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Cual es el mejor tratamiento erradicador
Para Helicobacter pylori en LATAM ?



Helicobacter pylori

L ATAM
> 4

Dificultades

® 4

Altas tasas de No disponibilidad
Resistencia Cultivos

Antibidticos Pruebas moleculares

¥

Terapias empiricas
14 dias, 4 medicamentos

Otero W, et al. Revista GEN (Venezuela) 2019; 73: 90-98.



Cuadruples

H.pylori . 3




Cuadruples

H.pylori . 3




LATAM Helicobacter ler tratamiento

Cuadruples Esomeprazol 40 mg 2v/d
Con bismuto Amoxicilina 1gr 3v/dia

Claritromicina 500 mg 2v/dia

Clasica Bismuto 2 tabl, 2v/dia

IBP: ayunas, antes de cena
Tetraciclina 500 mg C/6 h
Metronidazol 500 mg C/6 h Hibridas
Furazolidona 100 mg 3vdia (Rescate)
Subsalicilato bismuto
2 Tabl desayuno y cena

Cléasica
Reversa

Otras
#razol 40 mg 2v/d 14 d

Amoxicilina 1gr 3v/dia
Tetraciclina 50 Ultima semana:
Bismuto 2 tabl ; Tetraciclina 500 mg 2v/d

IBP: ayunas, antes de cena Bismuto 2 tabl, 2v/dia

Amoxicilina 1gr 3v/d
Metronidazol 500 mg 4v/d
Bismuto 2 tabl 2v/d (Subsalicilato)

Reversa: lera semana
4 medicamentos

Otero W, et al. Revista GEN (Venezuela) 2019; 73: 90-98.



PPl-amoxicillin dual therapy for Helicobacter pylori infection: An
update based on a systematic review and meta-analysis

Cai-Ping Gao! | DiZhang! | TingZhang! | Jin-Xia Wang! | Sheng-Xi Han! |

David Y. Graham?’® | Hong Lu®*
D | Amoxicilina
ua 1gr 3v/dia o 750 mg cada 6h?

Dosis altas IBP
Esomeprazol 40 mg 3v/d g

Helicobacter 2020, Mayo 25



Terapias de
2a linea

Terapias de
3alinea

Cualquiera de las anteriores
no utilizada en terapia inicial

Otero W, et al. Revista GEN (Venezuela) 2019;73:90-8.



Teraplas de rescate




Terapias de salvamento o rescate (1)

Tres tratamientos previos fallidos

&' “~a

Cuadruple Rifabutina
Furazolidona Triple o cuadruple
14 dias 10 dias
< _L- <
IBP 2v/d + IBP 2 vidia +
FZLD 100 mg 3v/dia + Rifabutina 150 mg2v/dia +
Tetraciclina o Amoxi 3-4 v/d Amoxi 3-4v/d
Bismuto 2v/dia Bismuto 2v/d 96.6%

Hong L, Eur J Gastroenterol Hepatol 2013;25:1134-40
Gisbert JP, Gastroenterol Hepato 2016;39:697-721
Ciccaglione AF, Helicobacter 2016;21:375-81

Otero W. Rev Gastroenterol Pertu 2018;38:54-3



H. pylori
Erradicacion

Quinolonas

Solamente si no hay
Otros antibioticos




Pirosis funcional VS ERGE Refractario
Qué hacer en cada caso ?




ERGE
Refractario

o

IBP 2V/dia
8-12 semanas

¥

Causa mas frecuente de
Remision gastroenterologia

Yadlapati R, Med Clin North Am 2019;103:15-27.
Sifrim D,. Gut 2012;61:1340-54
Spechler SJ, Gastrointest Endoscopy Clin N Am 2020;30:343-59



Pirosis falta de respuesta a IBP

EVDA con biopsias, Anormal
» [ratar EEo

excluir Esofaitis Eo

l Normal
Evidencia I@emDOfEZ\ oo
.. it - , c P
Adicional < e pH-metria o pH-Impedaciometria Anormal
Reflujo
Fisioldgico <4% Patoldgico
. Asociaciéon
- A >6%
Positivo ERGE Sintomas (-) ERGE (TE 6%
Manometria alta resolucién con Fisioldgico <4%
O Sin impedanciometria Asociacion
Negativo Sintomas (+)
No desorden
Motor Mayor Y
Acalasia pirosis 35% . ey
g ’ Hipersensibilidad

Funcional
Fass R, Gastroenterology 2020;158:2286—-2293



ERGE Sin
Respuesta a IBP

$

Impedanciomeria pH-metria !




IW-3718 Reduces Heartburn Severity in Patients With Refractory ©®
Gastroesophageal Reflux Disease in a Randomized Trial

Michael F. Vaezi,' Ronnie Fass,” Nimish Vakil,® David S. Reasner,” Robert S. Mittleman,”
Michael Hall,” James Z. Shao,” Yan Chen,” Lara Lane,” Amy M. Gates,* and Mark G. Currie”

0 -

_10_
X2
§® —20-
Colesevelam (Secuestrador de §§
Acidos biliares) liberado y SE a0
retenido en el estbmago gﬁ
Adicionado a IBP 1v/dia % 2 _40-
En pacientes sin respuesta 25
Al IBP. 50 -
El colesevelam atrapa acidos
biliares e impide que lleguen —60 - N
al esofago A=11.9% (P =.049
® Placebo IW-3718 500 mg
m |W-3718 1000 mg m |W-3718 1500 mg

Gastroenterology 2020;158:2093-2103




ERGE Sin Respuesta a IBP

Esofago | |IMC||Tabaco| |Prescripcién
Normal? | |>25 Correcta ?

Estrés?

50% NERD Doblar

50% funcional

La dosis

Cambiar a

’ Otro IBP

Lozano J, Otero W, 2018-2020, en curso




ERGE: Abordaje Terapéutico
Universidad Nacional de Colombia

Pirosis 2v/semana

Ao

Endoscopia

@

Normal 70%

Erosiones

CoD 31y @

NERD 50% | @=—
(+)

A 4

IBP lv/dia

86%, Lozano, Otero, Marulanda
Sometido a publicacion

()

el PF 60%

Funcional

HS 40%

Optimizar manejo, IBP
<Peso, tabaco, estrés
2da dosis IBP
Neuromoduladores
Impedanciometria/pH ?




