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Prevalencia mundial H.pylori 60%
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Microbio mas famoso en los ultimos 40 anos
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Hooi JKY, Gastroenterology 2017;153:420-9



Transmision Helicobacter pylori

) P, —
58.000 afios . Transmision
= h | B Directa

Humano-Humano
Fecal-oral

Madre-Hijo

Ambiente Intrafamiliar
Infancia : 10s 5 anos

Duan M, Helicobacter. 2023; early Rel enero 25 Adolescencia ocasional
Pérez-Pérez G. Acta Latinoam 2018;29 (Supl 1):13S-20S Adulto: rara vez
Otero W, PLM Ecuador 2023




Duan M, Helicobacter. 2023; early Rel enero 25.



Transmision de Helicobacter pylori

I

Fecal Oral

Medio ambiente

Pérez-Pérez G. Acta Latinoam 2018;29 (Supl 1):13S-20S



Incidencia H.pylori
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.
2.1% 2-4 anos

1.5% 7-9 anos
0.3% 21-23 anos

Malaty, HM. et al.. Lancet 2002;359: 931-35.



Consecuencias de la infeccion por Helicobacter pylori

Enfermedades / ~ Enfermedades hematolbgicas
Gastroduodenales Prevalencia desconocida
Ulcera péptica Gastritis Anemia

10-15% infectados Crdnica Ferropénica

Risgo 3-10 veces

100%
Dispepsia por H.pylori
1-5% infectados

Anemia
Deficiencia B12

Trombocitopenia
Inmune

Cancer gastrico
1-3% infectados

Ve .

Linfoma MALT gastrico
<0.01% infectados

Malfertheiner P, et al. Gut 2017:66:6-30




Helicobacter pylori

100% Gastritis Croénica

80%

Asintomaticos

20%
Sintomaticos

Otero W, Rev Gastroenterol Peru 2018;38:54-63.



Helicobacter dos gastritis

Ulcera
Duodenal

Mayoria
Atrofia

Ulcera
Gastrica

Metaplasia
Intestinal

e >>>>Gastrina
PP <<<<Somatostatina

Cancer
Gastrico

Hunt RH, Gut 2015;64:1650-68
Kuipers EJ, N Engl J Med 1996;334:1018-22
Board Review Gastroenterology 2022



Muertes atribuidas

Ulceras Cancer

Pépticas Gastrico
247.000 783.000

a H.pylori 2018

1 de cada 13
Muertes
en el mundo

Bray F, CA Cancer J Clin 2019;68:394-424
Sung H, CA Caner J Clin 2021;71:209-49



H.pylori diagndstico



Diagnostico

Elbehiry A, et al. Antibiotics 2023;12:191
Malfertheiner P, Nat Rev Dis Primers. 2023;9:19




Test Sensitivity Specificity Clinical use Comments Refs.

Invasive methods

Rapid urease test 84-95% 95-100% Important for initial diagnosis; PPls need to be stopped 14 days before 86,179
testing two biopsy samples testing; current or recent antibiotic therapy IBP AB
improves sensitivity; provides needs to be excluded
rapid results
Microbial culture 76-90% 100% Important for phenotypic Absolute specificity but costly; PPls need to 86,179
susceptibility testing be stopped 14 days before testing; current IBP AB
or recent antibiotic therapy needs to be
excluded
Hlstologlcal assessmen 60-93% >95% Gold standard for diagnosis and Based on updated Sydney system 86,373

assessment of mucosal changes

Molecular testing (PCR 80-95% 100% Useful in initial diagnosis and High sensitivity and specificity; useful in 86,179,
ethods and FISH) follow-up; provides rapid results gastrointestinal bleeding, virulence typing 373-375
and detection of antibiotic resistance

|

Non-invasive methods

95-100% 95-100% Gold standard for non-invasive PPls need to be stopped 14 days before 86,179,373
diagnosis; higher sensitivity and testing; current or recent antibiotic therapy IBP AB
specificity than stool antigen test needs to be excluded
and serological assessment; for
initial diagnosis and follow-up

Stool antigen test >95% >95% Useful for initial diagnosis and Rapid, simple and inexpensive 86,373
follow-up; slightly lower sensitivity IBP AB

than UBT

Serological antibody 74.4% 59% Useful for initial diagnosis Cheap, simple and rapid; highly variable 86,179,376
detection in specific cases results; ideal for epidemiological purposes;

no need to stop PPl and useful in patients

with gastrointestinal bleeding; cannot

distinguish between active and previous

infection

FISH, fluorescence in situ hybridization; H. pylori, Helicobacter pylori; PPI, proton pump inhibitor; UBT, *C-urea breath test.

