 2/8 cazuri;
(fig. 1)

FIGURA 1. Gastrita purpurica
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2) Gastrita nodulara antrala (H. pylori +) 4/8
cazuri; (fig. 2)

3) Duodenita difuza 4/8 cazuri

4) Gastrita difuza (H. pylori -) 2/8 (fig. 3)

FIGURA 2. Gastritad nodulara antrala

FIGURA 3. Gastrita difuza exudativa

Leziuni macroscopice mai severe au fost obiec-
tivate mai ales la bolnavii ce au asociat si infectie
cu H. Pylori- 6/8 cazuri de tip: gastritd nodulara
antrala si duodenita 4/6 cazuri i gastritd purpurica
2/6 cazuri. Cazurile cu H. pylori absent au prezentat
doar leziuni difuze inflamatorii (2/8 cazuri). Echi-
valentele histopatologice ale modificarilor obiecti-
vate endoscopic lanivel gastric si duodenal, asociate
infectiei cu H. pylori, cel mai frecvent raportate in
alte studii sunt de tip gastrita cronicd moderat/masiv
activa, duodenita, jejunita (16).

Structura diagnosticului histopatologic la bol-
navii studiati a fost (tabelul 2; fig. 4, 5):

Deoarece unii autori au raportat prezenta
afectdrii gastro-duodenale anterioare debutului
bolii fara a se demonstra prezenta infectiei cu H.
pylori, studiile actuale incearca sa descifreze ra-
portul intre durerea abdominala ca simptom izolat
sau forma atipica de purpurd Henoch-Schonlein
(3,13). Kato si colab. (17) a demonstrat la bolnavii

TABELUL 2. Structura diagnosticului histopatologic

Nr. caz
Gastrita antralda masiva activa 2 (anterior
(H.pylori +) debutului)
Gastrita antrala moderat activa 4
(H.pylori +)
Gastrita moderata (H.pylori -) 2
Total 8

1
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FIGURA 4. Gastrita cu H. Pylori GL % 400
(colectia Dr. Doina Mih&il&)

FIGURA 5. Gastrita cu H. Pylori - imersie x 1000
(colectia Dr. Doina Mihail&)

cu purpura Henoch-Schonlein si manifestari diges-
tive severe debutate anterior rash-ului cutanat prin
examinarea imunohistochimica a cupelor de biopsie
gastrica si duodeno-jejunala, prezenta depozitelor
Ig A la nivel gastrointestinal.

Studiul imunohistochimic al fragmentelor de
biopsie gastrica a relevat prezenta depozitelor IgA la
nivelul plasmocitelor la toti cei 6 bolnavi confirmati
cu gastrita cu H. pylori, dar nu si la cei fara infectie cu
H. Pylori (fig. 6; tabelul 3). Imunomarcajul cantitativ
a fost ,,++“ In 4/6 cazuri si ,,+* In 2/6 cazuri.

Datele prezentate sustinrolul implicarii probabile
a infectiei cu H. pylori intre factorii trigger pentru
boala, cele 2 cazuri cu gastritd H. pylori confirmata
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(imunohisto-chimie) (colectia Dr. Doina Mihaila)

TABELUL 3. Corelatii clinico-endoscopice si
imunohistochimice in PHS asociaté infectiei cu H. pylori

Gastrita (8 cazuri)

H.pylori (+) | H.pylori (=)

— 6 cazuri | — 2 cazuri
Clinic
— durere abdominala + sdr. 6 2
dispeptic 5 1
— HDS
Endoscopie
— gastrita purpurica 2 -
— gastrita nodulara antrala + 4 -

duodenita difuza - 2
— gastrita difuza

Histopatologie (MO)

— gastrita antrala masiva activa
— gastrita antrala moderat
activa - 2
— gastrita antrala moderata

BN
|

Imunohistochimie - Ig A
++ 4 -
+ 2 -

anterior debutului rash-ului cutanat cu cateva luni
si depozit plasmocitar Ig A la nivel gastric pot fi
considerate forme atipice de purpurda Henoch-
Schonlein. Ceilalti 2 bolnavi cu gastrita fara H.
pylori si cu imunomarcaj negativ pentru Ig A 1i con-
sideram ca si comorbiditate asociatd purpurei
Henoch-Schonlein. Interesant este ca 2/6 bolnavi
confirmati cu H.pylori prezent au asociat manifestari
renale severe, cronice manifestate bioptic, ceea ce
confirma datele unor studii privind asocierea dintre
severitatea manifestarilor digestive si riscul de
afectare renala (18).