Antecedentes




Pirosis-Agrieras Endoscopia (-)

Verdadero NERD: 40-45%
Impedacio-pH (+)

Pirosis funcional 20-25%
IPDM-pH (-) Correlacion (-)

Hipersensibilidad a

Reflujo 27-35%

Impedancio-pH (-
Correlacion +
SIICINERS

Pirosis Persistente
Con IBP 2v/d

90%

Trastorno funcional

Aziz Q, Gastroenterology 2016; 150:1368-79

Yamasaki T, J Neurogastroenterol Motil 2017;23:495-03
Gyawali CP, Gastroenterology 2018;154:302-18



Roma |V, 2016

Esophageal
hypersensitivity

Acid exposure

Hipersensibilidad Pirosis

it] NERD _
ESOf_agItIS pH- a Reflujo Funqonal |
erosiva Impedancio + pH —Impedancio (-) PH impedancio(-)
Asociacion No asociacion
Sintomas (+) SIIINES

Aziz Q, Gastroenterology 2016;150:1368-1379



Percent of reflux events

PPI failure
16) (n = 13)

PPI success

B Acid reflux

[0 Weakly acid reflux
Weakly alkaline reflux

Abdallah J, et al. Clin Gastroenterol Hepatol 2019 ;17:1073-80.



Pacientes con falla a IBP

Persistent GERD
25%

Overlap with
reflux Overlap with
hypersensitivity functional heartbur
12.5% 62.5%

Abdallah J, et al. Clin Gastroenterol Hepatol 2019 ;17:1073-80.



Pirosis funcional

Tratamiento
yd N

Medicina Neuro
Alternativa Moduladores
Complementaria ? Viscerales

Fass R, Gastroenterology 2020;158:2286—2293
Spechler SJ, Gastrointest Endoscopy Clin N Am 2020;30:343-59



Neuromoduladores
Viscerales
/‘\
—

TABLE 2

Neuromodulators to treat
functional esophageal disorders

Tricyclic antidepressants

(in descending order of efficacy and descending
order of anticholinergic effects)

Imipramine

Amitriptyline

Desipramine

Nortriptyline

Dosing: Start at 10 mg every night at bedtime;
increase by 10 mg every 2—4 weeks

Selective serotonin reuptake inhibitors
Citalopram

Fluoxetine

Sertraline

Dosing: Start at lowest dose; increase after 4-6
weeks

Trazodone

Dosing: Start at 50 mg every night at bedtime;
increase by 50 mg every 2—4 weeks

Serotonin and norepinephrine
reuptake inhibitors

Venlafaxine

Duloxetine

Dosing: Start at lowest dose; increase every 4-6
weeks as needed

Gabbard S, Clev Clin J Med 2019;86:799-806



Tratamiento no farmacologico

Asociacion Educacion
Insomnio .
Curso benigno
Estré R
strés \\:q "
. ‘miku'f" ‘
Ansiedad /
Burnout

Traquilidad es la clave

Pathel D. Et al. Clin Gastroenterol Hepatol 2020. Early release



Pirosis funcional tratamiento

I\/Iedida

Cirugia

A

55.5
36.7
® ERD
™
o5 NERD
. HFH

Tasa respuesta IBP

PATIENTS (%)
L
S

Pathel D. Et al. Clin Gastroenterol Hepatol 2020



Esofagitis eosinofilica
Como se diagnostica ?
Como se trata ?




Esofagitis eosinofilica
Attwood SE, J Allergy Clin Immunol 993;128:3-20

50-100 casos

50-100 casos 105 personas

10°personas

Nifos 5.4-9.9 ainos
Adultos 30-50 afos

Gomez-Torrijoas E, Front Med 2018;5:247
Dellon ES, Gastroenterology 2018;154:319-32



AGA Institute and the Joint Task Force on Allergy-ilmmunology @
Practice Parameters Clinical Guidelines for the Management of
Eosinophilic Esophagitis

lkuo Hirano,' Edmond S. Chan,” Matthew A. Rank,” Rajiv N. Sharaf,” Neil H. Stoliman,”
David R. Stukus,® Kenneth Wang,” Matthew Greenhawt,® and Yngve T. Falck-Ytter,” on behalf

of the AGA Institute Clinical Guidelines Committee and the Joint Task Force on Allergy-
Immunology Practice Parameters Gastroenterology 2020;158:1776-1786

REVIEWS IN BASIC AND CLINICAL GASTROENTEROLOGY
AND HEPATOLOGY

Douglas J. Robertson and Vincent W. Yang, Section Editors

Approaches and Challenges to Management of Pediatric and e
Adult Patients With Eosinophilic Esophagitis
lkuo Hirano' and Glenn T. Furuta® Gastroenterology 2020;158:840-851

Approaches and Challenges to Management of Pediatric and
Adult Patients With Eosinophilic Esophagitis

Ikuo Hirano1 and Glenn T. Furut32 Gastroenterology 2020;158:840-851



Adolescentes || Disfagia, Impactacion, Alimentos

_ Adultos Pirosis refractaria
Clinica
Nifios || <Crecimiento, Vomito, pirosis
Malestar abdominal
Endoscopia Histologia

Strauman A, Gastroenterology 2018;154:346-59



EE

o-Tratamiento

Respuesta estandarizada

NoO existe

FDA

Histopatologia Objetivo

Sintomas

Endoscopia

Secundario

Lyond E, Gastroenterology 2019;157:275-77
Dellon ES, Clin Gastroenterol Hepatol 2019;17:2149-60
Hirano I, Clin gastroenterol,Hepatol 2017;15:1173-83



Esofagitis eosinofilica
Tratamiento

IBP
Esteroides topicos
Dieta




Step-up empiric elimination diet for pediatric and
adult eosinophilic esophagitis: The 2-4-6 study

Javier Molina-Infante, MD, PhD,*" Angel Arias, MSc, BSc,” Javier Alcedo, MD, PhD,¢

Ruth Garcia-Romero, MD, PhD,® Sergio Casabona-Frances, MD," Alicia Prieto-Garcia, MD, PhD,?

