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Diinyada gorulen en sik kronik enfeksiyon etkeni, yaklasik %50
Gelismis Ulkelerde prevalans %10-50,

Gelismekte olan ulkelerde %80

Yilhk insidans; gelismis Ulkeler %1, gelismekte olanlar %5-10

Yasa bagli prevalans degisir, 0-5yas % 5
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Socio-demographic Hp positive Hp negative

factors n (%" n (%6)* Total P
Sex
o T k Female 2075 (B1.4) 457 (186} 2532 0014
urkiye _
Male 1777 (B33 313 (161} 2000

Age groups

18-24 736 (798 170 (204) 906 0.000
TU RHEP 25-34 957  (B63) 145 (13.7) 1102

3544 746  (B43) 123 (15.8) 869

45-54 599 (B37) 108 (163} 707

5564 372 (789 9o (21.1) 471

65 + 442 (788 125 (21.4) 567

Region

West 027 (803 247 (197

South 444 (787 118 (21.3)

Central 1085 {85.0 152 (1500

North 369 (823 83 (17.8)

East 923 (881 130 (11.9)

Residenoe

Urban 2411 (817 509 (183) 2920 0020

Rural 1441 (8B40 261 (1600 1702

Total 3852 (82.5) 770 (17.5) 4622
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REWVIEW A RTICLE
Epidemioclogy of Helicobacter pylori Infection
Leonardo H. Eusebi, Rocco M. Zagari and Franco Bazroli

Department of Medical and Surgical Sciences, Gastroenterology and Endoscopy Unit, Policinico Sant"Orsola-MMalpighi, Undvessity of Bologna,
Bologna, Itaky

Western Furops

The Metherlands |3] Blood donars 1550 Seralaogy 17
The Metherlands [4] Presmant women G837 Seralogy Aty
Portugal [5) General population 67 Seralaogy 84.2

Eastern Europe
Cyprus |35 Fatienits with dyspepsia 103 PCR 39.8
Turkey [6] General population 46522 UBT 825

Aamerica
Canada |7 Aboriginal population 203 Histology 37e
Maexico [8] Prognant wormen 343 Serology K22

Asla
Saudi Arabla [17] Healthy individuals 456 Serology 283
Korea [10] Routine health check-up 10796 Serology 4.4
India [12] Patients with dyspepsia 2000 Histology i

RUT
India [13] Patients with dyspepsia 530 Histology 7
Lirease test
China [11] Healthy individuals 5417 LBT 63.4
Bhutan [15] alunteers 372 Histobosry 734
RIT
Culbure
Leralogy
Bhutan [16] Patients with dyspepsia 244 Serology 8t
Kazakhstan [14] Asymplomatic and patients with dyspepsia 435 Serology 76.5
Alrica
Ethiogia |21] Sedected population 1388 Serology 65.7
Morocco [200 Palients wilh dyspepsia 420 Histology 75.5
RUT
Cultusre:

Nigeria [22] Patients with dyspepsia 125 serology 936
Histology 80

UBT, wrea breath test; RUT, rapid urease lest
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Bor S ef a/. GERD prevalence in a high H. pylorr country

o 23.7 (66.7%)
=277.3 (71.8%)
19.5 (68.5%) 20.4 (80.9%) 17.0 (83.8%)
. 17.0 (B8.7%)
18.3 (B5.6%

Figure 3 Prevalence of gastroesophageal reflux disease and Helicobacter
pylori positivity {between parenthesis) according to geographicraphical
areas.
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Hp eradikasyonu Gastro6zofageal Reflii Hastaligina neden olmaz. Hp
eradikasyonu insan1 Fonksiyonel Dispepsi, Peptik Ulser, MALToma, Mide
Kanseri gelisiminden korur.

Hp'nin 30. Yil1 (1983-2013)
Helicobacter pylori Eradikasyonunda
Proton Pompa Inhibitorlerinin
Yarattig1 Mucize!!

Ali OZDEN
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Original Article

Prevalence of H. pylori in gastric biopsy specimen in the southeastern
region of Turkey

Fulya Bayindir Bilman', Mehmet Ozdemir?, Birol Baysal®, Muhammed Gizel Kurtoglu®

T Department of Medical Microbiology, Izmir Menemen State Hospital, Izmir, Turkey

2 Department of Medical Microbiology, Facuity of Medicine Necmettin Erbakan University, Konya, Turkey
? Department of Internal Medicine, Faculty of Medicine, Bezmialem Vakif University, Istanbul, Turkey

4 Department of Medical Microbiology, Konya Training and Research Hospital, Konya, Turkey

Abstract

Introduction: Helicobacter pylori 13 a Gram-negative, microaerophilic bacterium that colonizes human gastric mucesa. Gastric ulcer, duodenal
ulcer, chronic atrophic gastnitis, mucosa-associated lymphoid tissue lymphoma, and stomach adenocarcinoma are associated with H. pylori as
the eticlogical agent. Cytotoxin-associated gene A (cagd), which 1z one of the most important virulence factors of H. pylori, encodes a 120-
145 kDa protein. The prevalence of cagd genes shows differences in H. pylori infections based on geographical area, and cagd-positive &
Pyiori strains play an important role in pathogenesis of gastric carcinoma.

Methodology: The aim of this study was to detect the prevalence of cag4 and vacd genes in H. pylori isolates in adult patient groups in the
southeastern Iegmn of Turkey. The pres.eu-:,e -:-prw'urr was Inv ES‘I:lgEIEd m E;as.tn-:: bmpm- speclmens using the culture method, and polymerase

P =z T l::u-
Cnuclusmns H p}mr.r mfechnu n snutheastem region of Turkey with are comparable to those in developed countries. Patients with cagd- and
vacd-positive H pylori have a higher risk of severe inflammation and atrophy and should therefore be monitored for the development of gastric

CAICeT.

Key words: Helicobacter pylori; cagd; vacA =1; polymerase chain reaction.
JInfect Dev Ciries 2016; 10{11):1177-1182. doi:10.3855/jidc 6690

(Eecarved 03 Febmary 20135 — Accantad 09 Febrmare 20161



.: ORIJINAL ARASTIRMA
Erzurum Yoresi Gastroskopi ve Patoloji Sonuclarinin Degerlendirilmesi

Evaluation of Gastroscopic and Pathologic Results Erzurum Region

Ahmet UYANIKOGLU=, Muharrem COSKUNE, Dodan Nasir BINICIe, Yunus Tlyas KIBARS, Ahmet TAY<, Yasin OZTURKe
sGastroenteroloji BD, Harran Universitesi Tip Fakdltesi, Sanhurfa

bGastroenteroloji Klinidi,

cfc Hastahklar Klinidi, Erzurum Bélge Egitim ve Arastirma Hastanesi, Erzurum

Turkiye Klinikleri J Gastroenterohepatol 2011;18(2):70-4 F
Makale Dili: TR e

OZET

Amac: Erzurum yodresi endoskopi ve patoloji sonuclarnimin dederlendirilmesidir. Gerec¢ ve Yontemler: Subat 2010-Haziran
2010 tarihleri arasinda, Erzurum Bolge Egditim wve Arastirma Hastanesi Endoskopi  Unitesinde vyapilan
dzofagogastroduodenoskopi (OGD) ve biyopsi sonuglan retrospektif dederlendirildi. Antrum biyopsileri giincellenmis
Sydney siniflamasi, maligniteler Diinya Sadhk Orgiitd siniflamasi dikkate alinarak dederlendirildi. Bulgular: Toplam 1950
hastanmin 924 (%47)\\0 erkek, yas ortalamasi 48,27+17,09 (dagihm 14-100) yil idi ve hastalann 1395 (%71,5)\\inden
biyopsi alinmisti. En yaygin bulgular dzofagus icin Gzofajit 361 (%20), mide icin 1109 (56,9) eritemli/antral gastrit,
duodenum icin duodenit 284 (%14,6) idi. Toplam 133 (%6,5) hastada (st gastrointestinal sistem kanseri saptandi. Kirk
bes (%2,3) dzofagus, 86 (%4,2) mide, 2 (%0,01) duodenum kanseri saptandi. Ozofagusta en sik yassi epitel hicreli
kanser, midede adenokanser vardi. Antrum biyopsilerinde Helicobacter pylori sikhdi, inflamatuar aktivite varhdi, atrofi,
intestinal metaplazi sikhdi sirasiyla %71, %73, %21 ve %18 idi. Sonucg: Yoremizde endoskopik olarak saptanan dst
gastrointestinal sistem kansek oram 26,5 olup, 6zofagusta en sik yassi epitel hicreli kanser, midede adenokanser
gorulmektedir. H. pylori sikhidi %71"dir.

Anahtar Kelimeler: Fndoskoni. sindirim sistemi: natoloii: nastrointestinal tiimdrler
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Bolgemizde
Helicobacter pylori Sikli1g1

Sedat (;.HT['EL'~ Nihat OKCU?, Hakan DURSUN', Fatih ALBAYRAK', Serpil USTA®
Atatiirk Universitesi, Tip Fakiiltesi, 'Gastroenteroloji Bilim Dah, Erzurum

Bidge Egitim ve Arasurma Hastanesi, “lc Hastahiklar Klinigi, Erzurom

Tablo 1. Helicobacter pylorinin yasa gore sikliginin ve pozitiflik derecesinin dagilimi.

Yas E/K Hp Sikha Hafif Hp (+) Siddetli Hp (++)
20 yas | (41/21) %56.2 %58.5 %41.5
21-40 (72/57) %57.7 %59.0 %41.0
4160 (69/40) %59.2 %57.0 %43.0
60vyas t (40/37) %57.3 %60.5 %39.5
Toplam (222/155) %57.7 %58.7 %41.2

E/K: Erkek Hasta/Kadin Hasta Hp: Helicobacter pylori  p=0.05
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* Bulas
— Tek konak ve kaynak insan

— Genellikle cocukluk déneminde aile i¢i bulas

‘anneden bebege’

— Takurak ve diski ile direk temas veya bunlarla

kirlenmis gida-su-medikal cihazlar

— Dis taslarindaki kolonizasyon, endojen enfeksiyon?

Helicobacter pylori in the dental plaque

. L E A ' f . i} " - -
o - 2 ) A =
i 4 .
DA o

Is it of diagnostic value for gastric infection?




Helicobacter pylori in the dental plague

it s

Is it of diagnostic value for gastric infection?

J Perniodondol. 2006 Apr.77({4).692-5.

Are dental plaque, poor oral hygiene, and periodontal disease associated with Helicobacter pylori
infection?
Anand PS', Nandakumar K, Shenoy KT.

Author infoermation

Abstract

BACKGROUND: The microorganism Helicobacter pylori has been closely linked to chronic gastritis, peptic ulcer, gastric cancer, and mucosa-
associated lymphoid tissue (MALT) lymphoma. Despite the current treatment regimens that lead to successful management of H. pylori-
positive chronic gastritis, the reinfection rate is high. It has been suggested that one of the possible mechanisms of reinfection is the
recolonization from dental plaque. The purpose of this study was to determine whether dental plague, poor oral hygiene, and periodontal
disease were risk factors for H. pylori infection.

METHODS: Among the 134 patients, 65 patients who had a positive H. pylor serclogy or positive rapid urease test or histologic evidence for
the presence of H. pylori in antral biopsy specimens were categorized as cases. The remaining 69 patients who were negative for H. pylori
serology, the rapid urease test, and histology were controls.

RESULTS: It was found that the association of periodontal disease and poor oral hygiene with H. pylor infection was not significant. There
was a higher prevalence of H. pylori in the dental plague of patients with gastric H. pylori infection than in controls, but both groups had a
surprisingly high positive urease test for H. pylori in plague (89% and 71%, respectively).

-

CONCLUSIONS: H. pylori in dental plaque is seldom eliminated by H. pylori-eradication therapy, and this may act as a source for future
reinfection. Hence, eradication of H. pylor from the dental plague should be made an important part of comprehensive management of H.
pylori-associated gastric diseases.
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* Risk faktorleri

— En 6nemli risk faktori disik sosyoekonomik durumu olan

ailenin cocugu olmak
— Su ve yiyeceklerin temiz olmamasi
— Ailede baska cocuklarin olmasi
— Anne veya babanin enfekte olmasi
— Kalabalik aile veya ortamda yasam

— Enfekte cihaz veya mide icerigi ile temas
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* Helicobacter pylori enfeksiyonunun yetiskin
populasyondaki prevalansi Glkedeki sanitasyon
sorunlarinin iyilestirilmesiyle dismez.

* Sanitasyon sorunlarinin ¢cozimuyle, saglikli yasam
kosullarinin olusmasiyla cocukluk cagi Hp prevalansi
duser.

* Yetiskinlerde prevalansin dismesi toplum genelinde
Hp pozitif olgularin etkin eradikasyonuyla
mumkandar.



Helicobacter Pylori

EPIDEMIYOLOJ] ?

Hp’ye yonelik bir tedaviden sonra yapilan bir
degerlendirmede tedavinin bitiminden 4 hafta sonra
yapilan tetkiklerde Hp'nin varligi gosterilemez ise buna
eradikasyon denmektedir.

Bazilari bu stirenin 3-6 ay sonra yapilmasini
onermektedir.

Gercek reenfeksiyon ise mutlak eradikasyondan sonra
baska bir Hp susu ile enfekte olmak#r.

Yetiskinlerde gercek reenfeksiyon nadirdir.

Eradikasyon basari orani %80’in Gzerinde ise 6 ayda nliks
%1,7 olarak bildirilmistir.



Helicobacter Pylori

* |liskili hastaliklar
— Gastrit % 100
— PU % 15-20 (DU’lilerin 95’inde GU’lilerin %75’inde +)
— Mide Ca % 1-3
— Mide lenfomasi % 0,1

— Fonksiyonel dispepsi



Helicobacter Pylori

* Muhtemel iliskili

§ — Diabetes mellitus
— Koroner arter hastaligi

— Skleroderma
— ITP

— Pernisiy0z anemi
— DEA :

— |diopatik urtiker
— Reynoud fenomeni o

— Tiroidit

igren — Safra taslari

— Geligme geriligi — Gida allerjisi



[ HP enfeksiyonunun dogal seyri ]

Akut enfeksiyon

\

Kronik enfeksiyon

[ Hiperasidite

] [ Duodenum ulseri ]

Antral agirhkh
astrit

Asemptomatik

Nonatrofik
astrit

MALT lenfoma ]

Korpus agirlikh
astrit

—9[ Mide Ulseri ]

N

[ Hipoasidite

] [Atroﬁ..IM ]
Displazi..AdenoCa

< Cocuk

Eriskin

)




Arastiriimamis Dispepsi

Alarm semptomlari
*Kilo kaybi

Disfaiji

+GIS kanamasi
-DEA

«Intra abdominal kitle

Alarm semptomlari yok

<55 yas

/

H pylori prevalansi
<%20

¥

PP]

N\

H pylori prevalansi
>%20

¥

; H pylori test
(Ure nefes testi/Stool Ag)

1 Cevapsiz
Cevapsiz

H pylori test
H Pylori eradikasyonu PPl
‘ Cevapsiz 1 Cevapsiz
ENDOSKOPI ENDOSKOPI




Non invaziv testler

— Seroloji; eradikasyon kontroliinde 6nerilmez /\
Duyarlilik %88-99, 6zgullik %89-95

TANI

* Aktif enfeksiyonu gostermez

Eradikasyon sonrasi 6-12 ay antijenler pozitif

— Ure nefes testi; ideal test

Duyarlilik %90-100, 6zguillik %95-100

C13-14 isaretli ire (NH2-CO-NH2) —— 13-14 CO2 + NH3

C13-14 isaretli Gre solUsyonu icilir, 30-60 dk sonra nefesten sintigrafik
Olgim

Mide operasyonunda sollisyon mideyi erken terk eder, yanlis negatiflik

Aklorhidride ise yanlis pozitif sonug

— Gaitada HP antijeni; ideal test, Duyarlilik, 6zgullik %90-95



TANI

* invaziv testler

— Hizl Ureaz testi..Clo test;

* Duyarlilik %90-95, 6zgullik %90-98
* Endoskopik biyopsi materyali ile (ireaz aktivitesi 6l¢imu

* Avantajlari

— Sensitivite ve spesifite yuksek

LY T PR}

— Endoskopi sirasinda HP ile iliskili patolojilerde taninir

* Dezavantajlari
— invaziv, pahali ve uygulama icin hastane gerekli

— Ornekleme hatasi, antibiyotik ve PPI ile duyarlilik azalir

H. pylori
colonies




TANI

* Invaziv testler

— Histopatoloji; Gold Standart
* Duyarlilik, 6zgllik %90-99
* En sik HE kullanilir ama giimis boyamada duyarlilik daha fazla
* Endoskopi sirasinda HP ile iliskili patolojilerde taninir
— Kaltdr;
* HP tanisinda en 6zgull yontem ancak zor, uygun sartlarda ve hizli
tasima, 3-6 giinde sonug

* Tanidan ziyade antibiyotik direncinde kullanilir

- PCR, DNA tespiti cok duyarli ama pahali, rutinde kullanilmaz




TEDAVI

Tablo 2. Helicobacter pylori tedavisi, kuvvetle tavsiye edilen endikasyonlar

Kuvvetle tavsiye edilen endikasyonlar

Bilimsel delil dereceleri

Duodenal veya gastrik Glser (aktif veya komplikasyon icermeyen)
MALT-lenfoma (midede)

Atrofik gastrit

Daha 6nce mide ameliyati olanlar

Birinci derece akrabalarinda mide kanseri oykiisii olanlar

Hasta bizzat kendisi H. pylori icin tedavi arzu ediyorsa

1

R U TS o R




Tarkiye'de Helicobacter Pylori: Gluncel Durum
ve Tedavi Secenekleri

H. Pylori ile enfekte olan insanlarin midelerinden
alinan doku ornekleri az veya cok kronik
gastritisin varligini ortaya koymaktadir.

Kronik gastritisin seyrinde olgularin;

%8-10"unda ulser (mide-duodenum),

%1-3’Unde mide kanseri (bazilarina gore % 0,5-3)
%0,01-0,1'inde MALToma gelistigi gérilmektedir.
Cogu yasam boyu asemptomatik kalmaktadir.
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Tavsiye edilen endikasyonlar ve ilgili durumlar
Dispepsili hastalar

Gastrodzefageal reflii hastag

Nonsteroid antiinflamatuvar ilaclar

|diyopatik trombositopeni

Aciklanamayan demir eksikligi anemisi

Diger tartismali ekstragastrik (iskemik kalp hastaligi, serebrovaskiiler olaylar,

kronik bronsit, astim, kronik obstriktif akciger hastali§i, kronik idiyopatik

nétropeni, safra kesesinde kolesterol tasi olusumu, inflamatuvar bagirsak hastalg,
kolorektal kanser, kolonun adenomatoz polibi, idiyopatik anterior tveit, blefarit,

otitis media, idiyopatik Urtiker, cocuklarda otoimmiin tiroid hastalig, tekrarlayan aftoz

stomatit, glossit, halitosis, lingual hiperplazi, plazma Gherelin dinamiklerini etkileyerek,

noroendokrin, norotoksinleri ve dopaminerjik noronlan etkileyerek parkinsonizmi

hizlandirma) endikasyonlar

Bilimsel delil dereceleri
2
3
2-1
3-4
3-4
n




European Review for Medical and Pharmacological Sciences

Effect of Helicobacter pylori infection

2022, 26: 3995-4000

on the first-line treatment outcomes in patients
with immune thrombocytopenic purpura

A. DOGAN', O. EKINCF, S. EBINC?

'Department of Hematology, Faculty of Medicine, Yuzuncu Yil University, Van, Turkey
‘Istinye University Bahcesehir LIV Hospital, Hematology Unit, Istanbul, Turkey
*‘Department of Medical Oncology, Faculty of Medicine, Dicle University, Diyarbakir, Turkey

Abstract. - OBIECTIVE: Helicobacter pylori (H.
pylori) eradication therapy is known to increase
the platelet count, but in immune thrombocyto-
penic purpura (ITP), the effect of H. pylori infec-
tion on the response to treatment is not clear. This
study aims to determine whether the response to
the first-line treatment is affected by the states of
H. pylori-positivity and -negativity in ITP patients.

PATIENTS AND METHODS: Adult newly di-
agnosed or chronic ITP patients who had not re-
ceived eradication therapy for H. pyloriinfection
were included. Characteristics of the patients,
presence and severity of bleeding, initial platelet
count, administered treatments, and treatment re-
sponse rates were inspected.