Malfertheiner P, Nat Rev Dis Primers. 2023:9:19



Verificacion de
la curacion




Verificacion de la curacion

Métodos infeccion activa

Serologia No identifica Infeccion activa

EVDA NO! Solo si necesita EVDA de control
: H.pylori histologia

>4 semanas métodos infeccidn activa

Antigenos fecales (Acs Monoclonales)
Test respiratorio con urea (UBT) C C4
Suspender IBP 2 semanas, AB 4 semanas

Malfertheiner P, Gut 2022 on line agosto 20
Chey WD, Am J Gastroenterol 2017;112:212-39
Gisbert JP, Gastroenterol Hepatol 2016;39:697-721



13CO, in Breath

D.Y. Graham, et al. J Adv Res 2018:13:51-7



UBT C23No radiactivo

IDeI Escaneo a los Resultados en 3 Pasos

2 minutos para diagnosticar H. pylori
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Board Review Gastroenterology 202
Maastricht 2022, Belgica 23




Maastricht VI
WG 2: DIAGNOSTICS

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

Agreement 97% Grade AT

nclude 2 C urea breath test (UBT))stool antigen tests (SAT), and
serological te oG anti-H. pylori antibodies. IgG antibody

tests do not differentiate between active and prior infections and
are therefore not suitable to evaluate the success of eradication
treatments. All tests have specific limitations in certain groups of

Malfertheiner P, Gut 2022 Online agosto 15



Belga

H. pylori Non-invasive | Sensitivity | Number of patients | Advantages Disadvantages
Tests % (95%CI) | (Number of studies)
Stool antigen test

DMore sensitive At the hospital
4 Recommended More expensive

Table 2. — Comparison of invasive diagnostic methods for H. pylori before eradication

H. pylori Invasive Tests | Sensitivity (%) | Specificity (%) | Advantages Disadvantages
RUT

Culture 68-98 AST to all antibiotics Sensitivity depends on preanalytic conditions
Research Time consuming
Histology

(Hematoxylin-Eosin)

Molecular diagnosis 97-100 98 AST Kits for AST for 1 or 2 antibiotics only
(PCR) Better sensitivity Less available

Garcés-Duran R, Acta GastroEnterol Belg, 2023;86;75-91



H.pylori encontrado = H. pylori tratado
Sugano K, Kyoto Consensus. Gut 2015;65:1353-67




Mensajes para la casa

H.pylori se adquiere en la infancia
La infeccion H.pylori es asintomatica 80%
Sintomas aparecen cuando hay complicaciones

Produce mas de 1 millon de muertes cada ano
Diagnostico debe ser exacto antes del tratamiento
Verificar curacion despuées 4 semanas

Siempre que sea positivo hay que tratarlo




Muchas gracias !
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Beneficios al curar H.pylor!



Beneficios al curar
H.pylori

Cura ulceras
pépticas

Cura Gastritis
Crénica No
avanzada

Cura Linfoma
MALT de bajo
grado Lugano 1-2

80% Regresan

Cura
Dispepsia
por H.pylori

NNT 9-14

Mejora Anemias
B12, Hierro
Plaquetas

Erradicar

Evita
Pangastritis
con uso
cronico de IBP

Disminuye

El Riesgo de
cancer Gastrico

Disminuye
Riesgo de
ulceras
por AINES

Fuccio L, Ann Intern Med 2009;151:121-8
Malferteheiner P, Gut 2012;61:646-64
BOARD 2022




Erradicarlo disminuye o NO

el riesgo de cancer gastrico?




- X\ Oncégeno
;.\\\\}.‘\\

ool H.pylori
OMS IARC1994/2009 60% mundo

Carcindgeno tipo |

Tiene H.pylori

1.220.000 casos Riesgo atribuible

2017 Global 85-90%
800.000 muertes Japon Korea 90-95%

Graham DY, Gastroenterology 2015;148:719-31 Lancet Gastroenterol Hepatol 2020;5:42-54
Tsuda M, Helicobacter 2017;e12415 Global Burden Disease. JAMA Oncol 2017:3:524-41



Cancer Gastrico modelo Pelayo Correa

e = 24

Estratificando

severidad NFl-kB
VI g I I an C I a A|DT m / 5’ transcription start site
P revenci 0 n m Diiiblestring Aberrant DNA methylation
Secundaria DNA breaks Impaired DNA
Aberrant AID expression mismatch
repair
C C ] O U

Correa P. Cancer Res 1992; 52:6735-6740
Correa P. J Dig Dis 2012;13:2-9
William Otero Chen HN, Gastric Cancer 2016:19:166-7



Erradicacion H.pylori
Prevencion primaria

4

cancer gastrico
Evidencias 2023

William Otero




Helicobacter pylori eradication therapy to prevent
gastric cancer: systematic review and meta-analysis

Alexander Charles Ford @ ,"*Yuhong Yuan,” Paul Moayyedi’

10 ensayos clinicos
8323 individuos sanos
1841 pacientes Ca gastrico

Ford AC, Gut 2020;69:2113-21.



