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Ulcus/fekely erosio 43

- H.p.fertozeés

- stressz / hypoxia/ pl. szepszis, egés
- gyogyszer hatas [/ NSAID, MTX

- maroszer

- IBD

- hypergastrinaemia — Zollinger Elison sy.

- vasculitis - SH

- collagen gastritis

- portalis hypertensia

- uricaemia

- infectio / Candida, Rota virus, Campylobacter




Frequency and risk factors of gastric and duodenal ulcers

or erosions in children: a prospective 1-month European

multicenter study

Nicolas Kalach?® Patrick Bontems®, Sibylle Koletzko®, Petronella Mourad-Baars'
Peter Shcherbakov®, Danuta Celinska-Cedro", Barbara Iwanczak'

Frederic Guttrandh, Maria Jose Martinez-Gomez', Ender Pehlivanuglu',
Giuseppina Oderda™, Pedro Urruzuno®, Thomas Casswall”, Thierry Lamireau®,
Josef Sykora®, Elefteria Roma-Giannikou®, Gabor Veres®, Vibeke Wewer',
Sonny Chong®, Marie Laure Charkaluk®, Francis Mégraud® and

Samy Cadranel®

There are no solid figures of the frequency of ulcer disease
during childhood in Europe. We assessed its frequency and
analyzed known risk factors.

Patients and methods Ulcers, erosions, indications, and
risk factors were recorded in all children undergoing an
upper gastrointestinal endoscopy in a prospective study
carried out during 1-month slnultannuusly in 19 centers

the 19 centers, our study shows a frequency of 8.1% of
ulcers and/or erosions in children, occurring mainly in the
second decade of life. H. pylon infection and gastrotoxic
medications were less fl'ﬂm&l'ﬂ'j‘ mnph::ated Ran-SXpecied
Eur J Gastroenterol Hepatol 22:1174-1181 @& it
Kluwer Health | Lippincott Williams & Wilkins.

European Joumal of Gastroenierology & Hepalology 2010, 221174-1181




Frequency and risk factors of gastric and duodenal ulcers
or erosions in children: a prospective 1-month European

multicenter study

14 orszag / 19 centrum

694/ 349 | 345 f
8,2ev 1h6- 18¢év

Fekély / erozio
56 (8,1%) 0 - 22%

Vérzéses jel
9 (16%)

HP infectio 27%

nem volt el6zetes gyanujel 43%



Helicobacter pylori
fertozés gyermekkorban
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a baktérium minden bizonnyal régota él egyutt az emberrel, hiszen egy
1800 éves mumia gyomraban is megtalaltak Chilében.
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"Otzi” — gleccsermumia

1991 szeptemberében fedezték fel 3210 meéter magassagban, az olasz-osztrak
hataron hiz6do Otz-volgyi Alpokban.

vélhetbéen negyven éves kora el6tt, idészamitasunk elbtt 3359 és 3105 kozaott halt
meg
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« 1893 Bizzozero - kutya- spirochetak

« XX. szazad - emberi gyomor
e 1940 Baron és Fl‘eedberg gyomor resecatum =40%



Barry Marshall és Robin Warren

2005 orvosi-élettani Nobel dij



/Barry Marshall gasztroenterologus - Robin Warren patologus /

1983 Lancet : spiralis baktérium — aktiv kronikus gastritis



..+ sikeres tenyésztés

 betegseég eloidézése

/Barry Marshall gasztroenterologus - Robin Warren patologus

1983 Lancet : spiralis baktérium — aktiv kronikus gastritis



sikeres tenyeésztes

betegség eloidézéese
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/Barry Marshall gasztroenterologus - Robin Warren patolégus /

1983 Lancet : spiralis baktérium —aktiv krénikus gastritis



Helicobacter pylori

[=t s 4 =5

2,5-3 ym x 0,5-1 ym

Gram negativ

Spiralis baktérium

microaerophyl / kerekded forma

2-7-flagellum



Flagella Urease
bacterial mobility & chemotaxis neutralize gastric acid

to colonize under mucosa gastric mucosal injury (by ammonia)

Lipopolysaccharides
adhere to host cells
inflammation

Outer proteins
adhere to host cells

Exotoxin(é) | * 1k

- vacuolating toxin (vacA)

gastric mucosal injury s }\ : host cell
* % Type IV secretionsystem /"~ \
pilli-like structure * %
o ® ® for injection of effectors * * |
Secretory enzymes | Effectors (cagA e.t.c)
- mucinase, protease, lipase actin remodelling,
gastric mucosal injury IL-8 induction, host cell growth

and apoptosis inhibition
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Acute/Chronic

MALT Lymphoma Gastritis
1
’J%
Gastric Ulcer Gastric Atrophy

2.