RESULTS: Of 119 total patients, 66 (55.5%) were
female, 32 (26.9%) were H. pylori-positive, 87 (73.1%)
were H. pyloriF-negative. H. pylori-positive and H. py-
leri-negative groups were not significantly different
in terms of age (p=0.127), gender (p=0.078), diagno-
sis status (p=0.094) and the distribution of bleeding
symptoms (p=0.712). The most commaon treatment
was standard-dose steroid in both groups (62.5% vs.
68.9%, p=0.524). Rates of complete response, partial
response, no response were comparable for the two
groups (respectively, 75% vs. 73.6%, and 18.8% vs.
19.5%. and 6.2% vs. 6.9%), and there was no signifi-
can! difference between the grou .283

CONCLUSIONS: It can be stated, according to
the present study, that in ITP patients in whom
treatment is indicated, the response to the first-
line treatment without the administration of H.
pylori eradication therapy is similar between H.
pyleri-positive and H. pylori-negative patients.

porary of permanent decrease in the platelet count
that results from the etfects of immune-mediated
anti—platelet antibodies'. Its prevalence in adults is
approximately 5—10/100.000 and 1t 1s more com-
mon among females in the adult age group®. It is
usually associated with a chronic progression and
an elevated risk of bleeding due to the seventy of
thrombocytopenia®.

Thrombocytopenia may be induced by anti-
bodies that are produced in response to pathogen
antigens and cross-react with platelets in certain
infections. These antibodies mainly occur in viral
infections but also consist of bacterial infections.
There 1s no mechanism that has been proposed to
explain how Helicobacter pylori (H. pvlori) could
be involved in the pathogenesis of immune-me-
diated platelet destruction. However, the role of
bacterial factors such as the cytotoxin—associated
gene A (CaghA) protein is currently being investi-
gated®. Particularly, lipopolysaccharndes in bacteria
are reported to bind to the platelet membrane and
trigger platelet phagocytosis similarly”.

The relationship between H. pyvlori infection
and I'TP was first defined in 1998 by Gasbarrini
et al” in a study where they reported a high plate-
let count in 8 of their 11 ITP patients. Since then,
numerous studies on H. pylori eradication in ITP
have been published. However, it 15 stll controver-
sial whether A pyfori eradication always increases
the platelet count in patients diagnosed with ITP.




TEDAVI

* Antibiyotikler * PPl'lar (2X1)

— Amoksisilin (A) 2X1000 mg — Omeprazol (O)

— Lansaprazol (L)

— Klaritromisin (K) 2X500 mg

) — Pantoprazol (P)
— Metranidazol (M) 3X500 mg

— Esomeprazol (E)
— Tetrasiklin (T) 4X500 mg
— Rabeprazol (R)
— Levofloksasilin (L) 1X500 mg
* Bizmut tuzlari (4X1)

— Tinidazol (Ti)
— Ranitidin bizmut sitrat (Pylorid)

— Doksisiklin (D
(D) — Kolloid bizmut sitrat (De-Nol)

— Furazolidon (F) — Bizmut subsalisilat (Bizmopen)

— Rifabutin (R)
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* Antibiyotik duyarliliginda Avrupa llac Ajansi 6nerileri
1. Genellikle duyarh; <%10 direnc varhgi
2. Ender olarak duyarli; %10-50 direnc varligi
3. Genellikle direncli; >%50 direnc varhigi

— Klaritromisin icin %20’nin alti ve uUstu direnc varligl direng

bolgelerini ayirmak icin nemli

— Dusuk klaritromisin direnci olan bolgelerde birinci

basamak tedavi hala klasik 3’IU tedavi




H. Pylori Direnc

Klaritromisine yaklasik> %40-50

Levofloksasine
Metronidazole

Amoksisiline

%41
%50-76
%0,5-1,1



H. Pylori Direnc

* Temel neden antibiyotik direnci

* Metronidazol direnci

— % 10-50 (gelismis ulkelerde)

— % 80-90 (gelismekte olan ulkelerde)
* Klaritromisin direnci ...

— ABD % 12
— Almanya % 9.8
— [talya % 26

— Turkiye % 40



standart Uclu tedavi

sonras| Helicobacter pylori eradikasyon oranlanndaki disus*

llk secenek
Ukke Ref.
Guney Kore Na et al'™
Chunget al™
Japonya Asaka et "™
Fujicka et all'®

MNishzawa et al™

Nishida et al'®!l

Yaymn Yih

2007

2012

2012

2012

2014

Tedavi
sliresi

7 gln

10 giin

Hazta
sayisi

3267

96

3162

35

1347134

Tedavi
rejimi
Standart PPI
Cla 500 mg bid
Amo 1 gbid
Lan 30 mg bid
Cla 500 mg bid
Amo 1 gbid
Lan 30 mg bid
Cla 200 mg bid
Amo 750 mg bid
Rab 10 mg bid
Amo /50 mg bid
Cla 200 mg bid
Lan 30 mg bid
Cla 400 mg bid
Amo /50 mg bid
Eso 20 mg bid
Cla 400 mg bid
Amo /50 mg bid
Lan 30 mg bid

Eradikasyon

orani (ITT)
MA

58.7%

MNA

80.7%

74.5%

69.4%/739%

Eradikazyon

orani (PP)
84.3%

67.6%

30.7%

NA

80.4%

169%/798%



Tayvan Sheu et al'&Z

Chenet al'™

Tdrkiye Ozgay et al'®

Kutluk et al84

ltalya Catalano et al™

Paocluz et alsd

Latin Amerika Greenberget al'®

2000

2014

1999
2010

2011

7 ginveya 2 hafta

7 gin

4 hafta: PPI
2 hafta: Cla, Amo

10 glin

10 giin

14 gin

286

13

102

T4

Ome 20 mg bid
Amo 1 gbid
Cla veya Met bid
Rab 20 mg bid
Cla 500 mg bid
Amo 1 gbid
Ome veya Lan
Cla 7.5 mg/kg bid
Amo 20 mg/kg bid
Lan 1 mg/kg per day
Cla 20 mg/kg per day
Amo 50 mg/'kg per day
Ome 20 mg bid
Cla 500 mg bid
Amo | gbid
Eso 20 mg bid
Cla 500 mg bid
Amo 1 gbid
Lan 30 mg bid
Cla 500 mg bid
Amo 1 gbid

NA

575%

NA

52.7%

NA

66.0%

822%

87.8%

618%

715.7%

55.7%

94.0%

750%

&7.1%




[k se(;enekl ardisik tedavi Isonraﬂ Helicobacter pylori eradikasyon oranlarr*

Uke Ref. Yayin Yih Tedavi Hazta Tedavi Eradikazsyon Eradikasyon
sliresi sayisi rejmi orani (ITT) orani (PP)

Guney Kore Lee et al* 2014 10 gan 111 1#5 d: Eso + Amo 72.1% 18.4%

2 5d Eso+Cla+Met
Lee et al™ 2015 10 gin 100 15 d: Rab + Amo 190% 845%

2™ 5 d: Rab + Cla + Met

Cin Zhou et al* 2014 10 gin 140 15 d:Eso + Amo 12.1% 76.5%
225dEso+Cla+Tin

Katar BenChaabane et alP* 2015 14 giin 106 17 d: Rab + Amo 66.0% 76.0%
2r®7 d: Rab + Cla + Met

ltalya Pontone et al®" 2010 10 giin 84 15 d: Lan + Amo 833% 909%
25 d:Lan + Cla + Met

lspanya Molinaglnfante et al 2010 10 gan 115 15 d: Ome + Amo 76.5% 808%

25 d Ome + Cla + Met

[TT: Intention to treat; PP: Per protocol; Lan: Lansoprazole; Amo: Amaoxicilling Cla: Clarthromycin; Met: Metronidazole; Ome: Omeprazole; Eso:
Esomeprazole; Tin: Tinidazole; Rab: Rabeprazole.

HKIm SY, et al. World J Gastrointest Pharmacaol Ther 2015618398



Ik 5egenel<| ko nkomitant (birlikte) tedavi Iscmra5| Helicobacter pyion eradikasyon oranlaref

ke Raf. Yayin Yili Tadavi
slrasl
Gingy Kore Lirmetal™ 2013 & gin
Lea et af*a 2015 7 gin

Tayland Kongchayanunetal™== 2012 S5gin' 10 gin
Singapwr Ang et af*= 2015 10 gion
lEpanya tMolnadnfante 2etalF" 2012 10 gin
McMicholl et af™ 2014 10 gin
Latin Amerika Greerberg ot alf® 2011 5gimn

Ha=zta
SRS
78

170

55/55

1532

[:5)

Tedavl
reimi
Rab 20 g bid
Amo 1gbid
Cla 500 mg bid
Mt 500 mg bid
Rab 20 g bid
Amo 1 g bid
Cla 500 mg bid
Mt 500 mg td
Rab 20 mg bid
Amo 19 bid
Mt 400 mg td
Cla1gaqd
PPl standart doz
Amo 19 bid
Cla 500 mqg bid
Met 400 mg bid
PPl standart doz
Amo 19 bid
Cla 500 mg bid
Met 500 mg bid
Ome X0 mg bid
Amo 1 gbid
Cla 500 mqg bid
Mt 500 mg bid
Lan 30 mg bid
Amo 1 g bid
Cla 500 mg bid
tet 500 mg bid

Eradikazyon

orani (ITT)
80.5%

4%

&3 Fa e 4%

&l

&7.0%

&7.0%

T3.6%

Eradikazyon
oram (PP)
861.3%

4%

S5.4%

59.0%

oo

MT: Imtemian to Teat P Per protocol, A Mot avaibble; Lan Lareoprazoke; Amo: amasdciling Cla: Clarithrommedng Mat Maetrondazok, PPE

Proton purmp inhibitor, Bab: RBabeprazoke: Ome: Omeprazoke.
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Ik secenek levofloksasin iceren tedavi sonrasi Helicobacter pylori eradikasyon oranlar®

Oke Ref. Yaym Yih Tedavi Hasta Tedavi Eradikasyon Eradikasyon
siirasi sayisi rajmi oram (ITT) orani (PP)

Glney Kore Choiet af*? 2011 7 gin 98 Ome 20 mg bid 653% T36%
Lewv 200 mg bid
Amo | g bid
Cin Liac et al*™ 2013 14 gln 81 Lan 30 mg bid 827% 809%
Lew 500 mg gd
Amo 1g bid
Tayvan Liou et al* 2010 7 gin 217 Lan 30 mg bid T4 80.1%
Lev 750 mg gd
Ame 1 g bid
Chenetal™ 2014 7 gin 73 Rab 20 mg bid 78.1% 80.9%
Lewv 500 mg bid
Amo 1gbid
Epanya Molinadnfarte etal¥ 2010 10 gln 115 Ome 20 mg bid 808% 826%
Lewv 500 mg bid
Amo 1 g bid

[TT: Intention to treat; PP: Per protocol, Lan: Lansoprazole; Lev: Levofloxacing Amo: Amexicilling Rab: Rabeprazole; Eso: Esomeprazole; Cla:
Clarithromycin, Ome: Omeparzole.

HKim SY, et al. World J Gastrointest Pharmacol Ther 2015:6:18398.)



Helicobacter pylori eradikasyon oraninin kabul

edilebilirliginin degerlendirilmesi

Derece

m O O W >

Tedaviye Alinan
Olgularda Kur Orami

=35
Q094
8589
8l-84

<80

Dederlendirme

Mukemmel
lyi
Kabul edilebilir
Kotu (Poor)

Kabul edilemez




TEDAVI

* Yiuksek klaritromisin direnci

— Birinci basamak tedavi
* Bizmutlu 4’li tedavi
* Bu uygulanamiyorsa sequential veya bizmutsuz dortli tedavi
* Tetrasiklin direnci nadir, metranidazol direnci yaygin ama tedavi siresini
uzatmakla asilabilir
— Ikinci basamak tedavi

* Levofloksasinli 3’li tedavi, artan levofloksasin direncine dikkat

— Uclincu basamak tedavi/kurtarma tedavileri

* Antimikrobiyal duyarhliga gore tedavi

* Penisilin allerjisi; bizmutlu dértlii tedavi



TEDAV]

Tedavi suresi en az 14 gtn olmalidir

PPI'lar yemekten yarim saat dnce, diger tum

ilaclar yemek sonrasi alinmal

Bizmut tuzlari, tetrasiklin ve metranidazol midede

ki pH degisikliklerinden etkilenmez

Amoksisilin ve klaritromisin mide pH’dan etkilenir




TEDAV]

Bizmutlu dortlua tedavi sonuclari (Turkiye)

Sure(glin) Olgu Eradikasyon(%)
14 97 90

Ergul B. 30. UGH 2013

14 o4 96.4
Etik DE 30. UGH 2013

14 31 77

Gliliter S. Hebipa 2013




TEDAVI
Ardisik tedavi (Turkiye)

Rejim Olgu Eradikasyon(%)
7 gun 63 39

= Sezgin O. 23. UGH 2006

7 gun

136 80

Uygun A, Clinical Therapeutics 2008

82

Celinkaya ZA. Helicobacter 2010




TEDAV]

Ardisik tedavi (Turkiye)

Rejim Olqu Eradikasyon(%)
5 gun
e 31 88
12 gun
Gulter S . 30. UGH 2013
5 gun
+ 92 95

7 gl'.in Ozdil K. Hepatogastroenterology 2011

73 82

Calhan T. Helicobacter 2013




Rejim

TEDAV]

Turkiye’de concomitant tedavinin
sonuclari

Sure(gun)

Olgu Eradikasyon(%)

14

84 75

Toros AB. Helicobacter 2011

75 90

Calhan T. Helicobacter 2013




TEDAVI
Hybrid tedavi(Turkiye)

Rejim Olgqu Eradikasyon(%)
5 gun
+ 56 383

9 gl'.in Cetinkaya ZA. Helicobacter 2010




TEDAV]

(Tarkiye)

Olqu Eradikasyon(%)
54 84

Etik DO. 30. UGH 2013

40 72

Ercin CN. Turk J Gastroenterol. 2010

52 61

Bal K. 23. UGH 2006

25 56

Unler GK. 23. UGH 2006




Helicobacter pylori eradikasyonunda ard|§|k|5+5 (10) gL'jnILiklve
ardisik 7+7 (14) gunlik tedavilerin karsilastiriimasi

Comparison of 10 and 14 days sequential therapy for the eradication of helicobacter pylori

(Comparison for eradication of helicobacter pylori)

Cigdem CINDOGLU', Ahmet UYANIKOGLU?, Umut SERT', Necati YENICE?

Harran Universitesi, Tip Fakdltesi, 'lg Hastalklan, *Gastroenterolojl, Sanhurfa

Giris ve Amag: 1. basamak Helicobacter pylon tedavisinde kfasik 3'Id
tedav (amoksisifin+klaritromisin+proton pompa inhibitdrd] de eradi
kasyon oranlan %50'enn attina ddsmustdr. Bu mndomize, prospektif
calismada gastroskopisinde peptik dlser (gastrik diser ve/veys ducde-
ral Olser) saptanan, histopatofojik olarak Helicobacter pylon pozitif
olan hastalarda 5+5 (10) gunldk ve 7+7 (14) gdnidk ardigk tedawi
sonuglaninin karstlagtinimas: amaglanmistr. Gerec ve Yontem: Mart
2014-Adustos 2015 tanhler arasmda gastroskopide peptik Ulser sap
tanan, histopatolofl, Gre-nefes testi veya gaitada Helicobacter pylort an-
tijeni sonuglarmdan en az ikisinde pozitiflik tespit edilen ve daha dnce
eradikasyon tedawvisi almarmis 66 hasta ardigik olarak 2 gruba randomize
edilerek cahsmaya alindi. Grup 1 hastalara (n: 33) 5 gdn {amoksisiin 1
gresomeprazol 40 mg 2x1) ardindan 5 gidn (klarftromisin 500 mg+
metrenidazel 500 mgtesomeprazol 40 mg 2x1) veriidl. Grup 2 hastala.
ra (n: 33) 7 gin {amoksisilin 1 gr+esomeprazal 40 mg 2x7) ardindan 7
gin (klaritromisin 500 mg+metronidazol 500 mg+esomeprazol 40 mg
2x1) verildl. Her iki grupta esomeprazol 40 mg (1x1) 12 haftaya tamam-
landi. 15 gun lagsiz dénem sonras: dre-nefes testi ve gaitada Helicoba-
cter pylori antijen testi ile eradikasyon kontrold yapids. Bulgular; Grup
1 hastalanmin 100 (%630.3) kadin, yas ortalamas: 38413.1 yas, grup 2
hastalannmin 12'si kadmn (%634.4), vas orfalamas 39£15.6 yas idi. Teda
vi sonras: ure-nefes testi ve gaitada Helicobacter pylon antijen testi ile
yapilan dederendirmede grup 1'de eradikasyon orani %70, grup 2'de

farkilik yoktu. Senug Ardisik 5+5 (10) gunlik ve 7+7 (14) gunldk teda-
vi sonucunda benzer sekilde yuzde yetmis cvannda eradikasyon sadglan-

mustir, Cok ideal ofmamakia birlkte bu eradikasyon oranr 5+5 (10) gdn-
Itk ardistk; tedawvinin 1. basamak ign alternatif olabilecedini gdstermistir.

Background and Aims; The eradication rate of Helicobacter pylon us
ing standard triple therapy (amoxicillin+clarithromydn+proton pump in-
hibitar) as the firstdine therapy has fallen below 50%. This prospective,
randomized study was conducted to compare the 5+5 (10)day and
F+7 (14)-day sequential treatment results in patients with peptic ulcer
{gastric ulcer and/or duodenal ulcer) who were identified as histologi
cally positive for Helicobacter pylor infection by gastroscopy. Materials
and Methods: This study included 66 patients who had peptic ulcer
diagnosed through gastroscopy, had at least two histopatholgically
positive results, underwent urea breath test, had positive stool test
for Helicobacter pylon antigen, and did not recefve eradication thera-
py before, These patients were randomly divided into two groups amd
enrcled into the study between March 2014 and August 2015, Group
1 patients {n=33) were administered amoxicilin 1 g+esomeprazole 40
mg 2«1 for the first 5 days, followed by darithromycin 500 mg+metro:
nidazale 500 mg+esomeprazole 40 mg 2x1 for the next 5 days. Group
2 patients {(n=33) were administered amoxicillin 1 g+esomeprazole 40
mg 2x1 for the first 7 days, followed by danthromycin 500 mgmetro
nidazole 500 mg+esomeprazole 40 mg Zx1 for the pext 7 days. Esome.
prazole 40 mg ( 1x1) treatment was completed dunng 12 weeks in both
groups. After a drug-free period of 15 days, the eradication rate was
analyzed by urea breath test and Helicobacter pylon antigen stool test,
Results: Ten patients in Group T (30.3%) were females, with a3 mean
age of 38.0413.1 years. Twelve patients in Group 2 (34.4%) were fe-
males, with a mean age of 39.0+15.6 years. After treatment, the urea
breath test and Helicobacter pylori antigen stool test revealed an erad:
ication rate of 70% in Group 1 and 72.7% in Group 2, with an overall
eradication rate of 71.2% in all patients. No significant difference was
observed between the two groups. Conclusion; At the end of the con-



Birinci tercih Helikobakter pilori eradikasyon tedavileri

alarm mi veriyor?

Are firstline Helicobacter pylori eradication therapies alarming?