Cancer gastrico erradicacion

Hp eradication Control Risk Ratio Risk Ratio
Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI

Correa 2000-Correa 2001 3 437 2 415 27% 1.42[0.24, 8.48] 2000 v
Wong 2004  { 817 11 813 97% 0.63 [0.25, 1.63] 2004 ——h
Leung 2004-Zhou 2014 2 276 7 276 3.5% 0.29 [0.06, 1.36] 2004 -
Saito 2005 2 379 3 313 27% 0.55 [0.09, 3.27] 2005 .
Wong 2012 3 255 1 258 1.7% 3.04 [0.32, 28.99] 2012 v
Ma 2012-Li 2019 41 1130 78 1128 63.6% 0.52 [0.36, 0.76] 2019

10

. 5
Choi 2020 912 23 914 16.0% Deidd [0.21, 0.91] 2020
Subtotal (95% CI) 4206 4117 100.0% @ .40, 0.72]
Total events 68 125
Heterogeneity: Tau? = 0.00; Chi*=4.48,df=6 (P = 0.6

Test for overall effect: Z = 4.13 (P < 0.0001)

< 1.1.2 Individuals with early gastric cancer undergoing endoscopic mucosal reseLﬂgD

Fukase 2008 9 212 212 23.1% 0.38 [0.18, 0.79] 2008 —
Choi 2018a 18 444 36 457 427% 0.51[0.30, 0.89] 2014 ——
Choi 2018b 14 194 27 202 34.2% ‘ iSmaQ0] 2019
Subtotal (95% ClI) 910 931 100.0% 0.49 [0.34, 0.701)
Total events 41 87
Heterogeneity: Tau? = 0.00; Chi*=0.62,df=2 (P = 0.7
Test for overall effect: Z = 3.93 (P < 0.0001)
0.01 0.1 1 10 100

Favours Hp eradication Favours Control
Test for subagroup differences: Chi?=0.18, df =1 (P = 0.67). = 0% F

Ford AC, Gut 2020;69:2113-21.



Helicobacter pylori eradication therapy to prevent
gastric cancer: systematic review and meta-analysis

Alexander Charles Ford @ ,"* Yuhong Yuan,” Paul Moayyedi’

Mortalidad por Cancer Gastrico

Hp eradication Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Leung 2004-Zhou 2014 4 295 6 292 10.6% 0.66 [0.19, 2.31] 2004 "
Wong 2004 3 817 6 813 8.7% 0.50[0.12, 1.98] 2004 ol
Ma 2012-Li 2019 29 1130 47 1128 80.6% 0.62 [0.39, 0.97] 2019 ‘.‘
Choi 2020 0 912 0 914 Not estimable 2020
Total (95% CI) 3154 3147 100.0% .40, 0.92] @
Total events 36 59
Heterogeneity: Tau? = 0.00; Chi? = 0.10, df = 2 (P = 0.95); I? = 0% = t t =
Test fg? overtzll effect: Z=2.38 (P = 0.02) ( ) %91 0.2 _— ! 10 o0
Favours Eradication Favours treatment

Ford AC, Gut 2020;69:2113-21.



Effect of Helicobacter pylori Eradication on Gastric Gancer
Prevention: Updated Report From a Randomized Controlled Trial

China

With 26.5 Years of Follow-up

Lingjun Yan,"”* Ying Chen,>"* Fa Chen,"* Tao Tao, " Zhijian Hu,"* Junzhuo Wang, "
Jianwang You,” Benjamin C. Y. Wong,” Jianshun Chen,** and Weimin Ye

updates

1,2,6

H. pylori eradication
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1630 participants with
H. pylori infection in 1994

817
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Long-term effect of H. pylori eradication against gastric cancer risk

@verall panicip@

35 (4.31%)

= Placebo
— Active treatment

aosuapioul 99

21 (2.57%)

Log-rank test P = 043
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aosuapIoul 99

Log-rank test P = .032

0 5 10 15 20
Follow-up time (years)

* Gastroenterology

Yan L, Gastroenterology 2022;163:154-62




Prevencion
Primaria

~ Cancer Gastrico

Erradicar
H . p y | O r i \c();vrllz 2L(,)%Zohin J Cancer Res 2020;32:695-704



ORIGINAL ARTICLE WILEY

Effect on Helicobacter pylori eradication therapy against gastric
cancer in Japan

Momoko Tsuda®l | Masahiro Asaka® | Mototsugu Kato® | Rumiko Matsushima® |

Kenji Fujimori* | Kozo Akino? | Shogo Kikuchi® | YingsongLin® | Naoya Sakamoto?

Durante décadas: prevencion secundaria (Rx)
50.000 muertes/ano, ultimos 40 anos (ningun cambio)

Tsuda M,Helicobacter. 2017;22:e12415




Erradicacion de Helicobacter y cancer en Japon

Population

54 000

52 000

50 000

48 000

46 000

42 000

40 000

National insurance
Coverage expansion

1995 1996 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016

Year

Helicobacter. 2017;22:e12415
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m Difference between 50,000 and gastric cancer deaths

Kowada A, Helicobacter. 2021 Jul 18:e12837.



Prevencion secundaria

Vigilar Gastritis cronica avanzada
Tamizacion endoscopica
Serologia




Prevencion secundaria

Vigilar Gastritis cronica avanzada



Endoscopios avanzados



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

Peter Malfertheiner @ ,"? Francis Megraud @ ,* Theodore Rokkas @ ,**

Javier P Gisbert @ ,°” Jyh-Ming Liou @ ,® Christian Schulz @,

Antonio Gasbarrini,'° Richard H Hunt,'"'* Marcis Leja @ ,"'* Colm O'Morain, "
Massimo Rugge @ ,'®"” Sebastian Suerbaum,”'® Herbert Tilg @,

Kentaro Sugano @ ,%° Emad M El-Omar @ ,*"** On behalf of the European
Helicobacter and Microbiota Study group

Statement 3: When endoscopy is indicated it should: (1) apply the best
available technologies; (2) 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.

