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Dispepsia

No data
. 0% 10 4.9%

M 5.0% to 9.9%
B 10.0% to 14.9%
B 15.0% to 19.9%
B 20.0% or more

Barberio B, Aliment Pharmacol Ther. 2020:52:762-73



Systematic review and meta-analysis: global prevalence of
uninvestigated dyspepsia according to the Rome criteria

Brigida Barberio® | Sanjiv Mahadeva®® | Christopher J. Black®* |
Edoardo V. Savarino® | Alexander C. Ford>*

Roma ll Roma lll
13% 11.5%

i

Roma |V

6.9%

'@ Barberio B, Aliment Pharmacol Ther. 2020:52:762-73



No es un diagnadstico

>

Dispepsia

&
Conjunto de sintomas
Region gastroduodenal

Barberio B, Aliment Pharmacol Ther. 2020:52:762-73



CLINICAL GUIDELINES

ACG and CAG Clinical Guideline: Management of
Dyspepsia

Paul M. Moayyedi, MB, ChB, PhD, MPH, FACG', Brian E. Lacy, MD, PhD, FACG?, Christopher N. Andrews, MD?, Robert A. Enns, MD*,
Colin W. Howden, MD, FACG” and Nimish Vakil, MD, FACG®

Definicion clinica

Dolor epigastrico 1 mes de evolucion

Asociado o no a: llenura, nauseas, vomito, pirosis.
Puede ser inducido o agravado por alimentos
Puede ocurrir en ayunas

Am J Gastroenterol 2017; 112:988-1013.



Dispepsia factores de riesgo
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Moayyedi P, Am J Gastroenterol 2017; 112:988-1013
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Dispepsia Impacto

40% consulta a cuidado primario

15% referidos a cuidado secundario
20-30% Gastroenterologia

USA $>18 billones/afio, >> costo social
< Productividad laboral

Disminuye calidad de vida

Moayyedi P, Am J Gastroenterol 2017; 112:988-1013
Barberio B, Aliment Pharmacol Ther. 2020:52:762-73
Eusebi LH,BMJ. 2019:367:16483



Dispepsia no Investigada

Excelente historia clinica
Examen fisico: NORMAL
Ocasionalmente dolor epigastrico
Laboratorios de rutina
Dependen de cada paciente: edad, S. Alarma ?
Solicitud selectiva
Cuadro hematico, Quimica hepatica
Ecografia hepatobiliar

En la mayoria de los casos no
hay causa evidente




Signos y sintomas de alarma

Sangrado Gl
Anemia inexplicada
Saciedad temprana
Pérdida de peso inexplicada
Disfagia progresiva, odinofa
Vomito persistente

HF Ca gastrointestinal
Linfadenopatia

Masa abdominal, UP previa

Talley N, Vakil N. Am J Gastroenterol 2005;100:2324-37
AGA. Gastroenterology 2005;129;1756-80
Eusebi LH, et al. BMJ. 2019;367:16483



ACG and CAG Clinical Guideline: Management of
Dyspepsia

Paul M. Moayyedi, MB, ChB, PhD, MPH, FACG', Brian E. Lacy, MD, PhD, FACG?, Christopher N. Andrews, MD’, Robert A. Enns, MD*,
Colin W. Howden, MD, FACG" and Nimish Vakil, MD, FACG®

STATEMENT 2. WE DO NOT SUGGEST ENDOSCOPY
TO INVESTIGATE ALARM FEATURES FOR DYSPEPSIA

PATIENTS UNDER THE AGE OF 60 TO EXCLUDE
UPPER Gl NEOPLASIA

onditional recommendatiomyymoderate quality evidence




Manejo Dispepsia no investigada

- L

No esta universalmente definido

Chen SL, Aliment Pharmacol Ther 2015:41:239-52



Investigar H.pylori
(+): Endoscopia

“Test y Endoscopia”

\_ J
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Investigar H.pylori
‘(""): Endoscopia /Dispepsia no\ IBP a tOdOS
Test y Tratar” L] ] |
\_ J | Investigada S y
Sin sintomas
/\De alarma y
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Manejo sintomas
Segun Guias

L Practica médica usual

Endoscopia
A todos

J




Effectiveness of management strategies for uninvestigated
dyspepsia: systematic review and network meta-analysis

Leonardo H Eusebi,* Christopher J Black,”? Colin W Howden,” Alexander C Ford*’