A. Ferit ERDOGAN', Kutlu ABACI', Ender SERIN?, Birol OZERZ, M. Okan ICER!
Baskent Universitesi Tip Fakidtesi Aile Hekimligi Ana Bilim Dal?', Gastroenteroloji Ana Bilin Dal, Ankara

Amag: Helikobakter prlon pomitif nonilser dispepsili hastalards binnc
tercih diort Gk ermdikasyon edavs protokolimin etkinhimn deferben-
thrilmes: Gereg ve Yontem : Gastroenterolon poliklnifmde endoskop
ile Heldobakter pilors (+) nooilser digpepsi tamsn konan, daha Goce era-
dikasyon tedavisi almamis hastalann dosva bilgilen retrospektf olarak
mncelendi. 14 gimlak ermdikosyon tedavisa verlen ve tedavinm bitimin-
den 4-6 halfta somra T iire nefes test koniroli vaglan 248 hastamn dios-
ya bilgisi kaydedildh, Binne fercith eradikasyon tedavi protokolien din
gruba ayrild. Bonlar, Grup LAK: Lansoprazol 2x30 mg, amoksisilin
2 1000 mg, Klartromesin 2500 mg Grop LAKE: Lansoprazol 2230 me,
amoksisilin 2x 1000 mg, Klantromisin 2x500 mg, bizmuth subsitrat
300 my Grup PLA: Proton pompa mbibatdri (standart doed 251, fevol-
Todkesasim D300 myz, smaoksisilin 2x 1000 myy Goup PETM: Proton pomgs
inhibatiirt (standant doz) 2x1, bizmuth subsitrat 4x¥N mg, tetrasiklin

g, mekron mg Bu L Lrup sla sayl-
giz 114 ve erahikasyon omm: %526, Grop LAKDB de hasta sayisi: 62 ve
eradiksyon ormm: %397, Grup PLA da hasta sans; 43 ve emdikasyon
o TS, Grop PETM de hasta sayen: 29 ve enudikasyon oran:
T34 bulendu. Groplar arasinda eradikasyon bagans agisindan istatis-
tik=el olorak anlamhb fark bulonmads (p=0261). Sonog: Antbiyoiikiers
karsi Helrkobakter priorr darence eadds bar problem olarak Kargumees gik-
maktade, Heltkobakter mion tedavilerinm tekrar gieden pecinlmes ve
b autandie yem aragtmadans ity vard,

Backgromnd snd Atms: We smed o the efficacy of four diffe-
rent eradication therapres (first-bmed m non-ulcer dyspepb patients m a
pastroenteralogy polyclinie. Materials and Methods: The file informa-
tiom of 248 patients was examimed retrospectively, These patsents had be-
en digpnosed as non-uleer dyspepsia via endoscopy. They tested positi-
ve for Helicobacter pyion and received emdication therapy for tan we-
cks. Subzequently, they were mowrtored u=mg the C14 urea breath test
after d-6 weeks, Four first-line eradicition therapy repimes werne used as
follows: Groop LAC (n: 114): Lansoprazoke 2x30 mg. amoxicillin
2 1000 mg, clarithromycin 22300 mg; Groop LACE (n: 62): Lansopra-
wole 2xH) mgo, amoxicillin 2x I mg_ chnthromycin 2x5000 mg, bis-
muth subcitrate 45300 mg; Group PLA (n: 43): proton pump inhibitor
(PP (standand dosed 2x1, levofloxacm 1500 mg, amoxicillim 251000
mg; Groop PETM (n: 200: PP (standard dose) 2x1, bismath subcitrate
S 300 mg, tetracyeline 4x500 mg, metromdazole 37500 mg. Results:
The eradicition rate: wene as follows: Group LAC 52.6% , Group LACR
50.7%, Group PLA 60.5%, and Group PBTM 72.4%. The difference in
eradication rafes hetween proups was not statisfically  significant
{p=01261). Conclusions: The resistance of H. pylor to antibiotics is a
significant problem. Current H. pylon therapies should be revised and
new stidies should be conducted.



Sayin Editor

Son sayida yayinlanan Harran Universitesi'nden Ahmet
UYANIKOGLU ve arkadaslannin yapti “Helikobakter pi-
lori eradikasyonunda klasik 3710 tedavi Dogu Anadolu
bélgesinde halen etkilidir” adh calismay okuduk. Yaziyla
ilgili elestirilerimizi belirtmek isteriz.

Helikobakter pilori (Hp) eradikasyonu ozellikle Glkemiz gi-
bi yodun ve gereksiz antibiyotik kullarmimina badjh ilag di-
rencinin yiksek oldugu dlkelerde dnem arz etmektedir.
Klasik tedavi olarak adlandinlan amoksisilin+klaritromi-
sin+proton pompa inhibitdra (PPl) eradikasyonlar oranla-
ri ilk dénemlerde elde edilen yilksek oranlar son dénem
lerde belirgin dismuistir (S40-60) (1-4).

metodu incelendifinde eradikasyon verilen hastalara de-
vaminda ? ay boyunca PPl devam edilmis. Eradikasyon
kontrold igin PPl ve antibiyotik verilmeden gecmesi gere-
ken en az 2 hafta sire dikkate abnmadan gaytada HpSA
bakilmistir. Bu nokta calsmarnin gdvenilidigini belirgin
oranda disirmektedir. Literatir ve tedavi kilavuzlan goz-
den gecirildiinde Hp eradikasyon kontrold yapabilmek
icin hastanin en az 1-2 hafta PPI, 3-4 hafta antibiyotik al-

Yayinlanan calsmada %97 olarak beyan edilen eradikas
yon oranlan dikkat cekicidir. Bununla birlikte calismanin

KAYNAKLAR

1. Eadayifc A, Buyukhatipoghu H, Cemil Savas M, Simsek |, Bradicati-
on of Helbcobacter pyplon with tnple therapy: an epidermiclogic
analysis of trends in Turkey ower 10 years. Clin Ther 2006281960~
B

2. Gilter 5, Keles H, Ozkurt ZN, Cengiz DU, Kolukisa E. Can lansop-
razobe, amoxicillin, and darithromycin combination still be used as
a firstdine therapy for eradication of heficobacter pplon? Turk |
Gastroentenol 2005 16:29-33

2 serskli M, Cetinkaya Za, Sezikh H, et al Oxidative stress in Helioo-
bacter pydori imfection: Does supplementation with vitamins C and
E increase the eradication rate? Helicohacter 2009;14:280-5,

4. Gizelbulut F, Sezikli M, Akkan Cetinkaya Z et al. 7 ginlilk standart
ucli tedaviye € we E vitamind eklenmesi Hedkobakter pilorr eradi-
kasyon oramna arttinr, Akademik Gastroenterologi Dergisi 2070
9:60-3.

mamasi gerektigi asikardir (5-8). Bu sekilde yanhs bir me
todla yapilan cahsmarnin sonuclan dlkemiz “Helikobakter
Calsma Grubu”nca da ilk basamak olarak tercih edilme
mesi gerektidi seklinde belirtilen klasik 3°10 tedaviye bi-
limsel bir kéken saglanmadan tekrar kullanilabilecedi sek
linde bir intiba olusturabilir.

5. Malfertheiner P, Megrawd F, O'Morain CA, et al; European Helico-
bacter Study Group. Management of Helcobacter pylor infection-
-the Maastricht IV Florence Consensus Report. Gut 207261 :646-
B

6. Shirn H, Levine M, Shevah O, et al. Fradication of Helicobacter
pyion can be accurately confirmed 14 days after termanation of
triple therapy using a high-dose citric acid-based 13C urea breath
test. Digestion 2005 71:208-12.

7. (Gisbert JP, Pajares JM. 13C-urea breath test im the management of
Helicobacter pydovi infection. Dig Liver Dis 200G 3 /- 80000046

8. Graham DY, Opekun AR, Jogi M, et al. False negative urea breath
tests with HZ-receptor antagonists: interactions between Hafioo-
bacter pylorf density and pH. Hebcabacter 2004;9:17-27.

Mesut SEZIKLI, Zileyha AKKAN CETINKAYA



Helikobakter Pylori Birinci Basamak Tedavisi Alan Hastalarda Ug Farkh Tedavi
Rejiminin Etkinliginin Degerlendirilmesi

Nazim EKIN L' Berat eBik ' Ferhat BACAkSiz* ()

! Diyarbakir Saghk Bilimleri Universitesi Gazi Yasargil Egitim ve Arastirma Hastanesi ic Hastaliklan Klinigi, Gastroenteroloji
Bolimii, Diyarbakir, TURKIYE

Oz, Corresponding Author / Sorumlu Yazar
Amac: Bu calismadaki amacimiz en sik kullanilan Helikobakter pylori (Hp) tedavi rejimlerinin HP Dr. Nazim EKIN

eradikasyon basan oranlarini saptamaktir, Diyarbakir SBU Gazi Yagargll Egitim ve
Materyal ve Metod: 2016 — 2020 yillan arasinda (st gastrointestinal sistem endoskopisi sirasinda Arastirma Hastanes| Gastroenteroloji
Helikobakter pylori pozitif saptanan ve eradikasyon tedavisi sonrasi kontrol endoskopik biyopsi alinan Klinigi, Diyarbakir/ TURKIYE

hastalar geriye déniik olarak degerlendirildi. Hastalar tedavi rejimlerine gére 3 gruba aynldi; lansoprazol

30 mg 2x1, klaritromisin 500 mg 2x1, amoksisilin 1000 mg 2x1 14 gin alanlar (grup 1, n=20), lansoprazol E-mail: ekinnzm @gmail.com

30 mg 2x1, bizmut subsalisilat 262 mg 4x1, kiaritromisin 500 mg 2x1, amoksisilin 1000 mg 2x1 14 pin

alanlar {grup 2, n = 23) ve lansoprazol 30 mg 2x1, bizmut subsalisilat 262 mg 4x1, metronidazol 500 mg Received / Gelis Tarihi: 06.11.2020
3x1, tetrasiklin 500 mg 4x1 14 giin alanlar (grup 3, n = 17). Bu G¢ grubun tedavi basanlan degerlendirildi.

Bulgular: Calismaya, ortalama yas: 42.8215.17 olan 60 hasta dahil edildi. Grup 1,2 ve 3'lin yas ortalamalan Accepted / Kabul Tarihi: 27.01.2021
sirastyla 40.05£15.33, 42.86215.90 ve 46.23214.14 olup gruplar arasinda istatiksel olarak anlambh farkhlik

yoktu. Calismaya alinan hastalann %57.6'sinda {34/60) eradikasyon tedavisi sonrasi Hp eradikasyonu DOI: 10.35440/hutfd 822754

saglandl. Grup 1, 2 ve 3'teki HP eradikasyon oranfar sirasiyla %50, %52.2 ve %66.7 idi. Gruplar arasinda
basan oranlari agisindan istatiksel olarak anlamh farkhlik yoktu.

Sonug: Bu ¢alismada, yuksek antibiyotik direnci ve hedeflenen eradikasyon oranlanndan daha dusuk
eradikasyon oranlan nedeniyle klasik G¢li tedavi, bizmut eklenmis klasik O¢l tedavi ve bizmutlu dértli
tedavinin Torkiye'de kullamiimasimn uygun olmayabilecegl sonucuna wvardik. Helikobakter pylori
tedavisinde yeni tedavi rejimlerinin gelistiriimesi gerekmektedir.

Anahtar kelimeler: Helikobakter pylori, Eradikasyon, Ugli tedavi, Dértll tedawi




Hangi Antibiyotik Kullaniimali?

* Antibiyotikler kombine edilirken

— Kinolonlar, nitroimidazoller ve rifampisin ayni grupta
olmamali

* Bakter1 RNA/DNA sim etkileyerek etkili olurlar
— Tetrasiklinler ve makrolidler ayni grupta olmamali

* Bakter1 ribozom fonksiyonunu bozarak etkili olurlar
— Tetrasiklin, penisilin ile kombine edilmemeli

* Penisilinin antibakteryel etkisini antagonize eder




Helicobacter

Helicobacter 155N 1523-5378
TR TS R R T

Efficacy of Two Levofloxacin-Containing Second-Line Therapies
for Helicobacter pylori: A Pilot Study

Turan Calhan,* Resul Kahraman,* Abdurrahman Sahin,* Ebubekdr Senates,” Hamdi Levent Doganay,*
Evren Kanat,* Kamil Ozdil* and Hao Mehmet Sokmen*

*Deparirmert of Gastraenbaralegy, Umraripe Traiving and Besearch Hospital, 1stacbul, Turkey, "Departrnent ol Gastresnbaralogy, Haydarpasa
Fumune Trainirg and Besearch Hospital, Istanbl, Turkey

Esywords Abstract

. sradicat i i-praairn .
Fi. pydon eradication, H. pylan re-trestment, Background: An ldeal second-line therapeutic regimen for the treatment of

leyollowacing, secanddine therapy.
patients who do not respond to standard ple therapy = currently belng

Reprint regueits ta: Turan Caban, Department Inwvestigated. In this study, we aimed o investigate the efficacy of two levo-
of Gastroerteralagy, Umrarive Traring and floxacin-containing second-line theraples for Helicobacar pylari (H. o).

Remesrch Hospital, Adem Vo Cd. Ma: 1, Materials and Methods: One hundeed and forty elght consecutive H. pulord
Lmranfye, itanbul, Turkey -positive patients who did not respond 1o the standard triple therapy (77

Emel: trcalhen@hatriall corm female, 71 male) were enrolled in the study. The patlents were randomized

consecutively o two-second-line therapy groups; 73 1o the levolloxacin-con-

Pa ntoprazo' 40 mg 2x1 } . [all.-llllj; sequentlal [LCS) anr[_ 75 o the levolloxadn-contalning quadruple
Amoksisilin 1 gr 2x1 = BUT 85,7 e s e o o ot

40 mg twice daily and metronidazele 500 mg three tdmes dally and levollox-
Pantopr‘azol 40 mg 2X1 acim 500 mg one dme dally for 7 days. The LCO therapy group reoeived

pantoprazole 40 mg twice dally, tetracycine 500 mg four times daily, bis-

Metronldazol 500 mg 3x1 7 gun muth subcitrate 300 mg four dmes dally and levolloxacin 500 mg one time
Levofloksasin 500 mg 1x1 daily for 10 days. H. pylerf eradication was confirmed by stnol antigen westing
at least & weeks after cessation of therapy. Side-effects and compliance were

assessed by a questionnaire.
Resulis: [nienfion-to-ireat cure rates were: 82.3% (95%CE 7391} and
%93’1 0G5S (95%C1 7995} in the LOS and LOQ therapy, respectively. Per proto-

Pa ntOpraZO| 40 mg 2X1 col oure rages were: 85 7% (95%CE 75-92) and 93.1% (95%CL 85-98) In
. . the LCS and LOO therapy. respectively. No statlstically significant difference
Bizmut subsitrat 300 mg 4x1 . was found between two groups (p=.1). Mo differences in compliance or

. 10 gu n atdverse effects were demonstrated between two groups.
LeVOﬂOksaSIn 500 mg 1x1 Conclusions: This prospective trial demonsirates that both levolloxadn-oon-

Tetrasik“n 500 mg 4x1 talnlng sequential therapy and levolloxacin-containing quadmuple therapy
regimens have higher . plord eradication rates and are well folerated. The

levodloxacin-containing quadriple therapy is likely the best ireatment oprion
for a second-lime therapy, at least in the Torkish population.




Ardisik tedavi...

* Ardisik tedavi

— 14 gun PPI
* [lk 7 gin PPl + Amoksisilin
* fkinci 7 gin PPl + Metronidazol + Tetrasiklin

* |talya da klaritromisine direncli hastalarda
— Eradikasyon orani % 90
* Tuarkiye'de

— Eradikasyon orani % 88



Levofloksasin...

* 10 gun sure ile 300 hastada (Gisbert, 2008 )
— Eradikasyon orani % 77
— Penisiline allerjisi olanlarda ikinci tercih olarak
— Yan etki: tenosinovit !

* Levofloksasinli ardisik tedavi (Aydin, 2009 )

— 7 gln Rabeprazol + Amoksisilin
— 7 gln Rabeprazol + Levofloksasin + Metronidazol

— Eradikasyon orani % 80



Ampirik G¢clncul tercih tedavi...

Hp kalttrd
— Z0r

— zahmetli
Miehlke 2003

— 14 giin sureyle
— Omeprazol 4 x 40 mg + Amoksisilin 4 x 750 mg
— Eradikasyon orani % 76
Gisbert 2006
— Levofloksasinli tedaviler

— Eradikasyon orani % 66
Rifabutin bazli tedaviler



Rifabutin bazli tedaviler ...

Rifampisin tirevi
Antibakteryel aktivitesi mide asidinden etkilenmez
Rifabutine direncli Hp susu izole edilmemis
Iki kez basarisiz tedavi almis hastalarda...
— 14 giin stiireyle
— PPl + Amoksisilin + Rifabutin
— Eradikasyon orani % 79

Yan etkiler ...
— Ciddi nétropeni, trombositopeni

Tiiberktiloz ilaci olarak korunmal ...



Helikobakter Pylori

infeksiyonu

Klaritromisin direnci Klaritromisin direnci
diisiik (<%20) Yiiksek (>%20)

PPl +Amok.+ Kla. Bizmut iceren 4 |l grup veya
1. Basamak PPl +Amok.+ Metr. Ardisik tedavi
Bizmut iceren 4 | grup Kombinasyon tedavileri

2. basamak Bjzmut iceren 4 lii grup PPl +Levof. +Amok.
PPl +Levof. +Amok.

3.Basamak  Kiltiir antibiyogram sonrasi uygun tedavi




Tedauvi tipi Kullanilan ilaclar ve doz Siire
. (giin)
1. Basamak | Standart gl PPl (2x1)+Amok. (2x1 gr)+ Kla. (2x500 mg) 7-14
tedavi
Ardisik tedavi 5 gun PPI (2x1)+Amok. (2x1 gr) 10
5 gun PPI (2x1) +Kla. (2x500 mg)+ Metr.(2x500mg)
Kombinasyon PPI (2x1)+Amok. (2x1 gr)+ Kla. (2x500 mg)+ Metr.(2x500mg) 10
tedavileri
Hibrid tedavi 7 gin) PPI (2x1+Amok. (2x1 gr) 14
7 gin PPI (2x1)+Amok. (2x1 gr) +Kla. (2x500 mg)+ Metr.(2x500mg)
Bizmut iceren PPl (2x1)+ Bizmut (4x1) +tetrasiklin (4x1)+ Metr.(4x250) 10-14
grup
2. Basamak | Bizmut iceren PPI (2x1)+ Bizmut (4x1)+ tetrasiklin (4x1)+ Metr.(4x250) 10-14
grup
Levofloksasin PPI (2x1) +Levofloksasin (4x500) +Amok. (2x1 gr) 10
iceren grup
3. Basamak | Kiltir sonrasi PPI (2x1)+ Bizmut (4x1)+ duyarlih@ yapiimis 2 antibiyotik 10
Levofloksasin PPI (2x1) +Bizmut (4x1)+Levofloksasin (4x500) +Amok. (2x1 gr) 10
iceren 4'lt grup
Rifabutin-iceren 3 | PPI (2x1)+Amok. (2x1 gr)+ rifabutin (150 mg 2x1) 14

I tedavi

Furazolidonetem
elli 410 tedavi

PPl (2x1)+ tripotassium dicitratobismuthate (240 mg 2x1)+
furazolidone (200 mg, 2x1) + tetracycline (1 g, b.i.d.)




1. Basamak tedaviye yanitlar

Tedavi tipi Kullanilan ilaglar ve doz Sire Yanit
(glin) (%)
Standart Ug¢lQ PPI (2x1)+Amok. (2x1 gr)+ Kla. (2x500 mg) 7-14 88/70
tedavi
Ardisik tedavi 5 gin PPI (2x1)+Amok. (2x1 gr) 10 90-94
5 gun PPI (2x1) +Kla. (2x500 mg)+ Metr.(2x500mg)
Kombinasyon PPI (2x1)+Amok. (2x1 gr)+ Kla. (2x500 mg)+ Metr.(2x500mg) 10 93
tedavileri
Hibrid tedavi 7 gin) PPI (2x1+Amok. (2x1 gr) 14 99
7 gun PPI (2x1)+Amok. (2x1 gr) +Kla. (2x500 mg)+
Metr.(2x500mg)
Bizmut iceren PPI1 (2x1)+ Bizmut (4x1) +tetrasiklin (4x1)+ Metr.(4x250) 10-14 90

grup




Ulkemizde durum ne?