Agreement 100% Grade A2

Malfertheiner P, Gut 2022 Online agosto 15



Estratificacion de la atrofia o Ml Biopsias
Identificar el “Estomago premaligno”

Sugano K, Gut 2015;64:1353-67
Take S, J Gastroenterol 2020;55:281-8
Malfertheiner P, Maastricht VI. Gut 2022 Online agosto 15



The significance of OLGA and OLGIM staging systems in the risk

assessment of gastric cancer: a systematic review and meta-analysis

Hu Yue'2® . Liu Shan' - LvBin'?

OLGA Ill/IV Casos y controles

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Cho 2013 219 474 126 474 29.4% 2.37 11.81, 3.11) -
Choi 2012 223 483 127 483 29.5% 2.90 [1.83, 3.15] -
Kodama 2013 8 21 11 66 83% 3.08 [1.03, 9.18)
Satoh 2008 15 18 44 145 6.4% 11.48 [3.16, 41.66)
Tsai 2013 7 43 10 48 8.6% 0.74 [0.25, 2.15]
Zhou 2016 37 F | 35 156 17.9% 3.76 [2.07, 6.85] ——
Total (95% Cb) 1110 1372 100.0% 1.84. 3.79) @
Total events 509 353
Heterogeneity Tau? = 0,10; Chi? = 1253, df = S (P = 0.03); I = 60% ‘0 o1 0%1 4 - 100%
Test for overall effect. Z = S .30 (P < 0.00001) ' OLGA O-Ii OLGA IIl/IV

Yue H, et al. Gastric Cancer 2018;21: 579-87




The significance of OLGA and OLGIM staging systems in the risk
assessment of gastric cancer: a systematic review and meta-analysis

Hu Yue'2@® . Liu Shan' - Lv Bin'?

OLGIM 1lI/1V, Casos y controles

Experimental Control Odds Ratio Odds Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Cho 2013 204 474 69 474 70.6% 4.43[3.24, 6.07) . 3
Tsai 2013 30 71 31 156 20.1% 2.95([1.60, 5.45) g —
Zhou 2016 17 43 9 48 92% 2.83[1.10, 7.31) -
Total (95% CI) 588 678 100.0% 3.os. 5.21) @
Total events 251 109

| 5 o = = 2 = b t t {
Heterogeneity. Chi* = 1.87, df = 2 (P = 0.39); I = 0% 501 o1 i T 100

Test for overall effect; Z = 10.17 (P < 0.00001)

Favours [experimental] Favours [control)

Yue H, et al. Gastric Cancer 2018:21: 579-87

William Otero



Vigilancia de Gastritis Cronica

5 Biopsias: cuerpo (2), Antro (2), Incisura (1)
@

Vigilar para detectar
Cancer Gastrico temprano

OLGA
H/1V
Tratamiento
Historia Endoscopico

-
Familiar CG » > -
Historia Cada 3 anos

Familiar CG

Vigilar cada 3 afnos

Cada 1-2 a

Sugano K, Kyoto Consensus. Gut 2015; 64:1353-67
Zagari RM, Dig Liver Dis 2015;903-12

Rollan A, Rev Med Chile 2014;142:1181-92

Yue H, Gastric Cancer 2018;21:579-87

Shah SC Gastroenterolofy 2021;161:1325-32
Pimentel-Nunes P, Endoscopy 2019;51:365-88



Muchas gracias !
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Curacion H.pylori

.
A P

No hay tratamiento universal

N S

Terapias locales optlmlzadas

Farmacogenética IBP
Patron de resistencia



H.pylori, muy dificil de matar




Como toda infeccion

Pruebas susceptibilidad




Antimicrobial susceptibility testing for Helicobacter pylori

Traditional Approach ||- Antimicrobial Susceptibility Testing

WHEN Use when the cure rate with empiric
therapy is <90% or after a failed attempt

Best guess, o
based on experience HOW  Gastric biopsy or stool

3

Culture or molecular testing (PCR
or Next Generation Sequencing)

l

Antibiotic misuse and/or | |
low eradication rates é PCR or Next Generation Sequencing

WHyY Use results to guide regimen selection,
avoid inappropriate antibiotic use &
Improve eradication rates

Graham DY, Am J Gastroenterol 2022:117:524-528



Terapla basada en
Pruebas susceptibilidad

Versus

Terapias empiricas



Empirical vs. Susceptibility-Guided
Treatment of Helicobacter pylori
Infection: A Systematic Review and

Meta-Analysis

Olga P. Nyssen %3, Marta Espada % and Javier P. Gisbert %"

" Gastroenterology Unit, Instituto de Investigacion Sanitaria Princesa (IIS-Princesa), Hospital Universitario de La Princesa,
Madrid, Spain, * Universidad Auténoma de Madrid (UAM), Madrid, Spain, ° Centro de Investigacion Biomédica en Red de
Enfermedades Hepaticas y Digestivas (CIBEREHD), Madrid, Spain