CONCLUzII

1. La o minoritate de bolnavi cu purpura
Henoch-Schonlein, simptomatologia diges-
tiva poate precede cu 1-3 luni aparitia rash-
ului purpuric caracteristic.

2. Infectia cu Helicobacter pylori poate fi un
trigger important al manifestarilor digestive
severe care preced sau sunt concomitente
vasculitei Henoch-Schonlein.

3. Endoscopia digestiva reprezintd un mijloc
important de precizare diagnostica in formele
de boala cu simptome digestive severe.

4. Precizarea imunohistochimica a depozitelor
Ig A plasmocitare la nivel gastric reprezinta
un argument suplimentar in favoarea impli-
carii patogenice Ig A 1n purpura Henoch-
Schonlein si un mijloc util pentru diagnosticul
pozitiv in formele atipice cu debut anterior
aparitiei eruptiei purpurice.

Interrelation between Helicobacter pylori infection and
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ABSTRACT

In Henoch Schonlein purpura (HSP) digestive impairment is often severe, frequently, simultaneously or
before its onset. H. pylori infection is included among the factors triggers with pathogenic implications for
disease. The study performed on 8 cases with gastritis and HSP documentation the interrelation of them.

Key words: Henoch-Schonlein purpura, children, infection with H. pylori




REvisTA ROMANA DE PEDIATRIE — VoLumuL LIX, NRr. 3, AN 2010 227

Henoch-Schonlein purpura is the most common
vasculitis of childhood in which polymorphous picture
with skin symptoms, joint and renal manifestations is
found a variable digestive manifestation with variable
incidence of 32-51% of cases (1,2). Mainly affecting
the gastrointestinal tract the simultaneous with onset
of illness in most cases or his previous in 14-31%
cases, a situation that creates real problems for diag-
nosis, is clinical expressed varying degrees of severity
of dyspeptic syndrome, diffuse or localized abdominal
pain most commonly epigastric, transit disorders,
upper gastrointestinal (GI) bleeding (haematemesis/
melaena) to acute surgical abdomen (3,4). It is well
known that Henoch-Schonlein purpura is included in
the list of causes of acute pancreatitis, ischemic
cholangiopathy, jejunal stenosis or severe intestinal
vasculitis due to local ischemic and necrotic lesions
(5,6,7,8). Actually this evolutive circumstance implies
increased medical vigilance in monitoring these pa-
tients to prevent secondary complications.

The study aims to assess the prognostic impact of
H. pylori infection as a trigger factor in the evolution
of patients with Henoch-Schonlein purpura and
digestive manifestation type gastritis.

MATERIALS AND METHODS

From a total of 108 patients diagnosed with
Henoch-Schonlein purpura (ACR 1990 criteria),
which had digestive clinical manifestations were
selected 17 cases (15.9%) who had digestive symptoms
suggestive for gastritis.

Upper gastrointestinal endoscopy was performed
for diagnostic (Storz pediatric endoscope with 6 mm
diameter).

For clarifying the relationship with Helycobacter
pylori infection 4 gastric biopsies were taken from
antral mucosa and fundic region for: urease test, direct
microscopic examination (microbiological) and histo-
pathology (2 samples).

Histopathological examination was performed by
optical microscopy and immunohistochemistry. Pieces
of biopsy for histopathological examination in optical
microscopy were prepared by fixing in absolute
alcohol and inclusion in paraffin processing technique.
Sections of 4-5 pm obtained from microtome were
stained using haematoxylin- eosine to examine gastric
mucosal lesions and with Giemsa for evidence of
Helicobacter pylori.