Duodenal Ulcer Gastric Cancer



Helicobacter pylori epidemiologiaja

B 75% G
M 65-74% )
W 55-64% —

<55%



Helicobacter pylori

« f6 reservoir : az ember ( macska, juh ) / gyomor, nyal, foglepedék, széklet

+ fertézés modja : - feco-oral viz, zOldség
- oro-oral ? ( fogorvosoknal nem gyakoribb )
- latrogen

fert6z6dés ideje : fejletlen orszagokban dontéen gyermekkor 2-5 éves kor alatt



Helicobacter pylori

fertozbdés ideje :

fejletlen orszagokban dontéen gyermekkor 2-5 éves kor alatt
3h6—30h6 19% - 84%

1 éves kor alatt kb 10-20 %-ban eliminacid

fejlett orszagokban 6-18 év 11%
+ 10% évtizedenként
50-60 év 50-60 %

/I cohort fenomén



Helicobacter pylori

* Reinfectio aranya
5 éves kor alatt fert6zddtek 11,5 %
5 éves kor felett fert6zé6dtek 4,5 %

feln6tteknél 0,5- 2%/ év alatt



H.p. gastrointestinalis betegséegek
kialakulasaban valo jelentosége

-

Acute/Chronic
Gastritis

Duodenal Ulcer Gastric Cancer



gastricus malignitas

Vilagviszonylatban az emésztoszervi daganatok kozott
a gyomorrak el6fordulasa a 2. leggyakoribb

90 % adenocarcinoma
3 % lymphoma

Magyarorszagon a tumoros halalozas 7,5 %-ért felel6s
ez evente 2-3 000 embert jelent

H.p. ulcusos betegekben a kockazat 2x-es
magas atfertdzottsegl teruleteken a kockazat 6x-0s



H.p. extragastricus betegségek kialakulasaban valé
jelentosége



H.p. extragastricus betegségek kialakulasaban valé
jelentosége

2797



H.p. extragastricus betegségek kialakulasaban valé
jelentosége
?°?7?
« Vashianyos vérszegénység
« ITP
« B12 vitamin hiany

« Cardiovascularis megbetegedések

« (CsoOkkent glucose tolerancia

* Neurolégiai megbetegedések / epilepszia, SM,

« Szaj.garatbetegségek / stomatitis aphtosa, laryngeal cc

Claire Roubaud Baudron et all.: Extragastric Disease in Helicobacter pylori
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What do we know about benefits
of H. pylori treatment in childhood?

Manica S Sierra, Emily V Hastings, and Karen J Goodman*

Contre of Excellence for Gastrointestinal Inflammation and Immunity Research; Department of Medicine; Department of Public Health Sclences; School of Public Health;
University of Alberta; Edmaonton, AB Canada
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What do we know about benefits
of H. pylori treatment in childhood?

Monica S Sierra, Emily V Hastings, and Karen J Goodman®

Contre of Excellence for Gastrointestinal Inflammation and Immunity Research; Department of Medicine; Department of Public Health Sclences; School of Public Health;
University of Alberta; Edmaonton, AB Canada

eradicatié javasolhato:

* vashianyos verszegenyseq (hamas ok kizarhato )
¢ ITP

« MALT



The Helicobacter
Foundation
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" welrd syndromes ”






7??
" weird syndromes ”

bor tunetek : akne, rosacea

kronikus faradtsag szindroma

halitosis



JPGN 2017; 64:991-1003

CrivicAL GUIDELINES @

Joint ESPGHAN/NASPGHAN Guidelines for the
Management of Helicobacter pylori in Children and
Adolescents (Update 2016)

*Nicola L. Jones, 'Sibylle Koletzko, *Karen Goodman, *Patrick Bontems, \Samy Cadranel
VThomas Casswall, *Steve Czinn, “*Benjamin D. Gold, " Jeannette Guarner, **Yoram Elitsur,
ﬂ'Mﬂ{f’ﬂfHﬂman. Wicolas Kalach, VMichal Kori, * Armando Madrazo, """ Francis Megraud,
"W Alexandra Papadopoulou, and '** Marion Rowland, on behalf of ESPGHAN, NASPGHAN