Nyssen OP, Front Microbiol 2022;13: Article 913436



Identification of studies

s Records removed before
w Records identified from: screening:
_° MEDLINE and EMBASE — Duplicate records
% (n=17,383) removed
= (n= 3,442)
Empirical vs. Susceptibility-Guided G
Treatment of Helicobacter pylori (Sn"_ e‘;ggﬁm“’s — '(E:E";%‘-‘gs%“’ds
- - - = ' 2 '
Infection: A Systematic Review and
Meta-Analysis l
Olga P. Nyssen %°, Marta Espada-%® and Javier P. Gisbert "*%* Repo s SOUght for retrie val
' Gastroenterology Unit, Instituto de Investigacion Sanitaria Princesa (IIS-Princesa), Hospital Universitario de La Princesa, D
Madlrid, Spain, * Universidad Auténoma de Madirid (UAM), Madrid, Spain, * Centro de Investigacion Biomédica en Red de .: (n - 79)
Enfarmedades Hepaticas y Digestivas (CIBEREHD), Madrid, Spain s
'
v
Reports assessed for Excluded reports:
eligibilty — - Non-comparative
(a = 69) studies (n = 19)
- Costeffectiveness
studies (n = 3)
- Duplicates
___J (n=10)

Studies included i e w . ey ey
Aep- St | 6705 guiado susceptibilidad
tud»e_s included in the meta- 7895 empl'rico

Nyssen OP, Front Microbiol 2022;13: Article 913436



Susceptibiity.guided Emplric regimen Risk Ratio Risk Ratio

Study or Subgroup Events Total Events  Total Weight M.H, Random, 95% Cl Year M.H, Random, 95% Cl
1.5.1 First.bine

Toracchio 2000 48 53 42 56 26% 1.21[1.01, 1.44) 2000 e
Romano 2000 38 40 31 0 25% 1.23(1.02,1.47) 2000 oS
Neri 2003 88 116 78 116 28% 1.13(0.96,1.33) 2003 e
Romano 2003 71 75 538 75 32% 1.22(1.07,1.40) 2003 e
Marzio (a) 2006 39 41 36 39 35% 1.03(0.92,1.16) 2006 g
Furuta 2007 144 150 105 150 35% 1.37(1.23,1.53) 2007 —-
Wang 2008 36 40 57 80 26% 1.26(1.06,1.50) 2008 -
Zhou 2010 17 125 107 135 37% 1.18(1.07,1.30) 2010 o=
Park 2014 54 57 41 57  26% 1.32(1.11,1.57) 2014 —
Martos 2014 52 55 36 5¢  23% 1.42(1.16,1.73) 2014 —_—
Dong 2015 41 45 33 5 23% 1.24(1.02,1.52) 2015 e
Zhuo 2015 281 313 405 500 4.2% 1.111.05,1.17) 2015 -
Zhou 2016 282 318 545 700 42% 1.14(1.08,1.20) 2016 -
Kawai 2018 33 35 25 3% 21% 1.32(1.05,1.65) 2018 ———
Ong 2019 164 201 169 196 38% 0.95(0.87,1.03) 2019 -t

Chen 2019 262 286 82 g6 38% 1.07(0.98,1.17) 2019 -
Delchier 2019 177 207 152 208 37% 1.17(1.06,1.29) 2019 -
Pan 2020 238 310 100 157 32% 1.21(1.06,1.38) 2020 w——
Bon0s0 (3) 2021 34% 0.95([0.85, 1.06) 2021 -t

Choi 2021 L 1.01(0.89,1.14) 2021 -+

Cha 2021 Jdeirttminell 2021

Subtotal (95% C1) (

Total events

Heterogeneity. Tau®= 0.01;Ch 77% 87%
Testfor overall effect Z=503

Empwma'

Nyssen OP,et al. Front Microbiol 2022;13:Art 913436.



Empirical vs. Susceptibility-Guided
Treatment of Helicobacter pylori
Infection: A Systematic Review and
Meta-Analysis

Olga P. Nyssen 23, Marta Espada’?? and Javier P. Gisbert %%

Cuadruple con

O Sin Bismuto

Susceptiblity.guided Emplric regimen Risk Ratio Risk Ratio
Study or Subgroup Events Total EBvents Total Weight M-H, Random, 95% Cl M-H. Random, 95% CI
Bonoso (3a) 2021 39 43 43 45 73% 0.95[(0.85,1.086) ——
Cha 2021 118 147 142 1861 81% 0.91 [0.83, 1.00)
Chen 2019 262 286 82 9% 85% 1.07[098,1.17) R —
Choe (¢) 2021 5% 60 15 17 44% 1.04 [0.86, 1.26)
Choi 2019 48 S0 98 104 93% 1.02[095,1.10) Tpp——
Cheoi 2021 91 110 88 107 69% 1.01]089,1.14) S———
Cosme 2016 98 104 103 118 88% 1.08[099,1.17) gSm—
Dong 2015 41 45 33 45 41% 1.24[0.02,1.52)
Molina-Infante 2012 69 87 182 208 70% 091[081,1.03) Mm—gpe—
Ong 2019 164 201 169 196 87% 0.95[0.87,1.03) ——
Pan 2020 238 310 100 157 64% 1.21 [¥.06, 1.38) e
Zhou 2016 282 318 545 700 103% 1.14[4.08,1.20) ——
Zhuo 2015 281 313 405 500 102% 1.11[8.05,1.17) gy
Total (95% CI) 2074 2455 100.0% 1.04 (0,99, 1.09)
Total events 17886 2005

Heterogeneity: Tau*= 001, Chi*= 4274, 0= 12(P < 0.0001), "= 72%

Testfor overall efeet Z=151 P=013)

085 1 1.2

Favours empine  Favouwrs susceptibility

Nyssen OP,et al. Front Microbiol 2022;13:Art 913436.