Ines Modolell, MD, PhD," Pedro L. Gonzalez-Cordero, MD,? Isabel Perez-Martinez, MD, PhD,’

Jose Luis Martin-Lorente, MD, PhD,' Carlos Guarner-Argente, MD, PhD,* Maria L. Masiques, MD,'
Victor Vila-Miravet, MD,™ Roger Garcia-Puig, MD," Edoardo Savarino, MD, PhD,°

Carlos Teruel Sanchez-Vegazo, MD,? Cecilio Santander, MD, PhD,” and Alfredo J. Lucendo, MD, PhD"

130 pacientes
Remisidn: mejoria sintomas =
Eosinéfilos <15 CGP CoA

al

s )
' ——
@A

=

Nueces
Peces, mariscos

Huevos
Leguminosas

Leche vaca
Cereales gluten Molina-Infante J, Allergy Clin Inmunol 2018;141:1365-72



Treatment of Eosinophilic Esophagitis (EOE)
Clinical Decision Support Tool

Suspected eosinophilic esophagitis
|

Eosinophilic esophagitis Secondary causes of
I esophageal eosinophilia

1 e Gastroesophageal reflux disease
1

* Eosinophilic gastrointestinal disease

Medical therapy Non-response Diet therapy =Achalasia
= - s * Hypereosinophilic syndrome
429%0 » Proton pump inhibition e Empiric elimination’ 6A * Esophageal Crohn’s disease

]
Non-response

2 : . ¢ Infections (fungal, viral
* Topical corticosteroids B H ions (fungal, viral)

¢ Elemental formula? - )
e Connective tissue disorders

1 . -
Eluti ' * Allergy testing directed® ? * Autoimmune disorders
Uiee O.n a : ¢ Vasculitis
Budesonide 1 ¢ Drug hypersensitivity reactions
o 1 Clinically o) « Pill esophagitis
a 1relevant o « Stasis esophagitis
3 - esophageal 3 « Graft versus host disease
B ; Stricture 2 « Marfan syndrome type II
® Y Y o  Hyper-IgE syndrome

¢ PTEN hamartoma tumor syndrome
Esophageal dilation* * Netherton’s syndrome
* Severe atopy metabolic wasting syndrome

Maintenance therapy No hay remision espontanea

AGA, Gastroenterology 2020;158:1787




Spotlight: Treatment of Eosinophilic Esophagitis (EoE)

Ikuo Hirano, MD’; Ravi Sharaf, MD?; Neil Stollman, MD3; Kenneth Wang, MD?%; Yngve Falck-Ytter, MD, AGAF>
Collaborators: Edmond Chan, MD¢; Matthew Rank, MD7; David Stukus, MD?; Matthew Greenhawt, MD, MBa, MSc?®

Feeding problems
Vomiting
Abdominal pain
Dysphagia

Food impaction

Hypertrophic

and dysmotile
smooth
muscle

Remodeled
and fibrotic
lamina
propria

Infancy

Adulthood

Hyperplastic, less
differentiated, more
permeable
epithelium

Rigidity narrowing
dysfunction

Aeroallergens

Food allergens
A
\
- Elimination
diet

Topical
glucocorticoids

""" "Proton pump
inhibitor

Agents in
development

Anti-IL-4RA
Anti-IL-13
Anti-IL-5RA
CRTH2 antagonist

NORMAL

Histology

A .
i

EoE inflammation
+ fibrosis

A\
1 '\
> EoE fibrosis

e
DO
e

(]

Q.

Irano |, AGA, Gastroenterology 2020;158:1788







Revista de Gastroenterologia de Mexico. 2020;85(2):190-206

REVISTA DE
GASTROENTEROLOGIA
pE MEXICO

www.elsevier.es/rgmx

GUIAS Y CONSENSOS

Consenso mexicano sobre diagnostico, prevencion y
tratamiento de la gastropatia y enteropatia por
antiinflamatorios no esteroideos

M.V. Bielsa-Fernandez®*, J.L. Tamayo-de la Cuesta®, J. Lizarraga-Lopez®,
J.M. Remes-Troche?, R. Carmona-Sanchez®, J.M. Aldana-Ledesma’,

J.M. Avendaio-Reyes?, M.A. Ballesteros-Amozorrutia”, M. De Arifo’,

L. de Giau-Triulzi', R. Flores-Rendén’, H. Huerta-Guerrero¥,

J.A. Gonzalez-Gonzalez', A. Hernandez-Guerrero™, E. Murcio-Pérez",
J.0. Jaquez-Quintana', A. Meixueiro-Daza“, J.R. Nogueira-de Rojas®,

H. Rodriguez-Hernandez®, R. Santoyo-Valenzuela“, S.C. Solorzano-Olmos",
L.F. Uscanga-Dominguez® y F. Zamarripa-Dorsey*



AINES y patologia Gl Superior
Necesidad de IBP profilactico

>30 millones consumen AINES

Singh G, J Rheumatol. 1999;56:18-24




m Factores de riesgo para HVDA

Previous complicated ulcer
Multiple NSAIDs

High-dose NSAID
Anti-coagulant treatment
Previous uncomplicated ulcer
Age 70-80 years

Helicobacter pylori infection

Oral corticosteroids

— 13.5

I C.0
I 7.0
I 6.4
N
P 5.6

I 5
N 02

0 2 4 0 3 10 12 14

Adjusted RR (OR)

16

Lanas A, Rheumatology (Oxford) 2010;49(Suppl 2):iil5;




5.00

4.50

4.00 -

Incidence Rate Ratio
N w w
3 8 3

8

1.50 4

1.00

0.50 -

0.00 -

Risk of Upper Gastrointestinal Bleeding From Different Drug
Combinations

Gwen M. C. Masclee,'** Vera E. Valkhoff,'** Preciosa M. Coloma,’ Maria de Ridder,"*
Silvana Romio,' Martijn J. Schuemie,’ Ron Herings,'* Rosa Gini,"*® Giampiero Mazzaglia,®
Gino Picelli,” Lorenza Scotti,® Lars Pedersen,” Ernst J. Kuipers,”'® Johan van der Lei,' and
Miriam C. J. M. Sturkenboom’+'"

G)