ARSTRACT

H elicobacter pylori infection is acquired in childhood and
Rl o - TL nf thue mh ] i mmandnaesr 0 Hlalinnhacdor madlard rarmaine an armacbnmel cooea ool mardaes selevase i seeas ST




» Terapia refrakter vashianyos
vérszegenyseég



IS media
Felsoleguti fertozeés
Periodon
Etel allergia
SIDS

Alacsony termet

JPGN 2011; 53:230-243
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az elsodleges cel klinikailag,

a gasztroenterologia tunetek okanak felderitese

funkcionalis hasfajas estén a diagnosztikai
tesztelés nem indokolt !



az elsodleges cel klinikailag,
a gasztroenterologia tunetek okanak felderitese
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C13 UBT

Urea breath test




C13 UBT

| Ureabreaintest

. Specificitas  : 95 %
e Szenzitivitas : 95 %
I ] N

=
WO,




ELISA alapu széklet H.p. Ag meghatarozas

o Specificitas : 96 %
o Szenzitivitas : 95-96%

Immunkormatografias széklet H.p. Ag meghatarozas

« Specificitas : 79 %
o Szenzitivitas : 92%



* PPl -2 heét

+ AB -3-4hét ®




Eradicatios javaslat




tunetmentes H.p. pylori hordozok kezelése javasolt :
1. csaladban gyomorrak elo6fordulasa ismert

2. kimutatott gastricus intestinalis metaplasia
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3-as kombinacio

+ PPI

+ amoxicillin

+ metronidazol /clarythromycin
/-14 nap



Szekvencialis terapia



4-es kombinacio






bo04




Rp./

/’ { Bizmut subsal.
| 5,69
\y - Mucil hydroxietil

120 g

Sol. conservans

44

Aquae dest.

ad 420 g

Misce fiat solutionem

D.s.:4x1ek

480 mg/ 1,73 m?- max. 4 x 480 mg



 Tenyésztés — rezisztencia vizsgalat
* U] kombinacio

* dozis emelés

 |dGtartam elnyujtas

* Ujabb AB-ok /pl. fluorokinolon



A/ (]‘ World Journal of
Gastroenterology

Probiotics for the treatment of
Helicobacter pylori infection in children

Lucia Pacifico, John Frederick Osborn, Enea
Bonci, Sara Romaggioli, Rossella Baldini,

Claudio Chiesa

World J.Gastroenterol 2014 January 21:20(3)673-683



/{/ (]‘ World Journal of
¢ Gastroenterology

Lactobacillus, Bifidobacterium, Streptococcus,
Saccharomyces boulardi

potencialis hatasmehanizmus
- antimikrobalis komponens

- adhézid gatlok

- mucosalis barrier erositése

- iImmunmodificald hatas



/{/ (]‘ World Journal of
¢ Gastroenterology

Probiotics for the treatment of Helicobacter
pylori infection in children

» Az antimikrobas hatas potencirozasa

> Az AB mellékhatasok csokkentése/kivédeése



The Role of breast-feeding in prevention of
Helicobacter pylori infection :
a systemic review

« 1984-2007
* 14 tanulmany

Az anyatejes taplalas, elsOsorban a szegényebb
orszagokban , védbhatasu a H.pylori fertdzés ellen



Keresztesviragu zoldségek ( brokkoli,
kelbimbé, fodros kel ) - SZULFORAFAN

2x fél csésze brokkoli csira 1 hét — 78% negativ

Fejeskaposzta - GLUTAMIN
El6fléras natur joghurt
Z01d tea antioxidans cathetin
VOrosbor vaca toxin ellenes hatés

/ 2x1ek 6hét+ vajaskenyér



h/ (]‘ World Journal of
Gastroenterology

Exploring alternative treatments for
Helicobacter pylori infection

Guadalupe Ayala, Wendy ItzelEscobedo-Hinojosa,
Carlos Felipe de la Cruz Herrera, Irma Romero

World J.Gastroenterol 2014 February 14:20(6)1450-1469



/{/ (]‘ World Journal of
Gastroenterology

Exploring alternative treatments for
Helicobacter pylori infection

e PHOTOTHERAPY

H.Pylori photoactive porphyrinokat halmoz fel
Laeser dioda - 408 nm-es fény

World J.Gastroenterol 2014 February 14:20(6)1450-1469



h/ (]‘ World Journal of
Gastroenterology

Exploring alternative treatments for
Helicobacter pylori infection

e PHOTOTHERAPY

—> aktivitas csokkenés

- antrum97%, corpus 95%, fundus 86%, !