Segunda

Linea

Tercera
Linea

Todas

rescate

1.5.2 Second-line

Avidan 2001 5 5 5 5 12% 1.00(0.71, 1.41) 2001 P pr——
Lamouliatte 2003 ee 113 83 172 24% 1.54(1.28,1.86) 2003 S——
Miwa 2003 3 38 36 39 26% 088(0.74,1.05) 2003 N T

Marzio (b) 2006 50 51 26 32 27% 1.21[1.02,1.43) 2006 g
Bonoso(d) 2021 8 9 6 6 13% 092(0.66,1.28] 201

Subtotal (95% CI) 216 254 10.2% 1.10[0.85, 1.41) @
Total events 178 156

Heterogeneity. Tau*= 007, Chi*= 2515, df= 4 (P < 0.0001),P= 84%
Testforoveralleffect Z= 073 (P=047)

1.5.3 Third-line

Liou (a) 2018 17 21 12 20 09% 1.35(089,204) 2018 P —
Liou (b) 2018 160 205 148 205 35% 1.08(097,1.21) 2018 | e
Bonoso (¢) 2021 1 1 2 B 01% 1.50[046,4.91] 20 @
Subtotal (95% CI) 227 229 4.5% 1.10[0.99, 1.23)

Tolal events 178 162

Meterog -~ T * "N Avm 4 ns e A A = A

Testfor|

o E | benef|C|o de las terapias

Avidan 1 Sl
ws] Guiladas no fue demostrado L
Marzo (by zuuw U o7 20 STTIUTR T ZV T UZ, T.43] ZUUD Tl
Liou (®) 2018 160 205 148 205 35% 1.08(097,1.21) 2018 e

Liou (3) 2018 17 21 12 20 09% 1.35(089,204) 2018 e
Ji12020 164 220 156 210 35% 1.00(0.90,1.12) 2020 -
Bonoso(d) 2021 8 9 6 6 13% 092(066,1.28) 2021 e —
Bonoso (¢) 2021 1 1 2 & 01% 1.50[0.46,491) 202

Subtotal (95% CI) 663 693 18.2% 1.10[0.97, 1.25)

Total events 520 474

Heterogeneity. Tau*= 002, Chi*= 2547, d1=8 (P = 0.001), "= 69%
TestforoveralleMect Z= 154 (P=0.12)

oD Empirica il Guiada
Nyssen OP,et al. Front Microbiol 2022;13:Art 913436. 1 -




‘ Helicobacter pylori

French Guiana




Resistencias

IS
&7 /{( N H i\ \

Claritromicina |8
> 15%

HE
Levofloxacina
>15%

No estan disponibles
No existen
Todos los antibidticos




Mundialmente por fuera de USA

No hay disponibilidad
Pruebas susceptibilidad

Resistencia



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

Peter Malfertheiner @ ," Francis Megraud @ ,* Theodore Rokkas @ ,*”

Javier P Gisbert @ >’ Jyh-Ming Liou @ ,° Christian Schulz @ ,"?

Antonio Gasbarrini,'® Richard H Hunt,'""'* Marcis Leja @ ,"*'* Colm 0'Morain, "
Massimo Rugge @ ,'®" Sebastian Suerbaum,”'® Herbert Tilg @ ,"

Kentaro Sugano @, Emad M El-Omar @ ,%"** On behalf of the European
Helicobacter and Microbiota Study group

Malfertheiner P, Maastricht VI, Gut 2022,0nline agosto 8



Resistencia a claritromicina > 15% o desconocida

Primera
Linea

Segunda
Linea

Tercera
Linea

12 opcién Cuadruple Bismuto 28 opcion Cuadruple sin bismuto: Concomitante

52T ESto es

IBP + Amoxicilina +Claritromicina+ metronidazol

Nadie |lo ha verificado

Triple Rifabutina
Bismuto + otros antibidticos Falla

Amoxi-Claritromicina-Metr
Triple Rifabutina Triple Rifabutina

Terapia Dual

Malfertheiner P, Maastricht VI, Gut 2022,0nline agosto 8



Empirical rescue therapy after Helicobacter pylori treatment

failure: a 10-year single-centre study of 500 patients
J. P. GISBERT, J.-L. GISBERT, S. MARCOS, I. JIMENEZ-ALONSO, R. MORENO-OTERO &

J. M. PAJARES

500 pacientes

Primera lineg

erceralinea 76% (55—-89%)

Eficacia
acumulada 99.5% (98.2-99.8%)