I I T
1
Gastro
I Protectores

nsNSAIDs Coxibs LDA Steroids SSRIs GPAs Aldosterone Caluum channel Anticoagulants Antiplatelets Nitrates
antagonists blockers

Drugs

B Main analysis

Adjusted analysis

Masclee GMC, Gastroenterology 2014;147:784-92



Guidelines for Prevention of NSAID-Related Ulcer
Complications

Frank L. Lanza, MD, FACG"?, Francis K.L. Chan, MD, FRCP, FACG’, Eamonn M.M. Quigley, MD, FACG* and the Practice Paran
Committee of the American College of Gastroenterology



Table 1. Patients at increased risk for NSAID Gl toxicity
High risk
1. History of a previously complicated ulcer, especially recent
2.  Multiple (>2) risk factors
Moderate risk (1-2 risk factors)
1. Age >6b5 years
2 High dose NSAID therapy
3. A previous history of uncomplicated ulcer
4

Concurrent use of aspirin (including low dose) corticosteroids
or anticoagulants

Low risk

1.  Norisk factors



Table 2. Summary of recommendations for prevention of NSAID-related ulcer complications

Low
Low CV risk NSAID alone (the least ulcerogenic
NSAID at the lowest effective dose)
High CV risk® (low-dose aspirin Naproxen + PPIl/misoprostol
required)

Gastrointestinal risk®
Moderate

NSAID+PPI/misoprostol

Naproxen + PPIl/misoprostol

High
Alternative therapy if possible or COX-2

inhibitor+PPl/misoprostol

Avoid NSAIDs or COX-2 inhibitors. Use
alternative therapy

2Gastrointestinal risk is stratified into low (no risk factors), moderate (presence of one or two risk factors), and high (multiple risk factors, or previous ulcer complications,
or concomitant use of corticosteroids or anticoagulants). PHigh CV risk is arbitrarily defined as the requirement for low-dose aspirin for prevention of serious CV events. All
patients with a history of ulcers who require NSAIDs should be tested for H. pylori, and if the infection is present, eradication therapy should be given.

Lanza FK, Am J Gastroenterol 2009: 104:728 — 738



Profilaxis Gastroduodenal

Edad > 60 anos, /45 0 mas*
Esteroides

Anticoagulanes
Antiplaguetarios

NICE 2015



Estrategias para disminuir/evitar
Toxicidad gastroduodenal

Inhibidores de COX2 (CV)
Erradicar H.pylori
Coterapia profilactica

Expertos
Asoclaciones cientificas



ORIGINAL ARTICLE WILEY

Fifth Chinese National Consensus Report on the management
of Helicobacter pylori infection | Helicobacter 2018;23:e12475

Wen Zhong Liu* | YongXie? | HongLu' | Hong Cheng® | Zhi RongZeng* |
Li YaZhou’ | Ye Chen® | Jiang Bin Wang’ | YiQiDu® | NongHualu?® | on behalf
of Chinese Society of Gastroenterology, Chinese Study Group on Helicobacter pylori and Peptic

Ulcer

Management of Helicobacter pylori infection—the
Maastricht V/Florence Consensus Report [cutzosoi-2s

P Malfertheiner,' F Megraud,” C A O'Morain,? J P Gisbert,*> E J Kuipers,® A T Axon,’
F Bazzoli,® A Gasbarrini,” J Atherton,'® DY 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

AINES/ASA Erradicacion
lera vez




Coterapias con AINES

Sucralfate: NO
Antiacidos: No
An)(HZ: Ulcera duodenal.

Misoprostol: 800 mcg/d: Si
< UDb53%, <UG 74%

IBP: Si

Lanza F, ACG Am J Gastroenterol 2009;104:728-38
Cochrane Database Syst Rev 2002;4:CD002296



Valkhoff VE, Aliment Pharmacol Ther 2010:31:1218-28

(c) Prescription of preventive strategies in patients with a history of
UGI bleeding/ulceration
100
90-
80 PR Y N=50.126

70
60
50
40
30
20
10-

Percentage of NSAID users

1996 1997 1998 1999 2000 2001 2002 2003 2004 2005 2006
Calendar year T
—a— Correct prescription - a - Under prescription




Enteropatia por AINES
Cuando pensar en ellay
Qué hacer ?




Causas del aumento

IBP +AINES

‘\

Proteccion
hasta
el duodeno

/’

Incrementa
| esiones
Inferiores




AINES/Intestino delgado

NSAIDs |
I Enterobacteria I
PG |
Desmosoma
Sile acid Z6nula ocludens-1
” L/ Ocluidina
Mucus Hypermotility Mucus ! * Permeability T
OIOIO 42{5[0 01010 O O Of{HO-1! O Ulceration, bleeding OIO
[ 2 -

Mucosal damage /

Meutrophil activation

/et
©

Microcirculation disorder LPS

*

MNeutrophil
' TLR-4 \4 @

¥

Macrophage

Mucosal damage

s
Cytokines

°

*.

Macrophage

Free radical

Takeuchi K, Digestion 2015;91:218-32




ORIGINAL ARTICLE Imhann F, et al. Gut 2016;65:740-748
Proton pump inhibitors affect the gut microbiome

Floris Imhann,’ Marc Jan Bonder,? Arnau Vich Vila," Jingyuan Fu,? Zlatan Mujagic,’
Lisa Vork, Ettje F Tigchelaar,” Soesma A Jankipersadsing,® Maria Carmen Cenit,?
Hermie J M Harmsen,® Gerard Dijkstra,' Lude Franke,? Ramnik J Xavier,”

Daisy Jonkers,? Cisca ’u’\/ijmenga,2 Rinse K Weersma ' Alexandra Zhernakova’

ORIGINAL ARTICLE Jackson MA, et al. Gut 2016;65:749-75

Proton pump inhibitors alter the composition
of the gut microbiota
Matthew A Jackson,' Julia K Goodrich,%> Maria-Emanuela Maxan,*

Daniel E Freedberg,” Julian A Abrams,” Angela C Poole,®? Jessica L Sutter,>
Daphne Welter,?3 Ruth E Ley,%> Jordana T Bell," Tim D Spector,’ Claire J Steves'