Tedavi tipi Kullanilan ilaclar ve doz Yil Yanit
(%)
Uclii tedavi PPI (2x1)+Amok. (2x1 gr)+ Kla. (2x500 mg) 1995 100
2003 25-70
Bizmut+ Amok. (2x1 gr)+ Kla. (2x500 mg 2002 46-87
Bizmut (4x1) +tetrasiklin (4x1)+ Metr.(4x250) 92.3
Ardisik tedavi 5 gin PPI (2x1)+Amok. (2x1 gr) 14 75-80*

5 giin PPI (2x1) +Kla. (2x500 mg)+ Metr.(2x500mg)

7 gin PPI (2x1)+Amok. (2x1 gr)+ Bizmut (4x1)

7gin PPI (2x1) + Bizmut (4x1) +Kla. (2x500 mg)+ 87
Metr.(2x500mg)
Kombinasyon PPI (2x1)+Amok. (2x1 gr)+ Kla. (2x500 mg)+ Metr.(2x500mg) 14 66.6
tedavileri
Hibrid tedavi 7 gun) PPI (2x1+Amok. (2x1 gr) 14 99
7 gin PPI (2x1)+Amok. (2x1 gr) +Kla. (2x500 mg)+
Metr.(2x500mg)
Bizmut iceren PPI (2x1)+ Bizmut (4x1) +tetrasiklin (4x1)+ Metr.(4x250) 14 81

grup




Birinci basamak Helicobacter pylori eradikasyon tedavisinde
levofloksasin iceren hibrid tedavi protokolunun etkinlik ve

glvenilirliginin degerlendirilmesi

Evaluating the efficacy and safety of levofloxacn containing hybrid treatment protocol in the

first-line therapy of Helicobacter pylori eradication

7+7

Rabeprazol 2x20 mg

Amoksisilin 1gr 2x1

Sebahat BASYIGIT', Ayse KEFELI®, Ferdane SAPMAZ', Ozlem DOGAN?, Abdullah Ozgur YEMIOWVA®

Fecidren Egitim ve Arastirma Hastanesi, 'Gastroe meroloji Klinigi, *Biyokinmmya Baldmd, Ankara

siirt Deviet Hastanesi, *Gastroenmtercloji Klinigi, Sirt

Gazicsmanpasa Universitesi Tip Fakultesi, *Gastroenterclcii Bilim Dah, Tokat {

Giris ve Amacg: Binnci bazamak Heleobacter pyion eradikasyon teds
vizinde levoficksasinll hibrid te dawvi protokollindn eradikasyon bagarsim
ve tolere ediebiridini dederlendrmeyl amagladk. Gereg wve Yontem:
Bu galpma retrocpektd olarsk dzayn edid. Calzmaya endoskopk
biyopsi e hotopatalyik olarsk Helcobacter pylon enfeksyonu tans)
alme ve binnei bazamak tedavi repimy olarak 14 ginldk Bvafiokzasin
hubrid te davi protokoll (binnct hafta; rabeprazol 2x20 mg + amokzeilin
2x 1 gr, tkincl hafta; rabeprazol Zx20 mg + amakscilin 201 gr + mefro-
nidaze! 3x500 mg + levofloksasin Ix500 mg) verilmi olan ve tedavi
zdrezini tamamiadictan & hafta sonrazinda Helcabacter pyilar dieki ane
tijen testi e eradikasyon kontfroll yapimeg olan hastalar dahil edildl
Levofloks azinll hibrid te davi protokoll verldid halde sonus de e rendir-
ez ine Latimayan hastalann verileri de aynca aydedildl, Hastane kayit-
larindar hastalara ait regete bilgilen, laboratuvar testlern. endoskopik ve
patolopk bulgulan elde edildl, Hastalann tedavipe uyum durumu, tedav)
alirken vagadiklan e van ethiern hastalara yapilan teleforn odrizme.
=i sonucunds kaydedidi. Bulgular: Calsmaya dahil ediime kriferkrne
uyan 22 hasta PP (per protocoll grubu olarak, tedsvi baglanme olan
toplam 150 hasta =e ITT {intertion o treat) grubu olarak tarmmlan
dl, Eraditasyon bayans ITT grubunda %656, 2 (9095 CI. %48 4-%064), PP
grubunda %785 (%95 C19871,.5-9:8 7.8) olarak hesapland), Hastalann
%& Funun yan etk pedenile tedavid biraktid belirendl Sonug: Le-
vofloksazind kibnd tedav) protakall gdvenh bir te davi almazina kagin
saflacidy eradibacyon bazanzi ve maliyet etkinik analzl apcmndan uygun
bir tedavi o Sildlir

Anahtar kelimeler: Helcobacter pylor eradikazyonu, levofloksasin,
hibria te dawi

Back ground and Aims: Ve aimed to evaluate the efficacy and toler-
ability of levofloxacim contamng hybrid treatment protocal in the first-
lime therapy of Relicobacter pylorn eradication, Material and Methods:
Thiz retrospective study included patents whe were diagnoszed with
Helicobacter pyiorn infection hitopathologically by endoscopic Biop-
sy and underaent & 14-day eveflbxacin containing hybrid treatment
protoce! (Tizt week, rabeprazole 2x20 mg + amoxeiln 2x 1 g, second
week, rabeprazole 2x20 mg~+ amoxicilin 2x 1 g+ mefronidazolke 3500
mg + lkevefloxacin 1x500 mg) a a fist-lime treatment regimen and
cantroled for Helcobacter pylor eradication wing Helcobacter prlor
stool test & weeks later from the end of the treatment. Data were
alto recorded for patients who did not come far eradication contro!
while they were taking the leveflaxacin cantaining hybeid treatment
protocol. Patents ' detaiks regarding their prescriptions. laboratory tests,
and endozcope and pathobgr finding were obtained from hospital
npcords, Patents’ treatment compliance and the side effects related to
the treatment. which they experienced while taking the medication,
werne recorded through telkephons inferviews, Resufis: & total of 82
patients who fulfifled the incluzion criteria of the study vere defined az
the per protoco! group, and atotal of 130 patents who took the treat-
ment were defired ac the intention to freatment group. Eradication
rates wiere calzulate d o be 55.2% (95% CI: 48.49%-84%) far the inten-
tion to treatment group and 79, 3% for the per protocol group [95%
Ci: 71,5987 6%), it was obcerved that 6 9% of patents decontinue d
the treatrent because of side effects. Conclusion: Althaugh mvaflox-
acin cantaining hybnd trestment protocol & & safe treatment, it = not
swiable in terms of eradication success and costeffectiveness analyso.

Rabeprazol 2x20 mg
Amoksisilin 1 gr 2x1
Metronidazol 500 mg 3x1
Levofloksasin 500 mg 1x1

%79,3



Tarkiye’de HP Eradikasyonunda PPl
Kullanimi Nasil Olmali?

CYP2C19 polimorfizmi nedeniyle fenotip olarak iic ayri
grup olusmaktadir.

1) RM (Rapide extensive metabolizer-hizl tip)

2) IM (Intermediate metabolizer-orta)

3) PM (Poor metabolizer-Yavas, kotii)

Genotipik olarak ta lic grup olarak ele alinir,

1) Homozygous extensive metabolizer (homEM)
2) Heterozygous extensive metabolizer (hetEM)

3) Poor metabolizer (PM)



5-0-Desmethyl omeprazole

3-Hydroxyomeprazole

Omeprazale sulfide

CYP2C19

CYP2C19
{CYP3A4)

[ 4

5-Hydroxy-omeprazole

c*rpam\,‘

CYP3A4

Omeprazole

Lansoprazole sulfide

GYP2G19
(CYP3A4)

Omeprazole sulfone

2-Hydroxy-lansoprazole

‘/E?szﬂ

Omeprazole hydroxysulfone

CYP2C19

CYP3A4

Demethylated rabeprazole

Rabeprazole

CYP3IA4

Lansoprazole sulfone

Pantoprazole sulfide

. Pantoprazole
Nonenzymatic CYP2C10 | CYP3A4
Rabeprazole thioather Demethylated pantoprazole Pantoprazole sulfone

Rabeprazole sulfone

¢ Sulfotransferase

Pantoprazole sulfone




PPI’li G¢lu tedavilerde CYP2C19 polimorfizminin Hp eradikasyonu
Uzerine %20-25 oraninda etkili oldugu goérulmektedir.

CYP2C19 Polimorfizminin H. pylori
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Eradikasyonuna Etkisi

100%
Hp
Omeprazol 20 mg gid, 6-8 hafta;
Amokssllin 2000 mg/gun (500 mg
qird), 2 hafta
0%
28.60%

Homo EM [n = 28) Hetero EM {n = 25) PM {n =19)

Extensive Metabolizers Poor Metabolizers




PPI’li G¢lu tedavilerde CYP2C19 polimorfizminin Hp eradikasyonu
Uzerine %20-25 oraninda etkili oldugu goérulmektedir.

CYP2C19 Genotip Polimorfizminin
Intragastrik pH’a EtkKisi

PPI PIA hetEM homEM
Omeprazol (20 mg 7/8 glin) 5766 4455 3.1-4.1
Lansoprazol (30 mg 8 gin) 5.4-6.2 3550 3.1-45

Rabeprazol (20 mg 8 gun) 58-6.0 4.6-50 3.8-48

PPl Profon pump inhibitor, PM. poor metabolizers, hetEM: helerozygous
axfansive matabolzers homEM homoZygous extensie metabolbers




Tarkiye'de HP Eradikasyonunda PPI
Kullanimi Nasil Olmali?

Farkli CYP2C19 genotiplerde Hp eradikasyon
orani

% Eradikasyon Orani
Tedavi homEM hetEM PM
Dual tedawvi PPl + Amok. Foo() %ol KG7
Triple tedavi PPl + Amok. + Klar. %76 %89 %90

Quadruple tedavi PPl + Amok. + Met+Klar. %80 %98 %100

Amok: Amoksisiling Klar: Klaritromisin, Met: Metronidazol (Klotz U. Int J Clin
Pharmacol Ther 2006:44:297-302.)



Turkiye'de Helicobacter Pylori: Glincel
Durum ve Tedavi Secenekleri

Helicobacter pyion enfeksivonunun yaklasik eradikasyon oran
[yalniz antibiyotiklere ya da HRA (H, reseptor antagonistien) veya PPl (Proton Pompa InhiI:l-itE-lﬂ} lave edimesiyle|

Antibiyotikler Yalne +HRA * +PPi
Amciksisilin 20 35 &0
Klaritromisin 50 55 70
Amoksisilin + Mitroimidazol &0 70 80
Klaritromisin +MNitroimidazol &0 80 Q0
Bizrmut Gk tedavi (Bizmut + Il antibiyotik) 80 90 95




Turkiye'de Helicobacter Pylori: Glincel
Durum ve Tedavi Se¢cenekleri

Balinme Faz)
PH {6-8)
Antibiyatik Duyarhhdg



Turkiye’de CYP2C19 polimorfizmi Gzerine yapilan calismalarda

“Poor” yavas metabolize edenlerin orani %1-5,

“haomozvooiis extensive” metahonlize edenlerin orani ise %75-84

Farkh etnik gruplarda CYP2C 19 genotip dagihmi (%

EM
Cin 26,4
Japonya 36,5
Tayland 3772
Vietnam 40
Bati Ulkeleri 726

IM
496
458
47,1

40

253

PM
24
17,7
15,7
20
2,1

EM: Extensive metabolizer, IM: Intermediate metabolizer. PM: Poor

metabolizer.



1) Bizmutlu Dértlii Tedavi (2 Hafta)
- Bizmut tuzu 500 mg 3x1/giin
- Tetrasiklin 500 mg 3x1/giin
- Metronidazol 500 mg 3x1/giin
- PPI 3x1/giin

2) Ardisik Tedavi
PPI 2x1 + Amoksisilin 1 g 2x1/5 giin

Sonra PP 2x1 + Klaritromisin 500 mg 2x1 + Metronida-
20l 500 mg 2x1/5 glin

(Liou JM; Eradikasyon %87)
Ardigik tedaviyi 7+7 giin olarak uygulayan arastirmacilar
da vardir. Eradikasyon oramm da %90,7 olarak bildirmis-
lerdir (Liou JM).

3) Bizmutsuz Dértlii Tedavi (14 Giin)
- PPI 2x1
- Klaritromisin 500 mg 2x1

- Amoksisilin 1 g 2x1
- Metronidazol 500 mg 2x1

4) Yiiksek doz (PPI) ikili tedavi (iki hafta) PPI 4x1+
Amoksisilin 500 mg 4x1




PPI’larin da belli araliklarda -en uygunu 4x1 seklinde- verilmesi yerinde olur.
Bu yaklasim gece asiditesini de kontrolde kolaylik saglayacaktr.

Boylece “Nocturnal acid breakthrough” da dnlenecektir.

Helicobacter pylori eradikasyonu icin onerilen tedaviler

Tadavi llag Doz/Giin Siiro
Ucli Tedawvi PPl 2x%1 14 gun
Amoksisilin | g 2x1
Klaritromisin 500 mag 2x 1
Bizrmutiu Dortlo Tedaw PP 21
kodoidal Bizmut Subsitrat 200 mg 4x1 14 gun
Metronidazol 500 mg 3«
Tetrasikiin 500 mg 3=
Bzmutsuz Dortu Tedavi PR 21
Amoksisiin 1.g2x1 10-14 gin
Metronidazol 500 myg 2
Tetrasikdin 500 mg x

Arcisik Tedavi PPI 2x1 + Amaksisiin 1g 2x1/5 gin
Sonra PR 20 + Klaritromisin 500 mg 2 1+ Tinidazol 500 mg 2x1/5 gun 10 gin
Levofioksasin Ugli Tedavi PPl 21 + Amoksisiin 1.9 2x1 + Levofioksasin 1 g 2¢] 10 gin
Rifabutink Do Tedavi PPl 214 Amoksisiin 1 g 2x1 + 10 gan
Rifabutin 150 mg 2x1
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Can Helicobacter pylori be eradicated with
high-dose proton pump inhibitor in extensive
metabolizers with the CYP2C19 genotypic

polymorphism?

A. ORMECI', Z. EMRENCE?, B. BARAN?, O.M. SOYER', S. GOKTURK’,
S. EVIRGEN', F. AKYUZ', C. KARACA', F. BESISIK', S. KAYMAKOGLU',

D. USTEK?, K. DEMIR'

'Department of Internal Medicine, Division of Gastroenterology. Istanbul University. Istanbul

Faculty of Medicine, Istanbul, Turkey

Department of Genetics, Institute for Experimental Medicine, Istanbul University, Istanbul, Turkey
*Department of Gastroenterology. Koc University Hospital, Istanbul, Turkey

Abstract. - Proton pump inhibitors (PP me-
tabolism and pharmacokinetics are regulated
by cytochrome P450 enzymes in the liver. Cy-
tochrome P450 2C19 (CYP2C19) polymorphism
plays an import role in the metabolism of PPls.
The three possible genotypes for CYP2C19 each
has a distinct effect on the pharmacodynam-
ics of PPls. Homozygote extensive metabolizers
(HomEM) are the most frequent genotype and
have two wild-types (non-mutant) (*1/~1) alleles.
HomEM is associated with increased enzyme ac-
tivity, which increases the rate of PPl metabo-
lism. Intragastric pH, which is required for erad-
ication, is lowest in HomEM. In HomEMs, an
insufficient increase in intragastric pH results in
decreased anti-Hellcobacter pylorf (HP) efficacy
nf the antibhiotieres and. Theraefores lowesr eradica-

Introduction

The CYP2CI19 genotypic polymorphism sig-
nificantly affects the success of Helicobacter
pwlori (HP) eradication treatment'. All current
treatment options for the eradication of H pvlo-
ri infection involve the combination of a proton
pump inhibitor (PPI) and antibiotics’. PPIs are
indispensable in the eradication of A pylori 1n-
fection, and the rationale for their use involves a
number of potential mechanisms. PP components
with antisecretory properties increase gastric pH,
therefore stabilizing acid-labile antibiotics in the
stomach, and increase gastric luminal antibiotic
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A Ormed, £Z. Emrence, B. Baran, O.M. Soyer, 5. Gokturk, 5. Evirgen, F. Akyuz, C. Karaca et al.

Table I. Eradication rates with different proton pump inhibitors (PPIs) in extensive metabolizers according to the CYPIC19
genotypic polymorphizm.

First-line therapy for extensive metabolizers according to the CYP2C19 genotypic polymorphism

Eradication rate 84. 7% (101/156)
Eradication rate of the ameoxicillin-clanthromycin- rabeprazole group 60 Yo (45/73)
Eradication rate of the amoxicillin-clarithromyein-pantoprazole group 69.1% (36/81)

Table Il. Eradication rates with high-dose proton pump inhibitors (PPILs) in extensive metabolizers according to the CYP2C19
genotypic polymorphizm (patients who failed the first-line treatment).

S5econd therapy with_high dose PPl in extensive metabolizers according to the CYP2C19
genotypic polymorphism

Eradication rate B0%% (20/23)
Amoexicillin—clanthromyein-high dose rabeprazole 83.53% (10/12)
Amoxicillin—clarithromycin-high dosze pantoprazole 16.5% (10/13)
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Effect of Genotypic Diflerences in CYP2C19 and on Cure Rates | ' -
or Helicobact i :
Therapy With Different Proton Pump Inhibitors er pylori Infection by Triple

Kadir Demir, Asli Ormeci, Zeliha Emrence, Suut Gokturk, Bulent Baran, Ozlem Mutluay Soyer, Fili _
Karaca, Fatih Besisik, Sabahattin Kaymakoglu, Duran Ustek «ORlemn Muthony Soyer, Filiz Akyiz, Cetin

]ntrqdum::ticn and Aim: In H. pylori eradication, we aimed at investigating whether the rabeprazole and pantoprazole based
eradication treatments were affected by the genotypic polymorphism in patients taking the same antibiotics for the same
time period. Materyal and Method: 200 patients found to have H pylori infection following the rapid urease test in at least
one of the endoscopic antrum and corpus biopsies carried out with a functional dyspepsia diagnosis were included in the
study. While all the patients were given clarithromycin 2x500 mg and amoxicillin 2x1 g, as PPl rabeprazole 2x20 mg was
given to one group and to the other pantoprazole in doses of 2x 40 mg. The genotypes of cytochrome P450 2C19 were
classified into the three groups, as rapid extensive metabolizer, intermediate metabolizer and poor metabolizer. The CYP2C19
genotype of all patients, the effectiveness of the treatment tegimen, the effect of the gemotypic polymorphism on the
treatment were assessed. The success of the trearment was assessed with stool antigen test after 12 weeks of the completion
of the treatment. Results: The mean age of the patients was 4013 (18-72) years, 41% of whom were male. 48% of the

imﬁrmﬂﬁda[mmm ..-. o il oo, I Ol et e PO o, qeenees-e
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Management of Helicobacter pylori infection—the
Maastricht V/Florence Consensus Report

P Malfertheiner,’ F Megraud,” C A O'Morain,? J P Gisbert,*> E J Kuipers,® A T Axon,’
F Bazzoli,® A Gasbarrini,” J Atherton,'® D Y Graham,"' R Hunt,'*"* P Moayyedi, "
T Rokkas,'> M Rugge,'® M Selgrad,"” S Suerbaum,'® K Sugano,' E M El-Omar,
on behalf of the European Helicobacter and Microbiota Study Group and Consensus panel

ABSTRACT

Important progress has been made in the management
of Helicobacter pylori infection and in this fifth edition of
the Maastricht Consensus Report, key aspects related to
the clinical role of H. pylori were re-evaluated in 2015.
In the Maastricht V/Florence Consensus Conference, 43
experts from 24 countries examined new data related to
H. pylori in five subdivided workshops: (1) Indications/
Associations, (2) Diagnosis, (3) Treatment, (4)
Prevention/Public Health, (5) H. pylori and the Gastric
Microbiota. The results of the individual workshops were
presented to a final consensus voting that included all
participants. Recommendations are provided on the basis
of the best available evidence and relevance to the
management of H. pylori infection in the various clinical
SCenarios.

complexity of gastric functions in health and
disease has recently addressed this issue.’

The aim of this report is to serve as a
state-of-the-art  guide for the management of
H. pylori infection and related clinical manifesta-
tions and also as an inspiration for new clinical
rescarch in the area.

In the Maastricht V/Florence Consensus Report
43 experts from 24 countries convened for 2 days
for a face-to-face meeting after having been actively
involved in a previously started Delphi process as
described below.

The working groups were set up according to the
following topics:

Working group 1: Indications/Associations
Working group 2: Diagnosis

Working group 3: Treatment

Working group 4: Prevention/Public Health
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WORKING GROUP 3: TREATMENT

* Statement 7: Currently, concomitant therapy (PPI,
amoxicillin, clarithromycin, and a nitroimidazole
administered concurrently) should be the preferred
non-bismuth quadruple therapy, as it has shown to
be the most effective to overcome antibiotic
resistance.

* Statement 8: The recommended treatment duration
of non-bismuth quadruple therapy (concomitant) is
14 days, unless 10 day therapies are proven effective
locally.



WORKING GROUP 3: TREATMENT

* Statement 9: In areas of low clarithromycin
resistance, triple therapy is recommended as first-
line empirical treatment. Bismuth-containing
qguadruple therapy is an alternative.

* Statement 10: The use of high dose PPI twice daily
increases the efficacy of triple therapy. Esomeprazole
and rabeprazole may be preferred in Europe and
North America where the prevalence of PPI extensive
metabolisers is high.
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Comparison of the effects of esomeprazole 40 mg, rabeprazole 20 mg,
lansoprazole 30 mg, and pantoprazole 40 mg on intragastnc pH in
extensive metabolizer patients with gastroesophageal reflux disease

Altay Celebi', Dincer Aydiry, Orhan Kocaman®, Budjra Tolga Konduk?, Omer Sentirk’, Sadetin Hilagl'
"Uenarimneni of Gasiroarieacsoy, Kocaadl Linhversin School of Medioine, Bocacll, [urkey

Pepariment of Oncoloagy, D, LOdh Kirdar Kartal Reseandh and Training Hospital, [stambol, Turkey

Depariment of Gastroenterciogy, Besmiakern Valkaf LUniversity School of Medidne, lstanbl, Turkey

Pepartment of Gastroenterology, Gazantep Unhversity School of Medidne, Gadantep, Turkey

ABSTRACT

Background/Aims: Studies on the therapeutic efiicacy of proton pump inhibitors (PPI1s) in patients with gastro
esophageal reflux disease (GERD) have been recently published. In most of these studies, comparison of only
two PPls have been made. There are few studies on the comparison of four or more PPIs. We aimed to compare
the acid inhibitory effects of esomeprazole 40 mg, rabeprazole 20 mq, lansoprazole 30 mg, and pantoprazole
40 mg on days 1 and 5 of treatment in patients with GERD, who were extensive metabolizers in regard to the
CYP2C19 genotype.