Aliment Pharmacol Ther 2008:27, 346-354



Tratamiento H.pylori 2023

Uno o0 mas antibidticos

N

Quinolonas

- S ~ i
QTetracicIina Claritromicina | | Metronidazol
@zolidon§ @smu@@buti@
i




LATAM Terapia cuadruple con bismuto 14 dias

30 min antes desayuno
30 min antes de cena

+
+
+

@ Inmediatamente antes del desayuno
Inmediatamente antes de cena

Cada seis horas
Una después de cadacomiday 10 pm

Tetraciclina 500 mg

Metronidazol 500 mg

90-95% éxito indeendiente de resistencia

Cada seis horas
Una después de cada comiday 10 pm

§ © Ogs




Bismuto dos veces al dia

Year Location Bismuth® Tetracyc Metro Meals PPI** Days No. PP% ITT% Ref.
1997 USA BSS 524 b.i.d. 500 b.i.d. 500 b.i.d. AM, PM L 15 b.i.d. 46

2002 Italy BSC 240 b.i.d. 500 b.i.d. 500 b.i.d. Noon, pm P 20 b.i.d. 118

2003 Italy BSC 240 b.i.d. 500 b.i.d. 500 b.i.d. Noon, pm P 20 b.i.d. 71

2004 USA BSS 524 b.i.d. 500 b.i.d. 500 b.i.d. AM, PM R 20 b.i.d. 37

2006 Italy BSC 240 b.i.d. 500 b.i.d. 500 b.i.d. AM, PM E 20 b.i.d. 95

2009 China BSC 220 b.i.d. 750 b.i.d. 400 b.i.d. AM, PM P 40 b.i.d. 7 43

2009 China® BSC 220 b.i.d. 750 b.i.d. 400 b.i.d. AM, PM P 40 b.i.d. 10 45

2010 China® BSC 220 b.i.d. 750 b.i.d. 400 b.i.d. AM, PM P 40 b.i.d. 10 85

2011 Italy BSC 240 b.i.d. 500 b.i.d. 500 b.i.d. Noon, pm P 20 b.i.d. 202

2011 Italy BSC 240 b.i.d. 500 b.i.d. 500 b.i.d. Noon, pm P 20 b.i.d. 10 215

2013 Turkey BSC 600 b.i.d. 500 b.i.d. 500 b.i.d. AM, PM 0 20 b.i.d. 14 38

2005 Iran BSC 240 b.i.d. 500 b.i.d. 500 b.i.d AM, PM 0 20 b.i.d. 14 76

2006 Iran® BSC 240 b.i.d. 750 b.i.d. 500 b.i.d. AM, PM 0 20 b.i.d. 3 40 54 50 />
2006 Iran® BSC 240 b.i.d. 750 b.i.d. 500 b.i.d. AM, PM 0 20 b.i.d. 7 41 45.9 41.4 />
2006 Iran® BSC 240 b.i.d. 750 b.i.d. 500 b.i.d. AM, PM 0O 20 b.i.d. 14 40 40 35 />

Graham DY, Gastroenterol Clin N Am 2015:44: 537-563



Colombiay LATAM

Amoxi 87
Claritromyuas

Solo con pruebas Empiricamente
de susceptibilidad Agregando bismuto

Lee YC, Annu Rev Med 2022; 73:183-95
Ko SW, Helicobacter 2019:24:e12570
Gilbert JP, Moleculas 2020:25:5084



Efficacy of bismuth for antibiotic-resistant Helicobacter pylori
strains eradication: A systematic review and meta-analysis

Zhongxue Han'%?? | Yueyue Li'*® | Qingzhou Kong®?? | Jing Liu¥*® | Juan Wang’?%?
Meng Wan®?? | MinjuanLin®*® | Boshen Lin"*> | Wenlin Zhang>%°® |

Yuming Ding%® | Shaotong Wang™?® | Yijun Mu*® | Miao Duan>*® |
1,2,3

Xiuli Zuo™®*® | Yan-qing Li

Resistencia dual

Triple con Metron Triple con claritro

7% vs 37%

87% vs 61%

Claritro-Metron
77% vs 18%

Han Z, et al. Helicobacter. 2022:27:€12930.



Combination of Bismuth and Standard Triple Therapy
Eradicates Helicobacter pylori Infection in More than
90% of Patients

Adrian G. McNicholl,” Dmitry S. Bordin,* Alfredo Lucendo,® Galina Fadeenko,
Manuel Castro Fernandez,” Irina Voynovan,” Natalia Valerievna Zakharova,™
Aiman Silkanovna Sarsenbaeva,™* Luis Bujanda,*® Angeles Perez-Aisa, '
Liudmila Vologzhanina,’" Oleg Zaytsev,”" Tatiana lichishina,**

Cristobal de la Coba, ™ Jorge Perez Lasala,>>* Sergey Alekseenko, '

Ines Modolell,"" Javier Molina-Infante,”* Rafael Ruiz-Zorrilla Lopez,™**
Horacio Alonso-Galan,*® Nuria Fernandez Moreno,'" Jen Hinojosa,'"
Inmaculada Santaella,'' Pilar Varela,*** Pedro Luis Gonzalez-Cordero,”**
Jesus Barrio,"*** Jose Luis Dominguez-Jimenez,*%% Oscar Nufiez,'"