Processing for immunohistochemical examination
of biopsy fragments was performed by avidina-biotin
technique with the chromogen AEC (amino ethyl-
carbozil). Immunomarkers polyclonal antibody was
used for IgA, IgG, IgM, antimacrofag (CD 68).

Quantitative assessment of cells was marked by a
scale from - to + + +.

Gastritis diagnostic and its classification was done
according to Sydney system (9) to classify the severity
of histopathological stage after the inflammation
index: as mild, moderate and severe. Patients histo-
pathology confirmed positive for Helicobacter pylori
gastritis and additional ELISA was performed for
quantitative determination of H. pylori Ig G, normal
reference value was <5 [U / ml.

RESULTS AND DISCUSSION

All patients in the study group had epigastric pain of
variable intensity that were associated with other gastro-
intestinal manifestations of varying degrees of severity
like upper gastrointestinal hemorrhage (9/17 cases),
dyspeptic syndrome (12/17) requiring digestive superior
endoscopy for diagnostic. Upper gastrointestinal endos-
copy found in 8/17 cases gastritis aspects associated with
the inflammatory lesions of the duodenum.

Recently involved of many etiopathogenic factors
of Henoch-Schonlein purpura, Helicobacter pylori
infection appears to be directly correlated with the
severity of gastrointestinal disease.

This interrelation was supported by demonstrating
of a high titer of H. pylori antibodies and endoscopic
gastroduodenal lesions in patients with Henoch
Schonlein purpura.

Involvement of this infectious agent as the severity
and unfavorable prognostic marker for gastrointestinal
symptoms is supported by demonstration of H. pylori
antibodies type Ig G in the active phase of disease and
type Ig A antibodies in chronic phase (10). Association
of H. pylori infection in the study group was de-
monstrated by both immunoserological increased
level for Ig G specific antibody in active phase of
disease and histopathologycal at the 6/8 patients
diagnosed with gastritis.

Corroborating clinical and history of disease
results obtained with immuno-histological data on
demonstrate presence of gastritis (endoscopic) before
onset Henoch-Schonlein purpura with at least 3-6
months to 4/8 patients, 2 of them were positive for H.
pylori infection. Both patients were positive for H.
pylori infection and in the course of Henoch-Schonlein
vasculitis (table 1).

TABLE 1. Interrelation between H. pylori infection and
Henoch-Schonlein purpura

Before onset | Within HSP
Nr. cases Nr. cases
Gastritis with H.pylori + 2 6
Gastrita without H.pylori 2 2
Total 4 8
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This particular onset aspect by severe digestive
symptoms with H. pylori gastritis type (demonstrated
endoscopic, immunological and histopathological) a
long time before onset skin rash (1-3 months) is
mentioned and in other studies (3,10).

Digestive endoscopy isamodern way of exploration
and also an indication for patients with Henoch-
Schonlein purpura and gastrointestinal symptoms like
severe abdominal pain and upper gastrointestinal
hemorrhage (11,12).

Endoscopic issues frequently raised in other stu-
dies, in the active stage of disease at the gastric and
duodenal region are congestion, purpuric lesions,
erosions and ulcerations (13,14,15).

Endoscopic diagnosis structure in patients studied
included:

1) Purpuric gastritis (H. pylori +) - 2/8 cases; (fig. 1)

2) Nodular antral gastritis (H. pylori +) - 4/8 cases;
(fig. 2)

3) Diffuse duodenitis - 4/8 cases

4) Diftuse gastritis (H. pylori -) - 2/8 cases (fig. 3)

FIGURE 1.
Purpuric gastritis

FIGURE 2.
Nodular antral
gastritis

More severe macroscopic lesions were objectified
especially in patients who have associated H. pylori
infection (6/8 cases): nodular antral gastritis and
duodenitis 4/6 cases and purpuric gastritis 2/6 cases.
In the cases of gastritis without H. pylori infection,
endoscopy showed diffuse inflammatory lesions (2/8
cases). Equivalence of histopathological changes

FIGURE 3.
Diffuse gastritis

demonstrated at gastric and duodenal endoscopy
associated with H. pylori infection, most often reported
in other studies are: moderate or active chronic
gastritis, duodenitis, jejunitis (16).