Materials and Methods: Helicobacter pylori-negative with typical symptoms of GERD patients were randomily
divided into four treatment groups. EMcacy analysis on days 1 and 5 were performed on the four groups which
comprised 10 (esomeprazole), 11 (rabeprazole), 10 (lansoprazole), and 10 (pantoprazole) patients.

Results: On day 1 of PPI treatment, the mean percentage of time with intragastric pH=4 were 54%, 58%, 60%,

and 35% for the groups, respectively, and on day 5, these values were 67%, 60%, 68%, and 59%, respectively.

Lsomeprazole, rabeprazole, and lansoprazole were found to be superior 1o pantoprazole on the first day of
treatment.

onclusion: Pantoprazole 1s a less potent proton pump inhibitor than the other PPIs tested on the first day o
treatment. When the time needed to raise the intragatric pH to over 4 was evaluated, Ermmepld.{ule was found
to have the most rapid action, followed by lansoprazole and rabeprazole.

Keywords: Extensive metabolizer, GERD, PP, intragastric pH, CYP2C19




WORKING GROUP 3: TREATMENT

* Statement 11: The treatment duration of PPI-
clarithromycin based triple therapy should be
extended to 14 days, unless shorter therapies are
proven effective locally.

* Statement 12: After failure of bismuth-containing
quadruple therapy, a fluoroquinolone-containing
triple or quadruple therapy may be recommended. In
cases of high quinolone resistance, the combination
of bismuth with other antibiotics, or rifabutin, may
be an option.



WORKING GROUP 3: TREATMENT

* Statement 13: After failure of PPI-clarithromycin-
amoxicillin triple therapy, a bismuth-containing
qguadruple therapy or a fluoroquinolone-containing
triple or quadruple therapy are recommended as a
second-line treatment.

* Statement 14: After failure of a non-bismuth
qguadruple therapy, either a bismuth quadruple
therapy or a fluoroquinolone-containing triple or
quadruple therapy are recommended.



WORKING GROUP 3: TREATMENT

* Statement 15: After failure of second-line treatment,
culture with susceptibility testing or molecular
determination of genotype resistance is recommended in
order to guide treatment.

* Statement 16: After failure of the first-line treatment
(clarithromycin based) and second-line treatment (with
bismuth-containing quadruple regimen), it is recommended
to use the fluoroquinolone-containing regimen.

* In regions with a known high fluoroquinolones resistance, a
combination of bismuth with different antibiotics or a
rifabutin-containing rescue therapy should be considered.
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ABSTRACT

Helicobacter pylori Infection is formally recognised as an
infectious disease, an entity that is now included in the
International Classification of Diseases 11th Revision.

This in principle leads to the recommendation that
all infected patients should receive treatment. In the

context of the wide clinical spectrum associated with
Helicobacter pylori gastritis, specific issues persist and
require regular updates for optimised management.
The identification of distinct clinical scenarios, proper
testing and adoption of effective strategies for
prevention of gastric cancer and other complications
are addressed. H. pylori treatment is challenged by the
continuously rising antibiotic resistance and demands
for susceptibility testing with consideration of novel
molecular technologies and careful selection of first line
and rescue therapies. The role of H. pylori and antibiotic
therapies and their impact on the gut microbiota are also

© " Francis Megraud @ ,* Theodore Rokkas @,
® ® Christian Schulz @ ,'?

45

®,"" Colm 0'Morain,

H. pylori detection and antibiotic susceptibility
with support for the role of antibiotic stewardship.
The most effective empirical regimens are revised if
individual antibiotic resistance is not available.

A recent important evolution has taken place as
a consequence of the Kyoto consensus report on
gastritis” with the designation of H. pylori gastritis
as an infectious disease. H. pylori gastritis as an
infectious disease is now included as a nosological
entity in itself in the new International Classifi-
cation of Disease 11th Revision (ICD 11), which
implies treatment of all H. pylori-infected patients.
This represents a paradigm shift, as the indication
for treatment is no longer reserved for patients with
clinical manifestations of infection. Nevertheless,
the clinical scenarios of H. pylori gastritis-related
diseases remain diverse with specific aspects that
require critical re-examination.



1st line

2nd line

3rd line

4th line

Low (<15%) clarithromycin
resistance
Bismuth quadruple* OR Clarithromycin triple
i @
Levofloxacin quidruple Bismuth quadruple®* |— OR — | Levofloxacin quadruple
(or triple) (or triple)*
If fails @ @
S Levofloxacin quadruple
Clarithromycin triple (or triple)* Bismuth quadruple*
or quadruple
Rifabutin triple Rifabutin triple Rifabutin triple




B High (>15%) or unknown

clarithromycin resistance
|

2nd option/bismuth quadruple
1st option l l locally unavailable
1st line Bismuth quadruple Mon-bismuth quadruple
(concomitant)
: Levofloxacin quadruple
2nd line (or triple)*
h
Bismuth quadruple* |— OR — | Levofloxacin quadruple
(or triple)*
: Rifabutin triple
5 Sh (or bismuth with (i)
other antibiotics)*

Levofloxacin quadruple
(or triple)* | Bismuth quadruple® l
(if fails) f fails

[ Rifabutin triple | | Rifabutin triple |

4th line




Management of Helicobacter pylori infection: the
Maastricht VI/Florence consensus report

Table 1 Statements, Level of evidence, Strenght of recommendation
Grading Agreement

WG1: Indications/Associations

Statement 1 Al 100.00% H. pylori infection always causes gastritis, irrespective of symptoms or complications.

Statement 2 Al 94.00% H. pylori is a gastric pathogen. H. pylori gastritis is an infectious disease.

Statement 3 Al 94.00% Test-and-treat is an appropriate strategy for uninvestigated dyspepsia.

Statement 4 Al 92.00% Endoscopy is not necessary in the initial investigation of dyspepsia in low H. pylori prevalence areas.

Statement 5 Al 100.00% H. pylori gastritis is associated with increased, decreased or no overall change in acid secretion in the stomach.

Statement 6 Al 100.00% Overall, H. pylori eradication is superior to placebo or acid suppressive therapy for long-term relief of dyspepsia, but the magnitude
of the benefit is small.

Statement 7 B1 100.00% H. pylori gastritis has to be excluded before a reliable diagnosis of functional dyspepsia can be made.

Statement 8 Al 100.00% The use of either aspirin or NSAIDs increases the risk of peptic ulcer disease and its complications in H. pylori infected subjects.

Statement 9 Al 100.00% H. pylori testing and treatment are advisable for high-risk patients who are already on long-term aspirin. H. pylori testing and
treatment are advisable for naive patients starting long-term NSAID therapy. Those at high-risk may need additional PPI therapy.

Statement 10 Al 91.00% There is no evidence to suggest that anticoagulants (coumarins, direct oral and vitamin K antagonists) increase the risk of bleeding
in patients with H. pylori infection.

Statement 11 Al 94.00% Long-term treatment with PPIs alters the topography of H. pylori gastritis.

Statement 12 Al 97.00% H. pylori eradication improves gastritis in long- term PP| users.

Statement 13 Al 97.00% H. pylori eradication is recommended for patients with unexplained iron deficiency anaemia (IDA), idiopathic thrombocytopenic
purpura (ITP) and Vitamin B12 deficiency.

Statement 14 A1 100.00% H. pylori eradication is the first-line treatment for localised low grade gastric MALT lymphoma. H. pylori eradication therapy is also
recommended for cases without evidence of H. pylori infection and may provide benefit even for more advanced staged disease

Statement 15 D2 90.00% H. pylori has been positively and negatively associated with some extra-gastreduodenal disorders. However, the causality of these
associations has not been definitively proven.

Statement 16 Al 86.00% The COVID-19 pandemic has negatively impacted the management of H. pylori-related diseases.
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WG 2 Diagnostics

Statement 1 Al 97.00% In young dyspeptic patients (age below 50) with no specific risk and no alarm symptoms, non-invasive testing for H. pylori infection
is recommended.

Statement 2 B1 94.00% In dyspeptic patients older than 50 years, upper Gl endoscopy is required. Functional serology may be considered as complementary
diagnostic tool.

Statement 3 A2 100.00% When endoscopy is indicated it should: i) apply the best available technologies; i) include biopsy sampling. Biopsy samples, as
obtained in accordance with validated protocols, should result in both aetiological diagnosis and gastritis staging. Any focal lesions
should be additionally sampled.

Statement 4 Al 87.00% UBT remains an important tool for H. pylori diagnosis before and after eradication therapy. Citric acid is an essential component of
the protocol.

Statement 5 Al 96.00% Meonoclonal stool antigen test, if properly validated, is an appropriate test before and after H. pylori treatment

Statement & Al 98.00% Gastric functional serology (pepsinogens I-1l and gastrin levels), anti-H. pylori antibodies, anti-intrinsic factor and anti-parietal cell
auto-antibodies may provide dinically valuable information on the likelihood of gastric mucosal atrophy, including its aetiology.

Statement 7 Al 100.00% Molecular methods (in particular, real time-PCR, whole genome sequencing and digital PCR) allow detection of H. pylori mutations
associated with resistance to clarithromycin, levofloxacin, tetracycline and rifampicin.

Statement 8 B2 100.00% Gastric biopsies recovered from rapid urease tests (RUT) can be reused for molecular testing by PCR.

Statement 9 Al 91.00% Clarithromycin susceptibility testing, if available through molecular techniques or culture, is recommended before prescribing any
clarithromycin containing therapy.

Statement 10 Al 96.00% In the short-term post-eradication (4—-6weeks) follow-up, no antibiotics or bismuth should be used to permit optimum testing for H.
pylori. Proton pump inhibitors should be stopped 14 days before testing

Statement 11 Al 91.00% Tests for serum IgG antibodies against H. pylori can serve as a screening test in specific clinical situations.

Statement 12 Al 100.00% Gastric mucosal atrophy is defined as "loss of native glands.” Atrophy is the major determinant of non-hereditary gastric cancer risk

assessed by endoscopy and histology, and it may be complementarily assessed by gastric serology.

Statement 13 Al 97.00% The histological assessment of atrophy should result in a conclusive gastritis staging (OLGA/OLGIM), which consistently ranks the
patient-specific cancer risk. Histological staging makes IM subtyping clinically redundant.

Statement 14 B2 91.00% In H. pylori-negative gastritis (primary or after eradication), clinically suspected autoimmune gastritis (AlG) requires testing for
gastrin, pepsinogens ratio, and auto-antibedies to intrinsic factor and parietal cells. Clinical factors and functional serology may
provide the rationale for any further need for endoscopy/biopsy assessment.

Statement 15 B2 97.00% Currently, no large-scale trials have provided evidence that molecular biomarkers can reliably predict the risk of non-hereditary (ie,
non-syndromic) gastric cancer.

Statement 16 B1 100.00% In H. pylori-eradicated patients, low-stage gastritis as properly assessed by endoscopy/histology, only requires clinical follow-up.

Statement 17 B1 100.00% After successful H. pylori eradication, patients with high-stage (lll-IV) gastritis and/or extensive endoscopic atrophy are still at risk

for gastric cancer. The timing of the endoscopic/biopsy surveillance is based on the gastritis stage as assessed at the last check-up.

Statement 18 Al 100.00% Low- and high-grade intra-epithelial neoplasia requires: i} confirmatory histological assessment, ii) gastric mapping by high
resolution endoscopy and iii) targeted EMR or SBD, particularly for high grade, in tertiary endoscopy centres. Ablation does not
abolish metachronous cancer risk. H. pylori eradication and post-ablation surveillance are both mandatory.
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Statement 1 D2 91.00% It is reasonable to recommend that susceptibility tests (molecular or after culture) are routinely performed, even before prescribing
first-line treatment, in respect to antibiotic stewardship. However, the generalised use of such a susceptibility-guided strategy in

routine clinical practice remains to be established.

Statement 2 B1 92.00% If individual susceptibility testing is not available, the first line recommended treatment in areas of high (>15%) or unknown
clarithromycin resistance is bismuth quadruple therapy. If this is not available, non-bismuth concomitant quadruple therapy may be
considered.

Statement 3 D2 85.00% The treatment duration of bismuth quadruple therapy should be 14 days, unless 10- days effective therapies are available.

Statement 4 B1 94.00% In choosing a non-bismuth quadruple therapy, concomitant therapy (PP1, amoxicillin, clarithromycin, and a nitroimidazole

administered concurrently) should be the preferred choice given its proven reproducible effectiveness and less complexity compared
with sequential and hybrid therapies.

Statement 5 D2 100.00% The recommended treatment duration of non-bismuth gquadruple therapy (concomitant) is 14 days.

Statement & B1 94.00% In areas of low clarithromycin resistance, bismuth quadruple therapy or clarithromycin-containing triple therapy may be
recommended as first-line empirical treatment, if proven effective locally.

Statement 7 B1 100.00% The recommended treatment duration of PPI-clarithromycin-based triple therapy is 14 days.

Statement 8 c2 97.00% The use of high dose PPI twice daily increases the efficacy of triple therapy. It remains unclear whether high dose PPI twice daily can
improve the efficacy of quadruple therapies.

Statement 9 B2 100.00%: Potassium-Competitive Acid Blockers (P-CAB) - antimicrobial combination treatments are superior, or not inferior, to conventional
PPi-based triple therapies for first- and second-line treatment, and superior in patients with evidence of antimicrobial resistant
infections.

Statement 10 D2 94.00% Empiric second line and rescue therapies should be guided by local resistance patterns assessed by susceptibility testing and

eradication rates in order to optimise treatment success.

Statement 11 c2 83.00% After failure of bismuth-containing quadruple therapy, a fluoroquinolone-containing quadruple (or triple) therapy, or the high-dose
PPl-amoxicillin dual therapy may be recommended. In cases of high fluorogquinolone resistance, the combination of bismuth with
other antibiotics, or rifabutin, may be an option.

Statement 12 c2 84.00% After failure of PPI-clarithromycin-amoxicillin triple therapy, a bismuth-containing quadruple therapy, a fluoroquinolone-containing
quadruple (or triple) therapy, or a PPl-amoxicillin high-dose dual therapy are recommended as a second-line treatment.

Statement 13 c2 87.00% After failure of a non-bismuth quadruple therapy, either a bismuth quadruple therapy or a fluoroquinolone-containing quadruple (or
triple) therapy is recommended. PPl-amoxicillin high- dose dual therapy might also be considered.

Statement 14 B2 86.00% After failure of the first-line treatment with clarithromycin-containing triple or non-bismuth quadruple therapies and second line
with bismuth quadruple therapy, it is recommended to use a fluoroquinolone-containing regimen. In regions with a known high
fluoroquinolone resistance, a hismuth quadruple therapy with different antibiotics, rifabutin-containing rescue therapy, or a high
dose PPl-amoxicillin dual therapy, should be considered.

Statement 15 B2 84.00% After failure of the first-line treatment with clarithromycin-containing triple or non-bismuth quadruple therapies, and second-line
treatment with fluoroquinolone-containing therapy, it is recommended to use the bismuth-based quadruple therapy. If bismuth is
not available, high-dose PPl-amoxicillin dual or a rifabutin-containing regimen could be considered.

Statement 16 c2 90.00% After failure of first-line treatment with bismuth quadruple and second-line treatment with fluoroguinolone-containing therapy,
it is recommended to use a clarithromycin-based triple or quadruple therapy only if from an area of low (<15%) clarithromycin
resistance. Otherwise, a high-dose PPl-amoxicillin dual therapy, a rifabutin- containing regimen or a combination of bismuth with
different antibiotics should be used.

Statement 17 c2 85.00% In patients with proven penicillin allergy, for a first-line treatment, bismuth quadruple therapy (PPI-bismuth-tetracycline-
metronidazole) should be recommended. As second line therapy, bismuth quadruple therapy (if not previously prescribed) and
fluoroquinolone-containing regimen may represent empirical second-line rescue options.
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WG 4 Gastric cancer & prevention

Statement 1 Al 100.00% H. pylori infection is the primary aetiological factor for gastric adenocarcinoma including proximal gastric cancer (PGC)
Statement 2 Al 94.00% H. pylori infection plays an aetiological role in a subset of adenocarcinoma of the Gastro-oesophageal Junction zone.
Statement 3 Al 100.00% The influence of environmental factors is subordinate to the effect of H. pylori infection.
Corpus
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Statement 15 B1 95.00% Population-based H. pylori test-and-treat programmes for gastric cancer prevention require caution in the selection of antibiotics to
minimise development of antimicrobial resistance.
Statement 16 B2 84.00% Broad use of H. pylori eradication therapies for the purpose of gastric cancer prevention does not lead to an increase in other severe
pathologies
Statement 17 Al 94.00% Population-based H. pylori test-and-treat strategy pravides additional benefits by preventing other gastroduodenal pathologies.
Statement 18 c2 81.00% Screening modalities for gastric cancer prevention (noninvasive or endoscopic) combined with colorectal cancer screening is an
opportunity
Statement 19 Al 97.00% A population-based H. pylori test and treat programme is cost-effective in populations with intermediate or high incidence of gastric
cancer.
Statement 20 B1 97.00% Follow-up at regular intervals, and by use of endoscopic biopsy protocols, is mandatory in patients with severe atrophic gastritis

(OLGA 3/4).
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Table 1 Continued

Grading Agreement

Statement 21 Al 100.00% Eradication of H. pylori is mandatory to reduce the risk of metachronous gastric cancer after curative endoscopic resection or gastric
subtotal resection of early gastric cancer.

Statement 22 2 100.00% Medical and special dietary chemoprevention cannot in general be recommended in patients with severe gastric atrophy or
intestinal metaplasia (OLGA3/4) after H. pylori eradication.

Statement 23 D1 94.00% Population-based H. pylori test-and-treat programmes should be targeted to special requirements at the regional level (ie, selection
of screening tool, use of eradication regimen, surveillance)

Statement 24 B1 94.00% Population-based H. pylori test-and-treat programmes should be integrated into healthcare priorities, especially in regions with
intermediate to high gastric cancer incidence.

Statement 25 D2 100.00% The use of genetic and epigenetic markers for gastric cancer risk assessment and gastric cancer progression in clinical management
requires further validation.

Statement 26 Al 100.00% Image-enhanced endoscopy (IEE) should be used in the endoscopy-based screening for dysplasia and early gastric cancer.

Statement 27 a 100.00% There is still demand for a prophylactic and/or therapeutic vaccine.

WG 5 Helicobacter pylori and the Gut Microbiota

Statement 1
Statement 2
Statement 3
Statement 4
Statement 5
Statement 6
Statement 7
Statement 8
Statement 9

B2
Al
B2
2
B2
A2
B2
B2
A2

100.00%
94.00%
91.00%
91.00%
89.00%
89.00%
80.00%
97.00%
86.00%

Early life antibiotic exposure has a long-lasting effect on the intestinal microbiota.

The human stomach is colonised by other bacteria beyond H. pylori, the so-called gastric microbiome.
Gastric bacteria other than H. pylori may also affect H. pylori related changes.

Non-H. pylori Helicobacter species can cause human gastric disease.

H. pylori eradication therapy has the potential to select resistant strains of gut microbiota.

Certain probiotics have been shown to be effective in reducing Gl side effects caused by H. pylori eradication therapies.
Certain probiotics may have a beneficial effect on H. pylori eradication therapy through reduction of antibiotic related side effects.

Antibiotic treatment for other reasons might select resistant H. pylori strains.
The oral cavity may contribute to the gastric microbiota composition.
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Statement 2: H. pylori infection plays an aetiological role in a subset of
adenocarcinoma of the Gastro-oesophageal Junction (GOJ) zone (GOJZ).

Agreement 94% Grade A1

GOJ cancer, which was classified as a separate entity in the
IARC classification,?'? is included into oesophageal cancer in the
new edition.>” It should be noted that neither ‘gastric cancer in
the cardia’ nor ‘cardia gastric cancer (CGC)’ is recommended as
a categorical naming in this classification, because the presence
of genuine cardiac mucosa has been questioned or, if present, is
limited to a very narrow area mostly within 5 mm from the GOJ.
Thus, conventional CGC is now either classified as GOJ cancer
or PGC depending on the location of the tumour in relation to
GOJ, namely those classified as Siewert type Il as GO]J cancer
and those of type III as PGC. H. pylori is the key risk factor also
in PGC.?" This fits in the new concept of GOJZ cancer which
addresses the adenocarcinoma occurring 1cm proximal to and
1 cm distal to GOJ which clarifies the pathogenetic mechanisms
for cancer occurring at the GOJZ.*!!