Javier Alcedo,™"" Olga P. Nyssen,* Maria Caldas,* Maria G. Donday,’

Oleg Shvetz,”*** Francis Megraud,”** Colm O’Morain,***** and Javier P. Gisbert*

1141 pacientes “naive”

Amoxicilina+ clariromicina+ Bismuto+1bp 14 dias

90% |
Clin Gastroenterol Hepatol 2020;18:89-98




7 terapias ﬂ

Cuadruple Clasica Triples tradicionales Cuéadruple FRZ
IBP + Tetracicl + Metronid + Bi IBP + Amox + Clar +Bi IBP + FRZ + Tetrac + Bi
IBP + Amox + levo+ Bi Cuéadruple FRZ
20-30% IBP + FRZ+ Amox + B

IBP + Amox + Metr + Bi Otras Cuadruples
IBP + Amoxi +Tetraci + Bi

Otero W, Rev Col Gastroenterol 2022, sometido a publicacidon
Cho JH, et al. World J Clin Cas 2022;10:6349-59




Dual Amoxicilina optimizada
ua\ 1gr 3v/diao 1 gr cada 6h (peso)
14 dias
Dosis altas IBP 3 v/dia
consensos

Rescate




ORIGINAL ARTICLE WlLEY

Impact of body size on first-line Helicobacter pylori eradication
success using vonoprazan and amoxicillin dual therapy

Hiroyuki Eto'® | Sho Suzuki®®*® | Chika Kusano? | Hisatomo lkehara? |
Ryoji Ichijima? | Hirotaka Ito® | Koichi Kawabe® | Masashi Kawamura® |
Yoshioki Yoda’ | Moriyasu Nakahara® | Takuji Gotoda?

Factors Eradication success P-value
<1.723 90.8% (99/109) 0.045
>1.723 79.6% (43/54)

BMI (kg/m”)
<224 95.6% (43/45) 0.047
>22.4 83.9% (99/118)

Eto H, et al. Helicobacter. 2021:26:e12788



30% Agua

/ Volumen de \

Distribucidén

‘ Niveles amoxicilina

Eto H, et al. Helicobacter. 2021:26:e12788



A real-world exploratory study on the feasibility of vonoprazan
and tetracycline dual therapy for the treatment of Helicobacter
pylori infection in special populations with penicillin allergy or

Patients who were enrolled need to meet:

1. with confirmed H. pylori infection

2. penicillinallergyif naivein treatment, or

3. Failedin previous AMX-containingtherapies

failed in previous amoxicillin-containing therapies ¥
62 Patients were involved in VT dual therapy
Wen Gao® | YingXu! | Jianxiang Liu® | Xiaolei Wang! | Xinhong Dong! |
Guigen Teng! | Binbin Liu' | JinpeiDong' | Chaoyi Ge! | HuiYe? | Xuezhi Zhang? | i afledin
Hong Cheng® treatment eradication
\2 v
<75 Kg Tetraciclina 500 mg 3 vidia First line treatment Rescue treatment
>75 Kg Tetraciclina 500 mg 4 v/dia (n=18) (n=44)
VT dual therapy
First-line treatment (n =18)  Rescue treatment (n = 44) p Value Total (n = 62)
Eradicated 18 40 18 58
Failed 0 4 4
Eradication rate (95% CI)  100% (82.4-100%) 90.9% (78.8-96.4%) 93.5% (84.5-97.5%) ]

Gao W, Helicobacter 2023 On line Enero 30



Tratamiento H.pylori 32 |inea
Cudadruple Rifabutina

5-10%

a 7
22 linea Cuadruple clasica

10_20% Triple Ie\_/ofloxacina +Bi
Concomitante

BIVEL

Cuadruple clasica
12 |linea IBP+Amox+ Tetrac +Bi
Triple levofloxacina +Bi

Dual

Cuadruple clasica

IBP +Amox+Tetrac+Bi _ _ .
Triple Claritromicina + Bi Liou JM, Gut Liv 2021 On line March 31c

Dual: IBP+ AMOX Otero W, Temas Escogidos Gastroenterlogia, ACG 2022
IBP +Tetrac Otero W, PLM Ecuador 2023



Verificacion de curacion UBT C!3No radiactivo
> 4 semanas pos tratamiento

Del Escaneo a los Resultados en 3 Pasos

2 minutos para diagnosticar H. pylori

333
e

1 Escanee el 2
codigo de barras Prepare el lote
de la bolsa

3 Presione de el
boton de iniciar

UBT C4

breathiD

Antigenos fecales

Endoscopia alta

Board Review Gastroenterology 202
Maastricht 2022



Mensajes para la casa



Erradicacion H.pylori

Conceptos basicos 2023

Tratar por 14 dias,

Altas dosis de IBP

IBP mas tres antibidticos

IBP mas amoxicilina altas dosis/Tetraciclina
No repetir macroélidos o levofloxacina
Jtilizar los esquemas con eficacia local

Eficacia ITT 90%, PP 95%

Todas las Guias de occidente



H.pylori, muy dificil de matar

Moriras
Pruebas

Susceptibilidad
Optimizacion

Empiricas
Bien elegidas
Optimizacion




Muchas gracias