Proton Pump Inhibitors Alter Specific Taxa in the Human ®
Gastrointestinal Microbiome: A Crossover Trial

Daniel E. Freedberg,' Nora C. Toussaint,” Sway P. Chen,” Adam J. Ratner,” Susan Whittier,”
Timothy C. Wang,' Harris H. Wang.”* and Julian A. Abrams'*®

Gastroenterology 2015;149:883-885



Systematic review: the effects of proton pump inhibitors on
the microbiome of the digestive tract—evidence from next-
generation sequencing studies

Lukas Macke! @ | Christian Schulz! | Leandra Koletzko! | Peter Malfertheiner’?
Serum-
Gastrin
Bacterial
overgrowth
Gastric H. pylori Gastrg" s
EREEh - Corpus-predominant type
- Atrophy ¢
microbiota
Enteric SIBO Dysbiosis
infections / \
C.difficile Common diseases
infection - Cardiovascular

- Metabolic

- Neurodegenerative APT 2020, 51:505-26



Proton Pump Inhibitors Increase Incidence of Nonsteroidal
Anti-Inflammatory Drug-Induced Small Bowel Injury:
A Randomized, Placebo-Controlled Trial

Ema Washio,” Motohiro Esaki,” Yuji Maehata,” Masashi f\/1i3.fazaki,i Hiroyuki Kobayashi,
Hideki Ishikawa,§ Takanari Kitazono,” and Takayuki Matsumoto

Baseline CE, ECG, and
laboratory test (n = 61)

Randomized to
medication (n = 60)

Y

Celecoxib (n = 30)

'

Post CE, ECG, and
laboratory test (n = 30)

l

COX-2 Sl group (n = 30)

17%

44%

Suspected of small - 50
bowel tumor (h = 1) X
B
2, 40
£
| ]
Y :
2 30 4
Celecoxib + rabeprazole (n = 30) E
Taking other 2 20 4
NSAID (n = 1) ";'
2
Post CE, ECG, and :
laboratory test (h = 29) 7 10+
3
CE system o
trouble (n = 2)
0
COX-2 SI+PPI group (n = 27)

COX-2 Sl group
(n=30)

COX-2 Sl + PPI group
(n=27)

Clin Gastroenterol Hepatol 2016;14:809-15




Enteropatia por AINES

Diarrea cronica
Mala-absorcion
Anemia ferropénica
Sangrado

Estenosis
Obstruccion intestinal
Perforacion

Watababe T, J Gastroenterol 2020:55:481-95
Lanas A, Digestion 2006;73:136-50



Enteropatia por AINES

| esiones
mucosas

12 meses
3 meses 30%

1%

Graham DY, et al. ClinGastroenterol Hepatol. 2005;3:55-9
Sugimori S, et al. Digestion. 2008;78:208-13






Video-capsula

Ulcera circunferencial Ulcera con sangrado activo
estenosis

Frye JM, Abdom Imaging (2015), DOI: 10.1007/s00261-015-0367-2




Ulceras por AINES en ID

Otero W, 2014



Watanabe T, et al. J Gastroenterol 2020:55:481-95.




PillCam“SB PillCam®“ SB
RJ C RJ D

PillCam™SB PillCam™ SB

Bielsa-Fernandes MV, Rev Gastroenterol Méx 2020;85190-206



AINES =Dano Gl inferior

En el momento NO hay

-

Tratamiento o Profilaxis

Watanabe T, J Gastroenterol 2020;55:481-95



ANES-Dano Gl inferior: Tratamiento

Sulfuro de hidrogeno (H2S): citoprotector
Rebamipide: citoprotector

Irsogladine: protege integridad epitelial
Rifaximina: antibotico intraluminal

Kuramoto T, BMC Gastroenterol 2013;13:85
Watanbe T, PLOS One 2015;10:e0122330

Marlicz M, Mayo Clin Proceed 2014;89:1699-709
Wallace JL, Curr Treat Opt 2015, Online Augusto 25



Rifaximin Reduces the Number and Severity of Intestinal Lesions
Associated With Use of Nonsteroidal Anti-Inflammatory Drugs
In Humans

Carmelo Scarpignato, ' Werner Dolak,”* Angel Lanas,” Peter Matzneller,” Cecilia Re

Scarpignato C, Gastroenterology 2017;152:980-982



64 voluntarios sanos
Dclofenac 75 mg 2v/dia +
Omeprazol 20 mg/d 14 dias

Rifaximina A Placebo

400 2v/d 2v/d

Erosiones 0=0.05
Lsiones
Grandes @ p<0.001

Scarpignato C, Gastroenterology 2017;152:980-982

VDC antes y
despues




Sl organico o funcional ?
Cuando utilizar antibioticos ?




Roma IV
2016

Trastorno gastrointestinal
Funcional

A4

Trastorno del
funcionamiento
Gastrointestinal

\ 4

No es Ausencia de
Enfermedad organica

Drossman DA, Gastroenterology 2016;150:1262-79



Sl

'

Ulceras pépticas

!

Enfermedad sicoldgica

rd

Enfermedad
Organica

N

Helicobacter pylori
AINES

Otero W, 2020, PLM Peru



Sll -Fisiopatologia

Activacion sistema
Inmune

Alteraciones

Mala-absorcion Sicologicas
Sales biliares
‘ ’ Hipersensibilidad

Aumento visceral
permeabilidad “
intestinal —
- Alteracion
Motilidad
Alteraciones ’
Genética

Alteraciones 'l “ Alteracion eje

Epigenéticas Intestino-cerebro

Infeccion intestinal previa Sobre crecimiento bacteriano

SlI post infeccioso del Intestino delgado (SIBO)
Alteracion de la Microbiota
del colon

Pimentel M, 2018 Otero W, PLM Peru 2020



REVIEW ARTICLE

Small Intestinal Bacterial Overgrowth in Irritable Bowel
Syndrome: A Systematic Review and Meta-Analysis of

Case-Control Studies

Ayesha Shah, MBBS, FRACP*23* Nicholas J. Talley, MBBS, MD, PhD, FRACP, FRCP, FACP FAHMS**,
Mike Jones, BsC, PhD, A.Stat, C.Stat>*, Bradley J. Kendall, MBBS, FRACP, PhD!?, Natasha Koloski, PhD!4*,
Marjorie M. Walker, MBBS, FRCPath, FRCPA, AGAF#*, Mark Morrison, PhD'2%* and