A number of studies have strongly indicated that there are at
least two major aetiological factors for GOJ adenocarcinoma,
one from inflammation caused by gastroduodenal reflux and the
other from inflammation of junctional gastric mucosa including
cardiac-type mucosa mainly by H. pylori infection.??” 3127314



High definition-chromoendoscopy (HD-CE) and guided biopsies OR
at least 2 biopsies from the antrum and 2 from corpus, lesser and greater curvature

Helicobacter pylori eradication if positive

Patients with atrophic gastritis or intestinal metaplasia (IM)

Mild to moderate
atrophy only in

Atrophy OR IM in
both antrum and

IM only in the
antrum OR IM

the antrum, noIM  only in the corpus corpus'
Family history of gastric First-degree
cancer?, incomplete IM?, family history of

autoimmune gastritis, or gastric cancer?

persistent H. pylori infection

als

No Yes Nn : | Yes

No surveillance

w7
W1/

Every 3 years

Every 1-2 years

Patients with dysplasia

Endoscopic reassessment at a reference center with HD-CE

Visible lesion?

No* Yes

HD-CE in 6 months (high grade dysplasia)
to 12 months (low grade dysplasia)

Staging and
resection

If no visible lesion (re)stage gastritis and
follow up accordingly

Surveillance preferentially with HD-CE with guided biopsies of irreqular areas

Every year



Management of Helicobacter pylori infection: the

Maastricht VI/Florence consensus report

Statement 2: H. pylori is a gastric pathogen. H. pylori gastritis is an
infectious disease.

Agreement 94% Grade A1

In the absence of H. pylori the gastric mucosa does not
demonstrate signs of chronic active inflammation, neutrophils
are absent and infiltration with mononuclear cells is minor.” "’
Therefore, an agent causing such changes in the gastric mucosa
cannot be considered part of the normal microbiota and the fact
that H. pylori has coinhabited mankind for millennia does not
preclude its pathogenicity of today.' Koch’s postulate for patho-
genicity has been documented since the early days of H. pylori
discovery.'* Eradication therapy restores normal gastric mucosa
or halts progression to mucosal lesions' and can reduce symp-
toms, minimise complications of the infection and reduce gastric
cancer risk. Eradication of H. pylori is recommended even in the
absence of symptoms.' *® There is an entity of H. pylori-negative
gastritis with characteristics similar to H. pylori gastrit but its
pathological relevance remains unclear.'*



Management of Helicobacter pylori infection: the
Maastricht VI/Florence consensus report

Statement 18: Screening modalities for gastric cancer prevention
(noninvasive or endoscopic) combined with colorectal cancer screening is an

opportunity
Agreement 81% Grade C2

In several Western countries colorectal cancer programmes
start at the age of 50. At that time, approximately 10 % H. pylori-
infected patients may already have gastric preneoplastic lesions
(atrophy, IM). The prevalence of advanced preneoplastic lesions
in Europe in the older age group is up to 19%.***2*" To reduce
costs and to increase the compliance, a screen and treat approach
for H. pylori infection could be combined with colorectal cancer
screening in countries with intermediate and high gastric cancer
risk. The best option for non-invasive assessment of preneo-
plastic changes in gastric mucosa is serological screening with
the determination of serum pepsinogen I and II (sPG-I and sPG-
II), including the calculation of the sPG-I/II ratio, in combination
with the analysis of anti-H. pylori antibodies. A systematic review
that enrolled 20 studies calculated a pooled sensitivity of 74.7%
and specificity of 95.6%0, respectively, to detect atrophic gastritis
by these means.” Eradication therapy should be oftered to all
H. pylori positive patients® combined with upper GI endoscopy
for all patients with positive serologic biopsy (pepsinogen I/I1<3
and/or pepsinogen 1<30 ug/L). Regular endoscopic surveillance
should be offered to those with OLGA/OLGIM II-IV stage as
recommended by MAPPS II guidelines.*”
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Table 1.Recommendations for Regimens Used for the Eradication of H pylori

Recommendation Regimen Definition (see dose table)
First line
Recommended Bismuth quadruple (PBMT) PPl + bismuth + metronidazole® + tetracycline
option
Recommended Concomitant nonbismuth quadruple (PAMC) PPl + amoxicillin + metronidazole™ + clarithromycin
option
Hﬁirput:ted option” PPI triple (PAC, PMC, or PAM) PPI -+ amoxicillin -+ clarithromycin
PPl + metronidazole® + clarithromycin
PPI -+ amoxicillin + metronidazole™
Mot recommended Levofloxacin triple (PAL) PPl + amoxicillin + levofloxacin
Mot recommended Sequential nonbismuth quadruple PPl + amoxicillin followed by PPl +
(PA followed by PMC) metronidazole” + clarithromycin
[ Prior treatment failure
Recommended Bismuth quadruple (PBMT) PPl + bismuth + metronidazole” + tetracycline
option
Recommended Levofloxacin-containing therapy PPI + amoxicillin + levofloxacin®
option {usually PAL)
Restricted option” Rifabutin-containing therapy (usually PAR) PPl + amoxicillin + rifabutin
Not recommended Sequential nonbismuth quadruple PPI -+ amoxicillin followed by PPl +
therapy (PA followed by PMC) metronidazole™ + clarithromycin
Undetermined Concomitant nonbismuth PPl + amoxicillin + metronidazole® + clarithromycin

quadruple therapy (PAMC)

“Tinidazole may be substituted for metronidazole.
PRestricted to areas with known low clarithromycin resistance (<15%) or proven high local eradication rates (>85%) (see

statement 5).

“There is some evidence that adding bismuth to this combination may improve outcomes.
“Restricted to cases in which at least 3 recommended options have failed (see statement 13).
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Figure 3. Algorithm for eradication therapies for first-line and
rescue treatments. *“Some members of the consensus group
advocated against the repeat use of PBMT, whereas others
suggested it may be useful to reserve rifabutin for fourth-line
use (see statement 8). Optimized refers to using a higher dose
of PPl or metronidazole. See Tables 1 and 2 for more details
on regimens and dosing.
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Section 4 Management of gastritis
CQ17. Should all H. pylori-positive individuals receive eradica-
tion therapy?
Statement 17
H. pylori infected individuals should be offered eradication
therapy, unless there are competing considerations.

Grade of recommendation strong

Evidence level: high

Consensus level: 100%




Turkiye'de Helicobacter Pylori: Glincel
Durum ve Tedavi Secenekleri

Son 10 yilda Metronidazol’e ve Klaritromisin’e karsi Hp
‘nin diren¢ kazanmasi nedeniyle Gcli tedavide basari
orani %80’lerin altina (%50-79) dismustur.

Bu nedenle Gc¢li tedavinin; Klaritromisin direncinin %15-
20’nin, Metronidazol direncinin de %40’in altinda oldugu
toplumlarda ilk secenek olarak kullaniimasi 6nerilirken,

Direncin viuksek oldugu toplumlarda ise;
Bizmut + PPl + iki antibiyotik,
Bizmut temini mumkin degilse:

PP| + Uc antibivotik iceren dortli tedaviler dnerilmistir.




H.PYLORI INFEKSIYONUNDA TEDAVI
(FIRST-LINE TREATMENTS)

-Standart Uclii Tedavi

PPI standart doz bid
Klaritromisin 500 mg bid }? -14 glin, dnerimiz 14 giin

Amoksisilin 1 g bid
-Bizmutlu Dértlii Tedavi
PPI standart doz bid
Bizmut standart doz gid 10.14 giin
Tetrasiklin 500 mg gid
Metronidazol 250 mg qid
-Hibrid Tedavi
11k yedigiin;
PPI standart doz bid
Amoksisilin 1 g bid
Tkinci yedigiin;
PPI standart doz bid
Amoksisilin 1 g bid
Klaritromisin 500 mg hid
Metronidazol 500 mg hid
(bid=2x1, gid=4x1, qd=1x1, tid=3x1)

-Ardisik Tedavi
Ik 5 giin;
PPI standart doz bid
Amoksisilin 1 g bid
Ikinci 5 giin;
PPI standart doz bid
Klaritromisin 500 mg bid
Metronidazol 500 mg bid
-Bizmutsuz Dortlii Tedavi
PP standart doz bid
Klaritromisin 500 mg bid
Amoksisilin 1 g bid
Metronidazol 500 mg bid
-Levofloksasin'li Uclii Tedavi
PPI standart do bid

7-10 giin

Levofloksasin 500 mg gid 2= 10 giin
Amoksisilin 1 g hid



H.PYLORI INFEKSIYONUNDA TEDAVI
(SECOND-LINE TREATMENTS)

- Levofloksasin'li Uclii Tedavi -Bizmutlu Dértlii Tedavi
PPI standart doz bid

PP standart doz bid . .
Bizmut standart gid

Levofloksasin 500 mg bid =10 giin Tetrasikln 500 mg gid 14 giin
Amoksisilin 1 g bid Metronidazol 500 mg tid
Levofloksasin'li Ardusik Tedavi
llk bes giin;
PPI standart doz bid

Amoksisilin 1 g bid
Ikinci bes giin;
PPI standart doz bid
Levofloksasin 250 mg bid
Amoksisilin 1 g hid
-Furazolidon’lu Dértlii Tedavi
PPI standart doz bid
Tripotasyum dicitrato bismuthat 240 mg bid
7 giin
Furazolidon 200 mg hid
Tetrasiklin 1 g bid



Second-line “Rescue therapy”
?

— Ardisik Tedavi ise; ( 545 =2 7+7)
* PPl dozu 2> 4x1
* Amoksisilin 500 mg 4 x 1

PPl dozu = 4x1
Bizmut standart 300 mg (4x1)
Tetracycline 500 mg x 4

* Metronidazole yuksek dozlarda (6rn. 500 mg x 3)



H.PYLORI INFEKSIYONUNDA TEDAVI
(THIRD-LINE TREATMENTS)

-Dértlii tedavi;
PPI standart doz hid
Bizmut subsitrat 300 mg gid
14 giin
Amoksisilin 500 mg qid
Levofloksasin 500 mg gid
-Rifabutin’li iicli tedavi;
PP standart doz hid

Rifabutin 150 mg bid = 14 giin

Amoksisilin 1 g bid



Tarkiye'de H.Pylori eradikasyonunda ilk
secenek tedavi olarak onerilerimiz:

1) Bizmutlu dortli tedavi (PPI + Bizmut + Ikili antibiyotik)

2) Bizmutsuz dortli tedavi (PPl + Ug antibiyotik)

3) Yuksek doz PPI (4X1) + Amoksisilin 500 mg (4x1)
Klaritromisin 500 mg (2x1) + Metranidazol 500 mg (3x1)



Bizmut tuzlari

H. Pylori’ye karsi bakterisidal etki gosterir.

Tek basina kullanildigi zaman eradikasyon orani %10-
27,

Ureaz, fosfolipaz ve proteolitik aktiviteyi inhibe ederler,
Dili ve gaytayi gecici olarak siyaha boyarlar,

Mukozal bikarbonat ve prostaglandin sekresyonunu
arttarr.

Uzun sure kullanildigi zaman norotoksisite
KBY’de dikkatli kullanim énerilmektedir.



Bizmut tuzlari

Gastroenterolojide kullanilan bizmut tuzlan

Bizmut Bilesigi Endikasyon
Bzmut subnitrat Irritabl barsak sendromu, mide hastaliklan, kabizlik
Bzmut subgallat Gartay sekllendirmek, kokusunu gdermek igin, lleostomide
Bezmut fosfat Dedisik gastrointestinal hastalikiar
Aluminat
Subkarbonat
Bzmut subsalsilat Turist diyaresi (Prevantif), dspepsi, Hp
Kolloidal bizmut subsitrat Peptik Glser hastalidy, fonksiyonel dispepsi, Hp
Ranitidin bizmut sitrat Peptik dlser hastalid, dspepsi, Ho

RBizmut tuzlannin bakterisidial etk mekanizrmalari

* Bakten duvan ve periplazmik alanda kompleks olusturmasi
* Hpenzimleri (Ureaz, katalaz, lipaz, fosfolipaz) inhibe etmesi
* ATP sentezini inhibe etmesi

* Hpnin epitele yapismasina mani clmasi



H. Pylori eradikasyonunda basarisizliga neden
olan faktorler:

1) H. Pylori’nin antibiyotiklere karsi diren¢ kazanimi
2) CYP2C19 genetik polimorfizmi

3) Tedavi suresinin uygun olmamasi

4) llaclarin duzenli kullanilmamasi

5) Tedavi protokolinun iyi hazirlanmamasi

6) H. Pylori eradikasyon tedavisindeki basarinin
degerlendiriimesinde yapilan hatalar (Pseudo-
eradikasyon)



H.Pylori eradikasyon tedavisinin basaril olup
olmadigl kontrol edilmesi gereken durumlar:

1) Peptik Ulser olgulari,

2) Gecirilmis GIS kanamasi ve perforasyon
hikayesi olan olgular,

3) MALT 'oma,
4) Mide Ca nedeniyle mide ameliyati olanlar,

5) Birinci derece yakinlarinda mide kanseri
olanlar,

6) Preneoplastik lezyon saptanan olgular.



H. Pylori’de yeni tedavi yaklasimlari:

Lipozomal Linoleik Asit (Lipo LLA)

Sentetik antimikrobiyal peptid Pexiganan
Probiyotikler

Phytomedicine (Kekik yagi, tarcin, karanfil yagi)
N-Asetil sistein, capsaicin, red ginseng

Yesil cay, Kirmizi sarap

Fotodinamik tedavi

Asi (Ureaz’a karsi preventif asi = Etkinlik %71,8) (Cin)

Baskilanmis T hucre yanitinin yeniden immiunizasyon ile
ortaya cikarilmasi (Almanya)
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Oxidative Stress in Helicobacter pylori Infection: Does Supplementation with
Vitamins C and E Increase the Eradication Rate?
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Abstract

Aim: This study aims to assess the antioxidant property of vitamins E and C in Helicobacter pylori infection, and to determine if adding then

Sk o "l S 3 LN

to standard triple therapy plus bismuth subcitrate increases the H. pylor eradication rate.

Methods: This study included 160 patients infected with H. pylori, who were randomized into one of two groups. Patients in group A (n = 8(
received lansoprazole (30 mg, b.i.d.), amoxicillin (1000 mg, b.i.d.), clanthromycin (500 mg, b.i.d.), and bismuth subcitrate (300 mg, q.i.d.) for
14 days, while patients in group B (n = 80) received vitamin C (500 mg, b.i.d.) and vitamin E (200 IU, b.i.d.) for 30 days, in addition to
lansoprazole (30 mg, b.i.d.), amaoxicillin (1000 mg, b.i.d.), clarithromycin (500 mg, b.i.d.}, and bismuth subcitrate (300 mg, g.i.d.) for 14 days.
Total antioxidant capacity (TAC) was evaluated with a Randox kit. Success rate was calculated using both intention-to-treat (ITT) and per-
protocol (PP) analyses.

Results: One hundred and sixty patients were analyzed using ITT analysis. One hundred and fifty-three patients completed the study. In
group A, H. pylor eradication was achieved in 48 (60%) of the 80 patients included in the ITT analysis, and in 48 (64%) of the 75 patients
included in the PP analysis. In group B, H. pylon eradication was achieved in 73 (91.25%) of the 80 included in the ITT analysis and in 73
(93.5%) of the 78 patients included in the PP analysis. The eradication rate was significantly higher in group B than in group A (p < 005).
TAC was at the lower limit of normal in both groups and the difference between them was not statistically significant (p = .05).

Conclusion: Ingroup B, H pylori eradication rate was 91.25%, which is higher than the ideal 80% eradication rate. The results of the
present study show that adding the prescribed doses of vitamins E and C to antimicrobial therapy is effective in eradicating H. pylori infection
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Influence of vitamin C and E supplementation on the eradication
rates of triple and quadruple eradication regimens for
Helicobacter pyloriinfection
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ABSTRACT

Background/Aims: In our study, we aimed to assess the effect of vitamin E and C supplementation to triple and qua-
druple Hellcobacter pylor eradication regimens.

Materials and Methods: Four hundred patients with H. pylod infection were classified into four groups. Patients in
group A (n=100) received amoxicillin, clarithromycin, and lansoprazole for 2 weeks. In group B, patients {n=100) re
ceived vitamins C and E for a month, in addition to amaoxicillin, clarithrormycin, and lansoprazole for 2 weeks. Patients in
group C (n=100) received amaxicillin, clarithromycin, lansoprazole, and bismuth subcitrate for 2 weeks, whereas those
ingroup D (n=100) received vitamins C and L for a month, in addition to amaoxicillin, clarithromydn, lansoprazole, and
bismuth subcitrate for 2 weeks. H. pylor eradication was assessed with the C14 urea breath test 2 months after the end
of the therapy. The eradication rate was assessed using per-protocol (PP) and intention-to-treat (ITT) analyses.

Results: Three hundred forty-eight patients finished the study, The eradication of H pylor was achieved in 63 of 84
patients (75%) by PP and 63 of 100 {63%) by ITT analysis in group A, 60 of 84 (71.4%) by PP and 60 of 100 (60%) by ITT
analysis in group B, 72 of 89 (80.9 %) by PP and 72 of 100 (7 2%) by ITT analysis in group C, and 76 of 91 (83.5%) by PP
and 76 of 100 (76%) by ITT analysis in group D. There was no remarkable change between groups A and B (p=0.05).
Similar results were also found between groups D and C (p=>0.05).

Conclusion: This study revealed that supplementing vitamins C and E to either the triple or quadruple therapies did
not provide an additional advantage for achieving significantly higher eradication rates for H. pylori.

Keywords: Heficobacter pylor, eradication rate, bismuth subcitrate, vitamins E and C




Use of probiotics as an adjuvant to sequential H. pylori eradication
therapy: impact on eradication rates, treatment resistance,
treatment-related side effects, and patient compliance

Avhan Hilmi Cekin', Yasin Sahintdrk?, Ferda Akbay Harmandar', Seyit Uyar’, Basak Odguz Yolcular®,

Yesim Cekin®

"Department of Gastroenterology, Unhversity of Health Soences Antalya Training and Research Hospital, Antalya, Turkey
‘Department of Internal Medicine, University of Health Sdences Antalya Training and Research Hospital, Antalya, Turkey
Department of Blostatistics and Medical Informatics, Akdentz Liniversity Schoal of Madicne, Antalya

Department of Microbiology, Unlversity of Haalth Sclences Antalva Training and Research Hospital, Antalya, Turkey

ABSTRACT

Background/Aims: To evaluate the effect of probiotics administered as an adjuvant to sequential Hellcobacter
pytori (H. pylori) eradication therapy on treatment outcome and patient compliance.

Materials and Methods: In total, 159 patients with H. pylori infection receiving sequential H. pylori eradica-
tion therapy were included in this randomized placebo-controlled study. Starting from day 0 of sequential
eradication therapy (ERA), patients in the ERA+probiotic group [n=53, mean (SD) age: 47.7 (14.0) years, 54.7%
were females] also received a probiotic supplement with Bifidobacterium animalis subsp. lactis B34 (1 capsule/
day), patients in the ERA+placebo group [n=52, mean (SD) age: 46.4 (13.4) years, 51.9% were males] received
placebo treatment (1 capsule/day), and patients in the ERA-only group [n=54, mean (SD) age: 463 (11.9) years,
55.6% were females] received no additional treatments. Eradication rates, patient compliance, and side effects
of eradication therapy were recorded in each treatment group.

Results: Significantly higher eradication rates were noted in the ERA+probiotic group (86 8% vs. 70.8%, p=0.025)
than in the combined ERA {(ERA-only and ERA-placebo) group. Non-compliance with anti-H. pylori treatment
was noted in 24 (15.19%) of 159 patients. Lower rates of first week treatment non-compliance due to diarrhea
(1.88% vs. 12.26%, p=0.036) were noted in the ERA+probiotic group than in the combined ERA (ERA-only and
ERA-placebo) group. Treatment resistance (p: 0.389) was similar between the groups, indicating pure antibiotic
resistance without any compliance problems. The number needed to treat for an additional beneficial outcome
(NNTB) was 6.2 (C1 95%, 3.5 to 28.9) for probiotic use.,

Conclusion: In conclusion, adjuvant administration of probiotic (B. animalis subsp. lactis) in 2-week sequential H.
pyiori eradication therapy is associated with a higher H. pyiori eradication rate, lower first week diarrhea-related
treatment discontinuation rates, less common self-reported side effects, and higher treatment compliance.

Keywords: H. pylori, eradication, sequential therapy, probiotics, side effects, patient compliance
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Helicobacter pylori treatment in Turkey: Current
status and rational treatment options
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ABSTRACT

According to the TURHEP study, the prevalence of Helicobacter pylori in Turkey is 82.5%. After FDA approval in 1995, many
countries have used standard triple therapy (proton pump inhibitor 40 mg b.i.d clarithromycin 500 mg b.i.d and amoxicillin 1
gr b.i.d) for Helicobacter pylori treatment. In the beginning, eradication rates were above 90% in many countries; however,
current studies have demonstrated a prominent decrease in successful treatment rates, even down to 60%. This unfavor-
able reduction stimulated searches for new treatment protocols. Treatment protocols differ according to country, prevalence,
cost-effectiveness, antibiotic resistance, CYP2C19 polymorphism and eradication rates. Thus, each country/region needs to
revise its own therapeutic results and the efficacy of various eradication regimens in the treatment of Helicobacter pylori.
This report aims to review the current status of Helicobacter pylori treatment in Turkey and to provide recommendations for
rational therapeutic considerations for the eradication of the bacterium.