Structure of histopathological diagnosis in patients
studied was (table 2; fig.4, 5)

TABLE 2. Structure of histopathological diagnosis

No. cases

Antral severe gastritis (H.pylori +) 2 (before onset)

Antral moderat gastritis (H.pylori +) 4
Moderat gastritis (H.pylori -) 2
Total 8

FIGURE 4. Gastritis with H. Pylori GLx* 400
(collection of Doina Mihaila, MD)

FIGURE 5. Gastritis with H. Pylori — immersion
x 1000 (collection of Doina Mihaila, MD)
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Because some authors have reported the presence
of gastro-duodenal damage earlier onset of disease
without evidence of infection with H. pylori presence,
current studies try to decipher the relationship between
abdominal pain as a isolated symptom or atypical
form of Henoch-Schonlein purpura (3,13). Kato et al.
(17) demonstrated in patients with Henoch-Schonlein
purpura and severe gastrointestinal symptoms started
before onset skin rash, by immunohistochemical
examination of pieces of gastric and duodenal biopsy
presence of Ig A deposits at this level.

Immunohistochemical study of fragments of
gastric biopsy revealed the presence of IgA deposits
in all 6 patients which have been confirmed with H.
pylori gastritis, but not in those without H. pylori
infection (fig .6; table 3). Immunomarkers quantity
was “+ 1+ in 4/6 cases and “+” on 2 /6 cases.

k i 'll-:d. . g
FIGURE 6. Gastritis with H. Pylori — IgA
(immunohistochemia) (collection of Doina Mihaila, MD)

TABLE 3. Clinical, endoscopic and immunohistochemical
correlations in Henoch-Schonlein purpura associated with
H. pylori infection

Gastritis (8
cases)
H.pylori | H.pylori
(+)-6 | (0)-2
cases cases
Clinical:
— abdominal pain + dyspeptic 6 2
syndrome
— upper digestive haemorrhage 5 1
Endoscopy:
— purpuric gastritis 2 -
— nodular antral gastritis + duodenitis 4 -
— diffuse gastritis - 2
Histopathological (optical
microscopy): 2 -
— antral severe gastritis 4 -
— antral moderat gastritis - 2
— antral gastritis without activity
IgA (immunohistochemie)
++ 4 -
+ 2 -

The data presented support the role of probable
involvement of H. pylori infection among the factors
triggering of the disease, the two cases with gastritis
with H. pylori infection confirmed before onset skin
rash a few months ago and presence of gastric IgA
,can be considered atypical forms of HSP. The other
two patients with gastritis without H. pylori infection
and negative for I[g A immunomarkers are considered
as associated comorbidity of HSP. Interestingly is that
2/ 6 patients confirmed with H. pylori infection were
associated severe renal symptoms demonstrated by
renal biopsy, which confirmed the data of studies
about the association between severity of gastro-
intestinal manifestation and risk of chronic renal
complication (18).

CONCLUSIONS

1. Inaminority of patients with Henoch-Schonlein
purpura, digestive symptoms may be 1-3
months before the characteristic purpuric rash
appearance.

2. Helicobacter pylori infection may be an
important trigger of severe gastrointestinal
manifestation preceding or concomitant HSP
vasculitis.

3. Gastrointestinal endoscopy is an important
technique for diagnosis in the disease with
severe digestive symptoms.

4. Demonstration of immunohistochemical Ig A
deposits at gastric region is an additional argument
for IgA pathogenic involvement in HSP and a
useful tool for positive diagnosis of atypical forms
with onset before of purple skin rash.
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