Gerald J. Holtmann, MD, PhD, MBA, FRACP, FRCP, FAHMS?!23-*

25 estudios
3.192 Sl
3.320 controles

Sll vs controles

Sll vs Controles sanos asintomaticos
Sll vs Controles Cultivo 10°

Sll vs Controles 103

CH4 Sl Estreiimiento vs diarrea

IBP No tuvo asociacion con SIBO

OR 3.7 (IC95% 2.3-6.0)
OR 4.9 (1C95%2.8-8.6)
13.9% vs 5%

33.5% vs 8.2%

OR 2.3 (IC 1.2-4.2)

Shah A, etal. AmJ G

astroenterol 2020;115:190-201




Microbial and metabglami
correlation with&Qepression and anxiet
co-morbidities in diarrho€a-predominant
IBS patients

Tong Liu'*?, Xiang Gu'*?, Li-Xiang Li'*?, Ming Li'*?, Bing Li'*?, Xiao Cui'** and Xiu-li Zuo'**"

Check for
updates

A Simpson B Ace & Chao
0204 —_* 6007 6004  __*
0.15

400~ 400
0.10- I

200~ 200+
0.05-
0.00 0- 0-

IBS-D HC IBS-D HC IBS-D HC
Liu et al. BMC Microbiology (2020) 20:168



Cumulative Effects of Psychologic Distress, Visceral
Hypersensitivity, and Abnormal Transit on Patient-reported
Outcomes in Irritable Bowel Syndrome

Magnus Simrén,"* Hans Térnblom,' Olafur S. Palsson,” Lukas Van Oudenhove,’
William E. Whitehead,” and Jan Tack®

A Hyperalgesia

Accelerated transit

Delayed transit

Number of factors

q Vs oo ',’:"f . .
i ' :. $eveee® .:: Anxiety Depression
i ! . . ‘
Allodyni W '.:2 Lo 4 -
X)) eter’ N e |
> < oo .
\ Stimulus intensity K ]
A P<.0001 ! A P<.0001
Symptom Quality
severity of Life
>
Number of factors

Simrén M, et al. Gastroenterology 2019;157:391-402




Pos infeccioso: la mejor evidencia de organicidad

IMMUNE
= Antibody  ACTIVATION

[Autoantibodias)

B Eerone L S

FACTORS =N, ' joralng
b LN )
900/0 O ‘ ‘- : Q C? -l' 01 ', CHANGES
® .7 .e ' IN
COMPLETE 4 ‘# o i - MOTILITY
e gy e O !
RECOVERY S
HEALTHY .,,\ ? >e T » I Bs
BOWEL 3 N s
& gh’ ‘ .\
Pathogens Irritable Bowel
ACUTE Syndrome
GASTROENTERITIS
k \ : _'51 vy
GRADUAL (\ __ -\ o)
IMPROVEMENT N L \_- DYSBIOSIS
(REMISSION)

VISCERAL CHANGES

SYMPTOMS

Pimentel M, Dig Dis Sci 2020, Epub Ahead Feb 20



W p the Pathophysiology of Chronic
llaiig pes 1 ollowing Campylobacter jejuni

Infection in a Rat odl

Mark Pimentel - Walter Morales - Venkata Pokkunuri - Constantinos Brikos -
Sun Moon Kim * Seong Eun Kim - Konstantinos Triantafyllou *+ Stacy Weitsman -
Zachary Marsh + Emily Marsh - Kathleen S. Chua + Shanthi Srinivasan -
Gillian M. Barlow * Christopher Chang

Anticuerpos

Anti CdTB

Reaccion cruzada
Vinculina en

Ceélulas Cajal
Ganglios mientéricos

Vinculina

Proteina Fundamental

Integridad estructural

Adhesion/migracion

Neuronal Dig Dis Sci. 2015;60:1195-205.



Medicamentos

Multiples alteraciones organicas
Autoinmunidad, eje intestino cerebro

Sl sintomas
Cardinales

[ Dolor }<¢

‘>{“Bloating”}

A4 A4

4 I 4

Estrenimiento
N J \_

Diarrea




[Probic’)ticos } EAntibiéticos}

* &

Microbioma un
Blanco terapéutico

A A4

Dieta baja I Trasplante
en FODMAP Fecal




Rifaximina

Antibidtico

bictico | a2
accion topica. %\ﬁ

5

550 mg cada 8 horas/14 dias.

Microbioma SIBO

Diarrea

Alternante| |Dolor

Superior
a placebo

+Segura

Ford AC, et al. Am J Gastroenterol 2018;113:1-18.

Black CJ, et al. Gut 2019;0:1-9

Black CJ, Ford AC. Frontline Gastroenterology 2020;0:1-13.
Pimentel M, et al. N Engl J Med 2011;364:22-32.



Rifaximina

Excelentes oportunidades
terapéuticas

-

Actua topicamente
Decontaminacion selectiva

>>> Lactobacilo

>>> Bifidobacterium

>>> Faecalobacterium prausnitzil

Soldi S, Clin Exp Gastroenterol 2015;8:309-25
Ponziani FR, Dig Dis 2016;34:269-78
Ponziani FT, World J Gastroenterol 2017; 23: 4491-4499



Efficacy of Fecal Microbiota Transplantation in
Irritable Bowel Syndrome: A Systematic Review

and Meta-Analysis

Dabo Xu, MD*, Vincent L. Chen, MD?, Calen A. Steiner, MD, MS?, Jeffrey A. Berinstein, MD*, Shanti Eswaran, MD!,
Akbar K. Waljee, MD, MSc!, Peter D.R. Higgins, MD, PhD, MSc! and Chung Owyang, MD*