Keywards: Eradication; Helicobacter pylari; proton pump inhibitors; Turkey.

Cite this article as: Kaplan M, Tanoglu A, Duzenli T, Tozun AN. Helficobacter pylori treatment in Turkey: Current status and rational
treatment options. North Clin Istanb 2020;7(1):87-34,



TRBLE 4. Recommendations of classical treatment protocols TRBLE 5. New and experimental approaches for the

in case of high darithromycin resistant patients treatment of HP

First-line treatment Quadruple treatment containing Lipasomal Linoleic Acid (Lipo LLA)
bismuth* Synthetic antimicrobial peptide; Pexiganan
If not possible, sequential or Probiotics

quadruple (without bismuth) therapy
Second-line treatment Levofloxacin triple therapy (attention
to increasing levofloxacin resistance)

Phytomedicine (thyme oil, cinnamon, clove oil)
N-Acetyl cysteine, capsaicin, red ginseng
Green tea, red wine

Third-line treatment/ Treatment according to antimicrobial .

S Photodynamic therapy
rescue treatments susceptibility and culture results i i inat st off
Penicillin allergy Bismuth guadruple therapy accriation (preveriive vaccnation against urease - efficacy

71.8%) (China)
Re-immunization of suppressed T cell response (Germany)

*Tetracydine resistance is rare, metranidazole resistance s widespread but can
be overcome by prolonging the treatment duration.

TRBLE 6. Hp eradication rates in different CYP2C19 genotypes

Eradication rate

Treatment Fast Moderate Slow
metabolizing (%)  metabolizing (%) metabolizing (%)

Dual therapy; PPI + Amoxicillin 50 &4 97
Triple therapy; PPI + Amoxicillin 4+ Clarithromycin 76 89 an
Quadruple therapy; PPI 4+ Amoxicillin + Clarithromycin + Metronidazole 80 98 100



TABLE 1. Indications for H. Pylori treatment

Conditions reguiring treatment:

1. Duodenal or gastric ulcer {without activity or complication)

2. MALT-lymphoma (gastric)

3. Atrophic gastritis

4. Story of previous gastric surgery

5. Gastric cancer in first-degree relatives

6. If the patient him/herself wants Hp eradication therapy
Conditions where treatment can be recommended:

1. Dyspepsia patients

2. Gastroesophageal reflux disease patients

3. NSAID users

4. Idiopathic thrombocytopenia
5. Unexplained anemia of iron deficiency

6. Other controversial extragastric conditions (such as IHD, DM)

TRBLE 2. Drugs which are used in Hp treatment

Antibiotics
Amaxicillin (A) 2X1000 mg
Clarithromycin (K) 2X500 mg
Metranidazole (M) 3X500 mg
Tetracycline (T) 4X500 mg
Levofloxacin (L) 1X500 mg
Tinidazole (Ti)
Doxycycline (D)
Furazolidone (F)
Rifabutin (R)

PPIs
Omeprazole (Q)
Lansaprazole (L)
Pantoprazole (P)
Esomeprazole (E)
Rabeprazole (R)

Bismuth salts (4X1)
Ranitidine bismuth citrate
Colloid bismuth citrate
Bismuth subsalicylate

PPls: Proton pump inhibitors.

TABLE 3. European Medicines Agency recommendation for
antibiotic sensitivity and Hp resistance rates (%)

European Medicines Agency recommendation for antibiotic

sensitivity:
Generally sensitive <10
Rarely sensitive 10-50
Usually resistant =50

Clarithromycin is important for areas with the resistance of less
than 20%:; primary treatment can still be applied as a classical
3-drug therapy.

Resistance rates in Hp treatment:

Clarithromycin Approximately 40-50
Levofloxacin 41
Metronidazole 50-76
Amoxycillin 0.5-1.1



TABLE 7. Recommendations for HP eradication

1) Bismuth quadruple therapy (PPI + Bismuth + Two antibiotics)*
2) Bismuth-out quadruple therapy (PPI + Three antibiotics)
3) High dose PPI (4X1) + Amoxicillin 500 mg (4x1) + Tetracycline 500 mg (3 x 1) + Metronidazole 500 mg (3 x 1)

First-line therapy:

Second-line therapy:

Third-line therapy

Fourth-line therapy

Bismuth containing quadruple therapy
Esomeprazole 40 mg or rabeprazole 20 mg th 3x1
Colloidal bismuth subcitrate 300 mg th 4x1
Tetracycline 500 mg tb 4x1

Metronidazole 500 mg tbh 3x1

Concomitant (without bismuth) quadruple therapy:
Esomeprazole 40 mg or rabeprazole 20 mg th 3x1
Amaoxicillin 750 mg tb 3x1

Metronidazole 500 mg tb 3x1

Clarithromycin 500 mg th 2x1

Levofloxacin Bismuth containing quadruple therapy:
Esomeprazole 40 mg or rabeprazole 20 mg th 3x1

Colloidal bismuth subcitrate 300 mg th 4x1

Amoxicillin 750 mg tbh 3x1

Levofloxacin 500 mg th 2x1

Culture + Treatment should be arranged according
to antibiogram result

OR Sequential treatment without bismuth

7 days;

Esomeprazole 40 mg or rabeprazole 20 mg th 3x1
Amoxicillin 750 mg th 3x1,

7 days;

Esomeprazole 40 mg or rabeprazole 20 mg th 3Ix1
Tetracycline 500 mg tb 4x1

Metronidazole 500 mg tb 3x1

OR Hybrid therapy:

7 days;

Esomeprazole 40 mg or rabeprazole 20 mg th 3Ix1
Amaoxicillin 750 mg tb 3x1

7 days;

Esomeprazole 40 mg or rabeprazole 20 mg th 3x1
Amaoxicillin 750 mg tb 3x1

Clarithromycin 500 mg tbh 2x1

Metronidazole 500 mg th 3x1

OR Sequential treatment with levofloxacin:
7 days;

Esomeprazole 40 mg or rabeprazole 20 mg th 3x1
Amoxicillin 750 mg tbh 3x1

7 days;

Esomeprazole 40 mg or rabeprazole 20 mg th 3Ix1
Amoxicillin 750 mg tbh 3x1

Levofloxacin 500 mg tb 2x1

OR 14 days;

Esomeprazole 40 mg or rabeprazole 20 mg th 3x1
Amoxicillin 750 mg tbh 3x1

Rifabutin 150 mg th 2x1

OR 7 days;

Esomeprazole 40 mg or rabeprazole 20 mg th 3x1
Colloidal bismuth subcitrate 300 mg th 4x1
Tetracycline 500 mg tb 4x1

Furazolidone 200 mg th 2x1
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ABSTRACT

Aim: Helicobacter pylori (H. pylori} eradication is still an
important issue in countries with high antibiotic resistance.
This study aimed to compare the efficacy and safety of two
bismuth-containing treatment modalities in H. pylori treat-
ment in Turkey.

Material and methods: subjects with H. pylori infection
who were treated with either bismuth-containing quadru-
ple therapy (pantoprazole 40 mg bid, tetracycline 500 mg
gid, metronidazole 500 mg tid, bismuth subcitrate 262 mg
gid daily) (BQT groupl or modified quadruple therapy (pan-
toprazole 40 mg bid, amoxicillin 1g bid, metronidazole 500
mg tid, bismuth subcitrate 262 mg gid daily) (MBQT group)
for 14 days were compared, retrospectively. The eradication
success rate, adverse events related to the medications and
compliance were investigated.

Results: a total of 128 patients in the BQT group and 102
patients in the MBQT group completed the treatment. The
overall rate of adverse events was significantly higher in
the BAT group compared with the MBQOT group (39.4 % vs
18.6; p: 0.001). Among the adverse events, nausea-vomiting
and abdominal discomfort was significantly more frequent
in the BQT group than in the MBQT group (p: 0.001). The
adverse events were mild-moderate in both groups and
life threatening adverse events were not present in any of
the patients.

Conclusion: although both regimens were highly effective
and safe in H. pylori eradication, both intention-to-treat
{ITT) and per-protocol {PP) eradication rates were higher

. Gastroenterology Department. Ufuk University Hospital. incek
o.com

and adverse events were lower in the modified quadruple
therapy group. Modified quadruple therapy should be kept
in mind for the first-line treatment of H. pylori in regions
with high clarithromycin and metronidazole resistance.

Keywords: H. pylori. Quadruple therapy. First-line treat-
ment.

INTRODUCTION

Helicobacter pylori (H. pylori} is a gram-negative bacteri-
um. More than 50 % of the world population is affected
by this pathogen, which causes a public heaith problem
waorldwide. The International Agency for Research on Can-
cer classified H. pylori as a carcinogen because it is associ-
ated with peptic ulcer, mucosa-associated lymphoid tissue
{MALT) lymphoma and gastric adenocarcinoma (1,2). Due
to the increased prevalence of antimicrobial resistance of H.
pyiori, eradication success rates with standard treatment
regimens have fallen worldwide {3-5).

In the Maastricht V Consensus Conference report, bis-
muth-containing quadruple treatments are suggested as
the best alternative first-line treatment in populations with
dual clarithromycin and metronidazole resistance higher
than 15 % {6). In recent studies, bismuth add-on regimens
were defined as the most effective in the first line treatment
of H. pylori infection (7).
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Abstract

Background: Eradication rates of Helicobacter pylori have declined 1o
unacceptable levels in recent years. New and effective treatment options are
warranted both as a first and second line treatment.

Aim: To test an effectiveness of modified sequential therapy with levofloxa-
cin for H, pylori eradication in Turkey.

E-mail: ahmet aydin@ege edu tr

——>

Material and Methods: Helicobacter pylori infected dyspeptic patients were
included to the study. Subjects were treated with modified sequential
therapy consisting of rabeprazole 20 mg b.id. and amoxicillin 1 ¢ bid., for
7 days followed by rabeprazole 20 mg b.i.d, levofloxacin 500 mg g.d. and
metronidazole 500 mg b.i.d for the remaining 7 days.

Results: Sixty-three treatment naive patients and 37 previous treatment fail-
ures were enrolled to the study (59 F, 41 M, age: 21-80 years). There was
five drop out. Helicobacter pylori eradication was achieved in 80 patients,
intention-to-treat  (ITT): 80% (95% CI: 71-87%) and per-protocol (PP):
B84.2% (95% CI: 75-91%), totally. In treatment naive patients ITT and PP
eradication rates were 82.5% (95% CI 71-21%), and 86.7% (95% CI:
75-94%), respectively. As a second line treatment eradication was successtul
in ITT 75.7%.(95% CI: 59-88%)), and PP 80% (95% CI: 63-92%).Mild side
effects were reported by 8 patients (8.4%).

Conclusions: Sequential therapy using “rabeprazole and amoxicillin 7 days
followed by rabeprazole, metronidazole and levofloxacin for 7 days” is a
new regimen with acceptable eradication rates in naive patients in Turkey.
Further modifications in the dose or duration of this new sequential therapy
might increase its effectiveness as both first and second line treatment.
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ARTICLE INFO ABSTRACT

Article history: Background and study aims: The success rate of Helicobacter pylori (H. pylori) eradication with the classical
Received 20 July 2016 triple therapy is gradually declining. In this study, we aimed to compare and assess the efficacies of six
Accepted 2 May 2017 different eradication regimens including sequential protocols,

eilatne poriee ot Patients and methods: Endoscopically confirmed nonulcer dyspepsia patients were enrolled.

H. pylori presence was determined either histologically or by a rapid urease test. Treatment-naive

Keyvamds: patients were randomly assigned to an either one of three 10-day (0AC, OTMB, and OACB) or ane of three

By - sequential protocols (OA+OCM, OA+OCME, and OA+OMDB) (O =omeprazole, A=amoxicillin,

Helicobacter pylori eradication H ; _ L 3 5 REE

Sequential therapy C = clarithromycin, T = tetracycline, M= m.etrcmdazo]e_ B = bismuth, D = doxycycline). The eradication

Traarimpig Bilore was assessed 6-8 weeks after the completion of the treatment by a "C-urea breath test.

Triple therapy Results: In total, 301 patients were included. Fifty-two percent of the participants (n = 157) were female,
and the mean age was 44.9 years (range = 18-70). The intention to treat (ITT} and per protocol (PP)
eradication rate for each regimen is as follows: OAC (ITT = 61.2%, PP = 75%), OTMB (83.3%, 87%), DACE
(76.5%, 79.6%), OA+O0CM (72.3%, 73.9%), OA+OCMB (82.7%, 89.6%), and OA+OMDB (59.3%, 65.3%).
Smoking significantly affected the eradication rate (P=0.04).
succeeded to reach the eradication rate proposed by the Maastricht consensus {over 80%). These two
bismuth-containing regimens could be considered for first-line therapy in the regions with high
clarithromycin resistance.

@ 2017 Pan-Arab Association of Gastroenterology. Published by Elsevier B.V. All rights reserved.
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ABSTRACT

Background/Aims: The duration of Helicobacter pylori (H. pylori) eradication therapy as a range (e.q., 10-14 days) is an ignored problem.
Thete is no any particular treatment duration described in current guidelines, and the conditions for when to use 10-day therapy vs,
14-day therapy have not been elucidated. The aim of this study is to determine an effective and relioble H. pylori treatment duration in
clinical practice. There were four different treatment modalities administered to groups, and success rates were compared.

Muaterials and Metheds: Patients were eligible to participate in the study if they hod o biopsy-proven H. pylori infection. Each patient
was randomly assigned to one of the four treatment groups according to o predetermined sequence: 14-day or 10-day bismuth-con-
toining quadruple therapy (BOT) groups and 14-day or 10-day moxifloxacin-bismuth-combined treatment {MBCT) groups.

Results: A total of 216 paotients (54 per group) were envolled. Two-hundred six patients (95.3%) completed therapy. There was no sig-
nificant difference in the eradication rates between those patients who received 10- and 14-days BQT regimens (p=0.67). The 14-B@QT
protocol had the highest eradication rate, the MBCT regimes had the highest compliance, and the 10-MBCT protocol had the poorest

results for H. pylori eradication. The posttreatment questionnaire on adverse effects identified nausea/vomiting as the most common
side effect (35.7%).

Conclusion: Overall, the results of our study suggest that shortening the BQT protocol duration to 10 days does not weaken the H. pylori
eradication rate. Moreover, gquinolone-containing therapies with the lowest eradication rote among the groups should not be offered as
a salvage treatment in case of the BQT failure.

Keywords: Eradication rate, Helicobacter pylor, treatment duration
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ABSTRACT

'Aims: This study aims at evaluating the mean eradication rate by o systematic compilotion of the studies which involved
the standard triple therapy (STT) in first-line Helicobacter pylori (Hp) erodication in Turkey over a period of 10years between 2004 ond
2013 using the meta-analysis method.
Materials and Methods: The systematic compilotion and meta-analysis were corried out occording to the PRISMA standards defined
in the Cochrone handbook. The results of full-text studies published in national and internotionol journals in English and Turkish lan-
guages on Turkish populotion in o period of 10 years, from 2004 to 2013, ore included in this study. The studies include open-iabel trials,
controlled trials, treatment arms, and case series that included a triple therapy regimen consisting of stondard doses of a proton pump
inhibitor (PPl omeprozole 20 mg BID, lonsoprazole 30 mg BID, pantoprozole 40 mg 81D, esomeprazole 40 mg BID, or rabepraozole 20 mg
BID) along with clarithromycin 500 mg BID ond amoxicillin 1 g BID for 7-14 days. They were scanned electronically vio the search engines
Goegle Scholar, PubMed, and the Turkish Medicine Index using specific keywords. The related keywords used were Turkey, Helicobacter
pylori, infection, standard triple treatment, first-line therapy, eradication, omeprozole, lonsoprazole, pantoprazole, rabeprazole, esome-
prazole, clorithromycin, and omoxicillin. Studies carried out with odults were included in the evaluation. The publication year of the stud-
ies and the included number of patients, their age, gender, treatment duration (7, 10, and 14 days), and PPis used were evaluated by two
separate gostroenterologists ond biostatisticions. Studies that used ot least one reliable method (histology, urea breath test (UET), or
Helicobacter pylori stool antigen (HpSA) test) four weeks after completing the treatment for the control of Hp eradication were included.
Only noive patients were occepted, ond potients who hod previously received erodication treatment were excluded. The effectiveness of
the Hp eradication was analyzed using an intention-to-treat (ITT) or per-protocol (PP) analysis.
Results: The STT regime of 45 studies complying with the inclusion criteria was evaluated. A totol of 3715 patients were included in the
study. Of the 3010 patients whose gender information was avaoilable. 55% were women ond 45% were men; the weighted oge averoge
given explicitly in the studies was 42.14+0.67. The treatment lasted for 14 days in 42 studies, for 7 days in six studies, and for 10 days in
1 study. The erodication rotes evaluoted occording to the [TT and PP analyses were 60% (95% Cl: 56%-63%) and 57% (95% CL-51%-
62%), respectively. The rates for ¥ days of treatment were 57% (95% CL 46%-68%) and 80% (95% Ci: 51%-67%) and for 14 days of
treatment were 60% (95% Cl: 56%-63%) and 56% (95% CI: 50%-62 %), respectively. The ITT eradicotion rote of the only 10-daoy study
waos 78% (95% Cl: 66%-86%). In the meto-regression analysis, the treatment duration, PPI, age, and gender ratio (women/men) used

for the ITT analysis had no effect. The gender ratio and age were not considered in this analysis because they were not clearly stated in
L L 1 4 ad bod oo effect

Conclusion: A systemaotic meta-analysis of studies conducted during the period 2004-2013 in Turkey revealed that the rote of first-line
Hp eradicotion using STT was unacceptably low, and the duration of treotment and PPl used made no difference.

Keywords: | urkey, Helicobacter pylor), infection, first-line therapy, stanaard triple treatment, erodication
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Helicobacter pylori Eradication: A Single-Center Study
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ABSTRACT
Objective: Many treatment protocols are used in Helicobocter pylon eradication treatment within the frame-

work of factors such as antibiotic resistance, drug side effects, patient compliance, and regicnal differences.

Materials and Methods: H. pyior was diagnosed with upper gastrointestinal system endoscopic biopsy in the
Internal Diseases Gastroenterology Endoscopy Unit of Atatirk University Medical Faculty Hosptal: a total
of 229 patients over the age of | 8 were evaluated prospectively by dividing them into 3 groups and apphying
3 different H. pylori eradication treatment protocels,

Results: A total of 229 patients who completed the treatment were included in the study. H. pyfor eradica-
ticn was achieved in |B& patients and not achieved in 43 patients. The H. pylon eradication success of our
study was fourd to be B1.2%. Among the 84 patents in group |, while H. pylor eradication was achieved in
&7 of them, it was not achieved in | ¥ patients. The eradication success of guadruple treatment with bismiuth
was 79.8% Also, among the 68 patients in group 2. while H. pylori eradication was achieved in 55 patients,
it was not achieved in 3. The eradication success of the |4-day hybrnd treatment was B0.9%. Among the
77 patients in group 3, while H. pylor? eradication was achieved in &4 patients, it was not achieved in 13, The
eradication success of the | 0-day sequential treatment was 83.1%

Conclusion: It is necessary to conduct studies to find the most successful eradication regimen in primary
care treatment of H. pylor in our country, to determine the regional antibiotic resistance rates, to ndnadualize
the proton pump inhibitor treatment due to metabolism and resistance differences. to examine the factors
that stop from achieving the desired eradication success, and especally to avoid unnecessary antibiotic use.

Keywords: Helicobacter pylori eradication, hybrid and quadruple therapy protocols
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Abstract

Background The eradication rate of clarithromycin-based standard triple therapy (STT) for Helicobacter pylori infection
has decreased due to clarithromyein resistance (CR). We evaluated the cost-effectiveness of tailored therapy according to
CR test results, and compared the results of STT with those of empirical bismuth quadruple therapy (BQT).

Methods The prospectively collected data of 490 H. pylori-positive patients with chronic gastritis or peptic ulcer disease
were retrospectively analyzed. Among them, 292 patients underwent CR testing using dual-priming oligonucleotide-based
polymerase chain reaction. The tailored group (n=282) consisted of patients treated with STT for 7 days and BQT for
10 days as per their CR test results. The remaining patients were assigned to the empirical group (n= 198) and received BQT
for 10 days without a CR test. The eradication rate, adverse events and medical costs associated with H. pylori eradication
therapy were investigated.