World J.Gastroenterol 2014 February 14:20(6)1450-1469
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Helicobacter
Foundation

Topical Therapy

Kimura K, Ido K, Saifuku K, et al.

American Journal of Gastroenterology. 1995;90:60-3.



The Helicobacter
Foundation
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Kimura K, Ido K, Saifuku K, et al.

Pdoric agbancier

American Journal of Gastroenterology. 1995;90:60-3.
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Pdoric agbancier

American Journal of Gastroenterology. 1995;90:60-3.



Helicobacter
Foundation

Topical Therapy

1./ amoxicyllin 1,0 g
bismuth subcitricum 4,0g
metronidazole 2,0 g 17%

2. [ clarythromycin 1,6 g
bismuth subcitricum 4,0g
metronidazole 2,0 g 81%

DU- @)

American Journal of Gastroenterology. 1995;90:60-3.
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Identification of Helicobacter pylori and the evolution of an
efficacious childhood vaccine to protect against gastritis and

peptic ulcer disease

Thomas G. Blanchard! and Steven J. Czinn'

Establishment of Heficobacter pylori infection as an etiologic
agent of peptic ulcer disease and other gastric pathologies
marked a revolution in gastroenterology which spurred an enor-
mous interest in gastric physiology and immunology research.
The association was soon also demonstrated in children as well.
Application of antimicrobial therapies have proven remarkably

The association between H. pylori and gastric diseases was
not readily accepted by the medical community. Spiral bacteria
had been described in human gastric tissue biopsies by micros-
copy as early as 1906 and periodically throughout the next 70 y
(9-12). There were studies however that failed to identify bac-
teria in gastric biopsy specimens (13). Additionally, there was
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Efficacy, safety, and immunogenicity of an oral recombinant
Helicobacter pylori vaccine in children in China: a randomised,
double-blind, placebo-controlled, phase 3 trial

Ming Zeng*, Xu-Hu Mao®, ing-Xin Li, Wen-De Tong, Bin Wang, Yi-Ju Zhang, Gang Gua, Zhi-fing Zhao, Liang L, De-Lin Wy, Dong-Shui Lu,
Fhong-Ming Tan, Hao-Yu Liong, Chao Wu, Da-Han Li, Ping Lug, Hoo Zeng, Wei-Jun Zhang, Jin-Yu Zhamg, Bo-Tao Guo, Feng-Cai Zhu, Quan-Ming Zou

Summary

Background Helicobacter pylori is one of the most common gasiric pathogens, affecting at least half the world's
population, and is strongly associated with gastritis, peptic ulcer, gastric adenocarcinoma, and lymphoma. We aimed
1o assess Lhe efficacy, safety, and immunogenicity of a three-dose oral recombinant H pylori vaccine in children
in China.

Methods We did this randomised, double-blind, placebo-controlled, phase 3 trial al one centre in Ganyu County,
]umgsu Province, China. Healthy children aped 6-15 years without past or present H pylori infection were randomly

...... terrard 111 A marmrtar eamvaeatsed] Fancdlnrndearom el G hlaeles af raen e roeodees tha L smoloe smeeirn ae sallaealoes
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Lamcet D5 306 1457-64

Published Dnline

Juibg 1, FHG

bt ek i org 10,1006/

SIMA0-GFRL(15MI05

Sec Comment page 1424
*Contribsted equally

Jiangsw Provindial Center for



Efficacy, safety, and immunogenicity of an oral recombinant @ ™
Helicobacter pylori vaccine in children in China: a randomised, o
double-blind, placebo-controlled, phase 3 trial

Ming Lemyg®, Au-Ho Maa®, ing-=<m LI, Wen-De Tong, Ban 'Wang, Yi-ju Zhang, Gamg Gao, Zhi-ling Zhao, Diang L De-Lin W, Dong-Sh Lu,
4000 gyermek éeletkoruk 6-15 év

 Urease B subunit + E. coli enterotoxin
0/ 14/ 28 nap

« Hatékonysag
1év 71 %
3eéev 55 %

« Mellékhatas mentes !
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Helicobacter pylori Infection and Risk Factors in
Relation to Allergy in Children

llva Daugule ™ Daiga Karklina, T Silvija Remberga, T and Ingrida Rumba-Rozenfelde T
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