4 ECC
Mejoria de sintomas globales

8-12 meses

Am J Gastroenterol 2019:114:1043-1050



Sii, Trasplante de materia fecal
Todos los estudios

FMT Placebo

Study Events Total Events Total Risk Ratio RR 95%—-Cl Weight
Johnsen 2017 36 60 12 30 ——.— 1.50 [0.92;2.44] 27.1%
Holvoet 2018 21 42 6 22 B 1.83 [0.87; 3.87] 22.5%
Aroniadis 2018 10 24 15 24 —.—— 0.67 [0.38;1.17] 25.7%
Halkjeer 2018 8 26 19 26 B 0.42 [0.23;0.78] 24.7%
Overall 152 102 @ 0.93 [0.48; 1.79] 100.0%
Total Events 75 52

0.5 1 2

Weights are from

amom effects analysis
Heterogeneity: / x§ = 14.47 (p <0.01)
Clinical Response tE¥T: z = -0.22 (p = 0.83)

No aprueba

Ni invalida el TMF

Xu D, Am J Gastroenterol 2019:114:1043-1050



Mejoria global

Sii, Trasplante de materia fecal

a

FMT Placebo
Study Events Total  Events Total Risk Ratio RR  95%-Cl Weight
Johnsen 2017 36 60 12 30 —— 1.50 [0.92;2.44] 70.4%
Holvoet 2018 21 42 6 22 - 1.83 [0.87;3.87] 29.6%
Overall 102 52 1.59 [1.06; 2.39] 100.0%
Total Events 57 18 !

0.5 1 2
Weights are from random effects analysis
Heterogeneity: 12 = 0%, x* = 0.20 (p = 0.66) :
Clinical Response to FMT: z =2.24 (p = 0.02) Colonos_copla/EVDA
Una dosis

b

FMT Placebo
Study Events Total  Events Total Risk Ratio RR  95%-Cl Weight
Aroniadis 2018 10 24 15 24 —— 0.67 [0.38; 1.17] 54.1%
Halkjeer 2018 8 26 19 26 - 0.42 [0.23;0.78] 45.9%
Overall 50 50 @ 0.54 [0.34; 0.85] 100.0%
Total Events 18 34 !

1 2

Capsulas




Efficacy of faecal microbiota transplantation for
patients with irritable bowel syndrome in a
randomised, double-blind, placebo-controlled study

Magdy El-Salhy @ ,"* Jan Gunnar Hatlebakk,* Odd Helge Gilja,*
Anja Brathen Kristoffersen,® Trygve Hausken®

Response after FMT
e e o o
—
1DD. ' I oy -y
whes vos B55 e 891 [l Placebo
80+ o 75.9 76.9 [0 FMT 30g

68.5
] FMT 60 g
EW‘431II
]

Ganancia por encima de placebo >65%
Terapias farmacologicas 8-20%

LT

asponse

2 weeks 1 month 3 months
Time
El-Salhy M, et al. Gut 2019;0:1-9. doi:10.1136/gutjnl-2019-319630



Dolor abdominal: Cuando pensar
en dolor de la pared abdominal ?
y coOmo tratarlo ?




Dolor

Abdominal Multiples
cronico "‘

causas

Desafio

MD cuidado primario
MD especialista
Equipos medicos
Hospitales referencia

Pajanen H. Surg Endosc 2006;20:1835-8



Dolor abdominal cronico
en gastroenterologia

50%
ldiopaticos




- Epidemiologia
Desconocida
.10-90%

Estructuras de la
pared abdominal

Dolor abdominal cronico
de la pared abdominal

Srinisvasan R, Am J Gastroenterol 2002:97:824-30



Dolor cronico de la pared abdominal

Signo de Carnett (+),Ay B

Carnett JB, Surg Gynecol Obstetr 1926:42:625



Vein

&~+—Artery
P
Tg wm®™" \ Nerve
79 .
L~ Fasciotomy through
.; < Anterior Sheath of
Rectus Abdominis
T7-T12 % T10 Muscle
)
Rectus
bdominis T11
Muscle
f—
112
/ Anterior Cutaneous
Anterior < Abdominal Branches
Sheath of of Intercostal Nerves
Rectus
Abdominis

Muscle

Lidsetmo RO, Am J Surg 2009;198: 129-134



Carnett A




Carnett B
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Signo de Carnett

Chin to chest
position

Kamboj AK, Mayo Clin Proc. 2019;94:139-144
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( TRABAJOS ORIGINALES )

Dolor cronico de la pared abdominal: una
entidad poco reconocida con gran impacto
en la practica medica

Chronic Abdominal Wall pain: An unrecognized entity with great
impact in the clinical practice

William Ortero, MD,! Xiomara Ruiz, MD,? Elder Otero, MD,?> Martin Gémez, MD,*
Luis Fernando Pineda, M D, Victor Arbeliez, MD.?

Trabajo ganador del Premio Nacional de Gastroenterologia “Jacome Valderrama” 2007

48%

Rev Col Gastroenterol 2007:22:261-71



El costo de ignorar el signo de Carnett. Reporte de
caso y revision de la literatura

The Cost Of Ignoring Carnett’s Sign: A Case Report and Literature Review

William Otero Regino, MD,' Erika Martinez Rodriguez, MD,? Adan Luquez Mindiola, MD.

Rev Colomb Gastroenterol 2017; 32:75-81



Evaluacion de la respuesta sostenida en pacientes
con dolor cronico de la pared abdominal tratados con

infiltracion de anestesia local

Evaluation of sustained responses to infiltration of local anesthetic in patients
with chronic abdominal wall pain

Julidn Mayorga-Ortiz, MD," William Otero-Regino, MD,* Juan Alzate-Granados, MD,® Hernando Marulanda Fernandez, MD.*

N=324

Mayorga-Ortiz J, Rev Colomb Gastroenterol 2020;35:159-64



Dolor de la pared abdominal
Seguimiento a tres anos

**p < 0,001

Antes de la infiltracidn | Inmediato Luego de 1-2 afios

Escala analoga del dolor

Mayorga-Ortiz J, Rev Colomb Gastroenterol 2020;35:159-64



A Double-Blind, Randomized, Controlled Trial on Surgery for
Chronic Abdominal Pain Due to Anterior Cutaneous Nerve
Entrapment Syndrome

Oliver B. Boelens, MD,* Tijmen van Assen, MD,{ Saskia Houterman,i Marc R. Scheltinga, MD,§
and Rudi M. Roumen, MD§

44 pacientes
22 en cada rama

16 Vs 4 ‘

P=0.001

Ann Surg 2013;257:845-9



Trasplante fecal, Tiene Futuro ?