Results In the tested patients (tailored group), the CR-positive rate was 32.2% (n =94/292). The eradication rate according
to an intention-to-treat analysis was 87.7% in the tailored group and 91.8% in the empirical group (P=0.124): the respective
rates were 94.4% and 97.9% by per-protocol analysis (P=0.010). The frequency of adverse events was lower in the empiri-
cal group than the tailored group (35.1% vs. 52.7%, P <0.001). Total per capita medical costs were $406.50 and $503.50,
respectively.

Conclusions Ten-day empirical BQT was more effective, safer, and less expensive than tailored therapy based on a CR test
for H. pylori eradication.

Keywords Helicobacter pylori - Clarithromycin - Bismuth - Cost-effectiveness - Resistance - Eradication
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Abstract: Helicobacter pylori (H. pylori) is a 0.5-1 pm wide, 2—4 um long, short helical, S-shaped Gram-
negative microorganism. It is mostly found in the pyloric region of the stomach and causes chronic
gastric infection. It is estimated that these bacteria infect more than half of the world's population.
The mode of transmission and infection of H. pylori is still not known exactly, but the faecal-oral and
oral-oral routes via water or food consumption are thought to be a very common cause. In the last
three decades, research interest has increased regarding the pathogenicity, microbial activity, genetic
predisposition, and clinical treatments to understand the severity of gastric atrophy and gastric
cancer caused by H. pylori. Studies have suggested a relationship between H. pylori infection and
malabsorption of essential micronuirients, and noted that H. pylori infection may affect the prevalence
Ol MalNULTIHoN 1 SOMe TSK groups. Uil the olner Nand, dietary factors may play a consideraply |
important role in H. pylori infection, and it has been reported that an adequate and balanced diet,
especially high fruit and vegetable consumption and low processed salty food consumption, has a
protective effect against the outcomes of H. pylori infection. The present review provides an overview

of all aspects of H. pylori infection, such as clinical features, treatment, and nutrition.

Keywords: H. pylori; nutrition; infection; diet; clinical treatment
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ARTICLE INFO ABSTRACT

Article history: Objectives: The efficacy of conventional systemic antibiotic therapy for eradication of

Available online 18 September 2020 Helicobacter pylori has been seriously challenged by antibiotic resistance. Identification of
alternative therapeutic strategies might help to overcome this limitation. The aim of this

Key words: study was to update previous meta-analyses that investigated the effect of periodontal

Periodontal medicine treatment on gastric H. pylori eradication.

Helicobacter infections Methods: A systematic electronic search of the literature was conducted to identify all pub-

Extragastric reservoir lished clinical trials that compared the effect of adjunct periodontal treatment on conven-

tional systemic H. pyleri eradication therapy.

Results: The updated analysis (consisting of 541 participants representing six studies)
demonstrated that, compared with conventional systemic eradication therapy alone, the
addition of periodontal treatment resulted in improvements in gastric H. pylori eradication
rates with OR 4.11 (P=0.01). Moreover, not to lose any data, the previously presented
Chinese results that could not be assessed by any available mechanism deduced from pre-
viously published meta-analysis and with other records were re-analysed. Similarly, the
second meta-analysis adding up to a final cluster of 10 studies (909 participants) gives fur-
ther credence to periodontal treatment as a useful concomitant therapy in the H. pylori
eradication therapy (odds ratio [OR]=2.65; P=0.0002). Finally, the meta-analysis of four
trials consisting of 177 cases and 161 controls showed that periodontal treatment
also improved non-recurrence rates of gastric H. pylori infection, with an OR of 5.36
[P-value = 0.0002).

Conclusion: Although the inclusion of five additional clinical trials in this updated meta-
analysis has not changed the result of the previous review, the current meta-analysis is

superior for having removed one study involving the use of chlorhexidine, which did not
meet appropriate criteria for inclusion. Our results strengthen the value of periodontal
treatment as an adjunctive remedy. Consistency of these results suggests that the incorpo-
ration of professional periodontal treatment with systemic eradication therapy may be a
wige strategy, enhancing the efficacy of H. pylori eradication therapy. Systematic review
2021 The Authors. Published by Elsevier Inc. on behalf of FDI World Dental Federation.
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Hp-Positive Chinese Patients Should Undergo
Colonoscopy Earlier and More Frequently: The
Result of a Cross-Sectional Study Based on
13,037 Cases of Gastrointestinal Endoscopy
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Meawcal Universidy, Hangehou, China, ¥ Departmentd of Gastroenterology, The Frst Afflated Hospifal of Zhepang Chinese Medical
Univarsity, Hangzatou, China, * Deparirment of Genersl Fractica, The First Affisted Hospital of Zhegiang Ghinese Meacal
University, Hangzhou, China



Background: In China, the prevalence and mortality of colorectal cancer (CRC) have
always been high, and more than 95% of CRC cases have evolved from colorectal polyps
(CPs), especially adenoma. Early detection and treatment of CPs through colonoscopy is
essential to reduce the incidence of CRC. Helicobacter pylori (Hp) is regarded as a risk
factor for gastritis and gastric cancer and may also be a risk factor for CPs and CRC.
However, few studies based on vast clinical cases exist in China to clarify whether Hp is a
risk factor for CPs and CRC, and whether Hp-positive patients need to undergo
colonoscopy checks earlier. This article attempts to make up for that deficiency.

Method: This cross-sectional study was conducted based on 13,037 patients without a
treatment history of Hp who underwent their first gastroscopy and colonoscopy
simultaneously at The First Affiliated Hospital of Zhejiang Chinese Medical University
from January 2018 to December 2019. Pearson %~ test and logistic regression were used
to determine whether Hp is arisk factor for CPs and CRC. Multifactor analysis of variance
was used to define the impact of Hp on CPs prevalence with different ages, sexes.

Results: For Chinese individuals, Hp is arisk factor for CPs and CRC. The odds ratio (OR)
value are 1.228 (95% Cl, 1.130 to 1.336) and 1.862 (95% Cl 1.240-2.796), respectively.
Hp-positive patients have a higher probability of multiple or large intestinal polyps.
However, Hp infection does not increase the incidence of adenomas, nor does it affect
the pathological type of adenomas. The OR of Hp on the risk of CPs was 1.432 (95%Cl
1.275-1.608) for males but increased to 1.937 (95%CI 1.334-2.815) for those aged 35 fo
40. For females, the results were similar.

Conclusions: For the Chinese, Hp is a risk factor for CPs and CRC (OR>1); the infection
of Hp increased CPs risk in Chinese of all ages, especially aged 35-40, suggesting that
Hp-positive patients should undergo colonoscopy freguently.

Keywords: colorectal polyps, colorectal cancer, adenoma, cross-sectional study, age, Chinese




Tartisma:

13.037 vakada Hp enfeksiyon orani %25,2 idi. Kadinlarda
orani %23,6 erkeklerde Hp enfeksiyon oranini %26,7 idi.

Kadinlarda biraz daha yuksek

Ancak calismada Hp pozitiflik derecesinin kolorektal
polip ve malignite riskini orantili olarak artirmadigini
gostermektedir. Ancak pozitifligin maligniteyi
tetikledigini disinmekteyiz.

Positive Hp rapidly activates the cyclooxygenase 2 (COX-

2) and increases the expression of P53, thus increasing
the incidence of CPs and CRC.




SONUC:

(1) Hp pozitifligi, CP'ler ve CRC insidansini artiracaktir. Ancak Hp enfeksiyonunun derecesi insidansi

etkilememektedir.
(2) Hp-pozitif hastalar ¢oklu polip gelistirmeye yatkindir.
(n > 2) ve daha buylk polipler (cap > 10 mm).

(3) Hp pozitifligi, adenomlarda P53 ekspresyonu lzerinde bir etkiye sahiptir. Adenomlarin olusumunu ve
patolojik olarak morfolojisi CRC'lere donlisimiini artirmaktadir, ancak adenomlarin olusumu lzerinde etkisi

yoktur.

(4) 35-40 yas arasi Hp-pozitif Cinli hastalarda CP prevalansi diger yas gruplarina gére anlamli olarak yiksektir,

Hp ile 35-40 yas arasi Cinli bireylerin HP Pozitif olanlar diizenli olarak kolonoskopi yaptirmahdir.



Helicobacter pylori
Original research
Helicobacter pyloripromotes colorectal carcinogenesis by

deregulating intestinal immunity and inducing a mucus-degrading
microbiota signature
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Abstract

Objective Helicobacter pyloriinfection is the most prevalent bacterial infection worldwide. Besides being the most important risk
factor for gastric cancer development, epidemioclogical data show that infected individuals harbour a nearly twofold increased risk
to develop colorectal cancer (CRC). However, a direct causal and functional connection between H. pyloriinfection and colon

canceris lacking.

Design We infected two Apc-mutant mouse models and C57BL/6 mice with H. pyloriand conducted a comprehensive analysis of
H. pylor-induced changes in intestinal immune responses and epithelial signatures via flow cytometry, chip cytometry,
immunochistochemistry and single cell RNA sequencing. Microbial signatures were charactenised and evaluated in germ-free mice

and via stool transfer experiments.

Results H. pyloriinfection accelerated tumour development in Apc-mutant mice. We identified a unique H pylor-driven immune
alteration signature characterised by a reduction in regulatory T cells and pro-inflammatory T cells. Furthermore, in the intestinal
and colonic epithelium, H pyloriinduced pro-carcinogenic STAT3 signalling and a loss of goblet cells, changes that have been
shown to contribute—in combination with pro-inflammatory and mucus degrading microbial signatures—to turmour
development. Similar immune and epithelial alterations were found in human colon biopsies from H. pylorrinfected patients.
Housing of Apc-mutant mice under germ-free conditions ameliorated, and early antibiotic eradication of H. pylorinfection

normalised the tumour incidence to the level of uninfected controls.

Conclusions Our studies provide evidence that H pyloriinfection is a strong causal promaoter of colorectal carcinogenesis.

Therefore, implementation of H. pylorstatus into preventive measures of CRC should be considered.
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HP-NAP of Helicobacter pylori:
The Power of the Immunomodulation

Gaia Codolo’, Sara Coletta’, Mario Milco D’Elios** and Marina de Bernard"*

' Department of Biology, University of Padova, Padova, ltaly, © Department of Experimental and Chnical Medicine, University
of Frenze, Firenze, italy

The miniferritin HP-NAP of Helicobacter pylori was originally described as a neutrophil-
activating protein because of the capacity to activate neutrophils to generate oxygen
radicals and adhere to endothelia. Currently, the main feature for which HP-NAP is known
is the ability to promote Th1 responses and revert the immune suppressive profile of
macrophages. In this review, we discuss the immune modulating properties of the protein
regarding the H. pylori infection and the evidence that support the potential clinical
application of HP-NAP in allergy and cancer immunotherapy.
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Controlling the Impact of Helicobacter pylori-Related
Hyperhomocysteinemia on Neurodegeneration
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Abstract: Helicobacter pylori infection consists a high global burden affecting more than 50% of the
world's population. It is implicated, beyond substantiated local gastric pathologies, ie., peptic ulcers
and gastric cancer, in the pathophysiology of several neurodegenerative disorders, mainly by inducing

check for hyperhomocysteinemia-related brain cortical thinning (BCT). BCT has been advocated as a possible
dat =
bt et biomarker associated with neurodegenerative central nervous system disorders such as Alzheimer’s

Cltatiom: Kol 1.; Dioulbets; disease, Parkinson’s disease, multiple sclerosis, and for glaucoma, termed as “ocular Alzheimer’s
ML Papaefthymiou, A Polvzos, 5.4
Favos, C.; Kazakos, E; Arapoglou, 5;
Kyrailidi, E; Mouratidou, M.C;
Boziki, M. et al. Controlling the

Impact of Hrlicobacter pulor-Related

disease”. According to the infection hypothesis in relation to neurodegeneration, Helicobacter pylori as
non-commensal gut microbiome has been advocated as trigger and / or mediator of neurodegenerative
diseases, such as the development of Alzheimer’s disease. Among others, Helicobacter pylori-related
inflammatory mediators, defensins, autophagy, vitamin D, dietary factors, role of probiotics, and
Myt n some pathogenetic considerations including relevant involved genes are discussed within this opinion
Meurodegeneration. Medicing 2023, article. In conclusion, by controlling the impact of Helicobacter pylori-related hyperhomocysteinemia
59,504, https:/ /doiorg/ 10,3390, on neurodegenerative disorders might offer benefits, and additional research is warranted to clarify

medicina 59030504 this crucial topic currently representing a major worldwide burden.
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The association of Helicobacter pylori infection
with serum lipid profiles: An evaluation based
on a combination of meta-analysis and a
propensity score-based observational
approach
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Abstract

Background

Sewveral prervous shudies Fave sungested that Melcobacier ppion (M pyiond infisction afiects
the serum lipid profile. However, il remains controversial and the mechanism has not been
ehuddaied. The purpose of ths sludy = 1o use an epdemiciogical perspectve ba avalusie
e assncintion betwean i pyiod infection and e serum lipid proie.

Methods
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(ATEs}of M pydoniindection an the sevum fpid profle were estmated using sugmented
invorse probabilty weighting (AIPW). A mota was sise parfarmed using the 27
siudins worldwide in which the stvtus of M. prpios infisction and at lesst one serum examina-
tion waiue (high-densty lipoprotein cholestenl {HDL-C, low-density lipopralein chalesierol
{LDA-C), iotal cholastescl [TC), or trighysande (TG were described.

Results

The ATEs determined with AIPW showed fhat M. pplarinfaction has signiicant positive
efiects on LDL-C and TG (ATE {25% confidesce intanal (35900} = 0.4 (2. 36—4.45) and 1.7
{01,582 B8], respectvely) but kas significant negatve affects on HOL-C and TG (ATE {95%
Cljm =12 {=1.74 1o =0.72) and =15 (=542 in =1.06), respaciivaly). The pmis
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diffarence [SMD] [95%CT) = 0.11 (0.08-0.12), 0.03 {0007 -0, 10 and £.08 (0.05-0.08),
respacinely) and negatively assaciated with HDL-C (SMD = <0.13 =014 40 =0.72)).

Conclusion

Both our multhar 5 and maia-analysis showed that K. pyioniinection signié-
cantly aflects tha sarum lipid profile, which might lead o vasious dysfipidemis-nducad
sevore diseases fke coronary thrambaosis ar cersbral infarction.




Obesity Surgery
https://doi.org/10.1007/511695-019-04052-7

ORIGINAL CONTRIBUTIONS

Check for
updates

Helicobacter Pylori Infection Prevalence and Histopathologic
Findings in Laparoscopic Sleeve Gastrectomy

Giilay Turan' - Servet Kocadz?(»

i Springer Science+Business Media, LLC, part of Springer Nature 2019

Abstract

Introduction Helicobacter pylori (H. pyvlori) is a type of bacteria that affects more than half of the world’s population and has
been associated with gastritis. The relationship between H. pylori and obesity is controversial. Laparoscopic sleeve gastrectomy
(LSG) is the most commonly used surgery for morbidly obese patients. The aim of this study was to investigate the rate of
H. pylori in patients undergoing LSG.

Methods Biopsy specimens of 32,743 patients who underwent esophagogastroduodenoscopy (EGD) and resection materials
from 1257 patients who underwent LSG were examined histopathologically. The relationships between body mass index (BMI),
age, gender, H. pvlori infection, and intestinal metaplasia (IM) were investigated in patients with gastritis.

Results In patients undergoing EGD, the association of H. pyleri infection was found to be increased in males and the elderly
(p < 0.001). The presence of gastritis and IM was significantly higher with H. pylori infection (p <0.001 and p = 0.001, respec-
tively). H. pvlori infection was significantly higher in patients over the age of 41 years (p <0.001). There was no significant
difference between the results of H. pylori before and after LSG surgery (p=0.923). The presence of H pyvlori together with
gastritis and IM was found to be significant (p <0.001).

Condlusions H. pylori infection increases with age. No significant difference was found in the examination for H. pylori before
and after LSG surgery. In addition, no relationship was found between H. pyvlori and excess weight. However, due to the low
average age of patients who underwent LSG, further studies are needed in this area.

Keywords Obesity - Sleeve gastrectomy - Pathologic findings - Helicobacter pylori
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Unacceptable Antibiotic Resistance Rates for Helicobacter
pylori in Turkey: Something Must Change
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Cite this article as: Gokcekuyu BM, Yilmaz O, Soytiirk M, Ellidokuz H, Akpinar H, Simsek |. Unacceptable antibiotic resistance rates
for Helicobacter pylori in turkey: Something must change, Turk J Gastroenterol. 2021; 32(3): 269-275.

ABSTRACT

Background: it is known that clarithromycin resistance has increased over the years {success rate 6§0%). The aim of the study was to
investigate the importance of regional antimicrobial resistance rates for full accuracy of both diognosis and treatment of Helicobacter
pylori infection.

Methods: This study was carried out in the University Hospital Department of Gastroenterology. A total of 116 patients were evaluated
with upper gastrointestinal endoscopy. Gastric antrum and corpus biopsy samples were taken for the rapid urease test (RUT), culture,
and antimicrobial susceptibility testing for the presence of H. pylori. Antimicrobial susceptibilities of isolated H. pylori strains for clar-
ithromycin and levofloxacin were determined by the epsilometer test (E-test). Minimal inhibitory concentration values for clarithromyein
and levoflioxacin were =1 and =1 pg/mL, respectively.

Results: H. pylori infection was considered clinically positive in 83 {80.2%) potients with either the RUT, culture, or histopathological
examination. Seventy (60.3%) of the patients had RUT positivity. Sixty {85.7%) of these 70 patients had RUT positivity within the first
20 min. Among the 80 patients, who had a histopathelogical examination, HLO was positive in 76 [B4.4 %) patients. Fifty-two [44.8%)
out of 116 potients were culture positive. Resistance rates for both clarithromycin and levofloxacin were high. In these 52 culture-posi-

tive patients, resistonce rates determined for clarithromycin and levofloxacin were 26.9% and 25.5%, respectively.

Conclusion: Clarithromycin or levofloxacin-based treatment regimen may not be an ideal olternative therapy for Turkish patients
regardless of culture.

Keywords: H. pylori, clarithromycin, levolloxacin, culture susceplbility, diagnosis
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Detection of Helicobacter pylori by invasive tests in adult dyspeptic patients
and antibacterial resistance to six antibiotics, including rifampicin in Turkey. Is

clarithromxcin resistance rate decreasinﬁ?
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Background/aim: The prevalence of Helicobacter pylori is reported to be roughly 80% in Turkey, and only very few culture-based studies
are available on antibacterial resistance in adult dyspeptic patients. This study was carried out in adult dyspeptic patients with an aim to:
(i) detect H. pylori by invasive tests (culture, polymerase chain reaction, and histopathology) and (ii) determine the current resistance
rates of H. pylori isolates to six antibiotics, including rifampicin.

Materials and methods: This study was conducted in 422 adult dyspeptic patients. The presence of H. pylori was demonstrated by
culture, polymerase chain reaction, and the histopathology of gastric biopsy material. Antibacterial susceptibility was determined with
the E-test.

Results: The mean age of the patients was 50 + 15 (range 18-90), and 265 (63%) of them were female. By culture, polymerase chain
reaction, and histopathology, the presence of H. pylori was detected at rates of 35% (148/422), 67% (281/422), and 53% (224/422),
respectively. The prevalence of H. pyloriwas determined as 75.6% (319/422). Metronidazole, levofloxacin, clarithromycin, and rifampicin
resistance rates were 62%, 36%, 19%, and 12%, respectively. Monodrug, dual-drug, and multidrug resistance rates were ascertained as
36.9%, 29.4%, and 10.5%, respectively. All of the isolates were susceptible to amoxicillin and tetracycline.

Conclusion: This study revealed the current prevalence of H. pylori in adult dyspeptic patients as 75.6%, and thereby, showed that
infection with this pathogen remains highly prevalent. Although resistance to metronidazole and levofloxacin has increased over time,
clarithromyein resistance rate has decreased. The high levels of resistance to metronidazole and levotloxacin limit the empirical use of
these antibiotics in the eradication protocol. Owing to the low level of resistance determined for rifampicin, this antibiotic could be
included in the eradication protocol, in the event of the need for rescue therapy in Turkey.

Key words: Antibacterial resistance, clarithromycin, Helicobacter pylori, invasive test, rifampicin, Turkey



1)2005; Warren ve Marshall, Tip dalinda Nobel Odiili

2)Marshall icinde H. pylori bulunan deney sisesini icti,

3)Akut Gastrit, 10 glin sonra endoskopide gastrit isaretleri ve H. pylori.
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This is a story of perseverance and the attitude of a Western
Australian by the name of Barry Marshall, who won a Nobel Prize in 2005 for
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