European consensus conference on faecal
microbiota transplantation in clinical practice

Giovanni Cammarota, Gianluca laniro,' Herbert Tilg,* Mirjana Rajili¢-Stojanovi¢,?
Patrizia Kump,* Reetta Satokari,” Harry Sokol,® Perttu Arkkila,” Cristina Pintus,®

Ailsa Hart,” Jonathan Segal,” Marina Aloi," Luca Masucdi,'" Antonio Molinaro, '?
Franco Scaldaferri,' Giovanni Gasbarrini," Antonio Lopez-Sanroman, "

Alexander Link,'* Pieter de Groot,'> Willem M de Vos,>'® Christoph H('jgenauer,4
Peter Malfertheiner,'* Eero Mattila,'” Tomica Milosavljevi¢,'® Max Nieuwdorp, '# "'
Maurizio Sanguinetti,'' Magnus Simren,”® Antonio Gasbarrini,' The European FMT

Working Group
Cammarota G, et al. Gut 2017:66:569-580

Consensus report: faecal microbiota transfer — clinical
applications and procedures

J. Konig*, A. Siebenhaar”, C. Hégenaueri:IP. Arkkila®, M. Nieuwdorp™*, T. Norén*, C.Y. Ponsioen’, U. Rosien’,
N. G. Rossen', R. Satokari®, A. Stallmach™, W. de Vos¥*, J. Keller’? & R. J. Brummer*?

Aliment Pharmacol Ther 2017; 45: 222-239

The 5D framework: a clinical primer for fecal microbiota

transplantation to treat Clostridium difficile infection

Jessica R. Allegretti, MD, MPH, "** Zain Kassam, MD, MPH,”** Majdi Osman, MD,””* Shrish Budree, MD,
Monika Fischer, MD, MSc,” Colleen R. Kelly, MD'

Gastrointest Endosc 2018:87:18-29



Trasplante de materia fecal

Restaura la microbiota a un estado mas saludable

ler trasplante 1983
Tecnicamente facil, proceso complejo, costos
examenes donador, Colonoscopia ? EVDA

Malani PM, JAMA 2016;315:137-8



Infeccion por Clostridiodes difficile:




the NEW ENGLAN D
JOURNAL o MEDICINE

ESTABLISHED IM 1812 JAMUARY 31, 2013 VOL. 368 MO, 5

Duodenal Infusion of Donor Feces for Recurrent
Clostridium difficile

Els van Nood, M.D., Anne Vrieze, M.D., Max Nieuwdorp, M.D., Ph.D., Susana Fuentes, Ph.D.,



Percentage Cured without Relapse

100+

P<0.001

| l
P<0.001

81.3%

First Infusion
of Donor Feces
(N=16)

4

30.8%

Infusion of Donor Vancomycin  Vancomycin with
Feces Overall (N=13) Bowel Lavage
(N=16) (N=13)

van Nood E, N Engl J Med 2013;368:407-15.



B Microbial Diversity
250+

2004

1504

100-

50+

Simpson’s Reciprocal Index

Healthy Patients before Patients after
Donors Infusion Infusion

van Nood E, N Engl J Med 2013;368:407-15.



Cd recurrente

2a Recurrencia

g

Vancomicina en pulsos Vancomicina 125 mg 4v/d, 10 dias
125 mg 4v/d, 10-14 dias Seguida con Rifaximina
125 mg 2v/dia 1 semana 400 mg (550) 3vd/20 dias “O”

125 mg/dia 1 semana

125 mg cada 2-3d/2-8 semanas Fidaxomicina 200 mg 2vd/10 dias “O”

32 recurrencia
Trasplante de materia fecal

McDonal LC, Clin Infect Dis 2018:66:987-94



Cd refractaria

W -

. ,’ 2020
Cirugia 2
Mortalidad '

32-41% Trasplante fecal

Cura 80-90%
Nohay ECC 1 'Mortalidad 7.6%

No seria ético!!

Cheng YW, Exp Rev Anti Infect Ther 2020, Sept 20



Gastroenterology 2019;157:624-636

REVIEWS IN BASIC AND CLINICAL GASTROENTEROLOGY
AND HEPATOLOGY

Douglas J. Robertson and Vincent W. Yang, Section Editors

Fecal Microbial Transplantation for Diseases Beyond Recurrent ©®
Clostridium Difficile Infection

Geert R. D’Haens' and Christian Jobin®?



Diabetes
Obesidad
S. Metabdlico

Colitis
Ulcerativa
Refractaria

Intestino
Irritable
Refractario

Trasplante
Fecal

Estrenimiento

Zhang F, Protein Cell 2018;9 :462-73
Allegretti JR, Lancet 2019;394:420-31



Ell Transplante de FMT

Pos FMT

Borody TJ, Gastroenterol Clin N Am 2012;41:781-803



Ell Transplante de FMT

Borody TJ, Gastroenterol Clin NAm 2012;41:781-803



Ell Transplante de FMT

Borody TJ, Gastroenterol Clin N Am 2012;41:781-803



Futuro Trasplante 22 y 32 generacion

First generation

Sy ¥ Reemplazar la microbiota
mmicrobiota )
AP, Completa
Ecosystem i old r \k b
ﬁ

replacement EMT / /J@“f.‘.& \
Delivery mode? l
Frequency?

TS

Disease
| Donor? state
N P

Combinaciones especificas

de microorganismos

Treatment
options

Disease
state

Compuestos derivados de
los microorganismos

D ‘Haens GR, Gastroenterology 2019;157: 624-636



Trasplante fecal

No siempre es basural



“El dia que la mierda tenga algun
valor, los pobres naceran sin .......”"

El otono del patriarca



size of poop # of people Treated
5, & |%
00g & [% %
50, & |2 %%
2000 & (%22 2%
250, b |2 2212
US$ 40 por muestra 300, db [222888
US$ 50 “premio” 350 Sl 1112288
Por llevar 5 semanales 4009 z; XN EEN

4504 £ 8888882

THE MOST IMPORTANT THING
YoULL DO ALL DAY!



Aunque no lo crea..
Vendera la materia fecal!



Muchas gracias!
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