Eusebi LH, BMJ 2019;367:16483

Intervention Abbreviation Number of Number of
trial arms participants
Prompt endoscopy A 11 1942
Empirical acid suppression B 7 1329
“Test and treat” C 10 1938
Symptom based management D 3 469
“Test and scope” E 2 484



Probabilidad de hacer endoscopia final seguimiento (ITT)

Strategy Relative risk Relative risk P score
(95% CI) (95% CI)
“Test and treat” — 0.23(0.17t0 0.31)
Symptom based management —— 0.39(0.20t0 0.74) 0.61
Empirical acid suppression —_—l 0.39(0.27t0 0.56)  0.59
“Test and scope” -_—l 0.55(0.30t0 0.99) 0.32
0.1 1.0
Favours Favours prompt
experimental endoscopy

A pesar de pocos canceres

Los pacientes prefieren endoscopia Eusebi LH, BMJ 2019;367:1648:




Dispepsia no Investigada

Endoscopia cuando?

Epidemiologia local '

del Cancer gastrico COStO
Endoscopia

Chen SL, Aliment Pharmacol Ther 2015:41:239-52



Dispepsia no investigada

Endoscopia inicial Vs Investigar H.pylori y tratar

US$500 < US$500 < US$200
No Iinvasivos lgualmente Endoscopia
Investigar Hp efectivas
y tratar

Fendrick AM, Ann Intern Med 1995;123:260-8
Talley NJ, Aliment Pharmacol Ther 2002;16 (Suppl.4):95-104



Dispepsia endoscopia digestiva alta

Colombia
Asia

Canada
USA

60 anos 55 anos

35 anos

Moayyedi P, AJG 2017; 112:988-1013 Bosques FJ, Rev Gastroenterol Mex 2018;83:325-41

Pineda LF, Rev Col Gastroenterol 2015; 30(Suppl. 1):9-16
Chen SL, Aliment Pharmacol Ther 2015;41:239-52



Cancer gastrico, N=50/542

<30 31-40 41-50 51-60 >60

Pineda L, Otero W, Gomez M, Rev Col Gastroenterol 2004;19:13-25



Systematic review with meta-analysis: prompt endoscopy as
the initial management strategy for uninvestigated dyspepsia
in Asia

S. L. Chen*, K. A. Gwee' J. S. Lee*, H. Miwa®, H. Suzuki' P. Guo** Y. T. Hao** & M. H. Chen*

(a) 1Sensitivity SROC Curve (b) 1Sensi1ivity SROC Curve (c) Sensitivity SROC Curve
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Chen SL, Aliment Pharmacol Ther 2015:41:239-52

[>45 anos.




Dispepsia




Sintomas no diferencian
Organica vs Funcional

Stanghellini V, Gastroenterology 2016;150:1380-92
Talley NJ, Gastroenterol Hepatol 2007;5:1175-83
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Dyspepsia

@ British Society of Gastroenterology guidelines on the
management of functional dyspepsia

Evidence-based clinical practice guidelines for functional
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Dispepsia No investigada

Secundaria a ‘ -
patologias definidas FunC|OnaI

Esofagitis erosiva 70_80%
Ulcera péptica
Cancer gastrico,
Cancer esofagico
Helicobacter pylori
Enfermedad de Crohn

Giardia, Estrongiloides

Endoscopia
Otros examenes

AINES, Macrélidos (Perti nen’[eS)

Enfermedad celiaca

Gastroparesia
Hepatocarcinoma

Cancer pancreas Ford AC, Lancet. 2020:396: 1689-1702
Pancreatitis cronica Black CJ, Ther Adv Gastroenterol 2019:11:1-7

GE Eosinofilica | Moayyedi P, Am J Gastroenterol 2017; 112:988-1013
Isquemia Mesentérica Cronica




Dispepsia funcional Roma IV
|

Sindrome de Sindrome de
Dolor epigastrico Malestar pos-prandizs

[

3 dias a la semana

Sperber AD, et al. Gastroenterology 2021;160:99-114



DF. Fisiopatologia

Gastroenteritis
Aguda

Helicobacter Hipersensibilidad

pylori Visceral
Vaciamiento Procesamiento
Demorado central Alterado

Alteracién Sexo

Acomodacioén Femenino

Ansiedad

Wauters L, United European Gastroenterol J 2021;9:307-331



Alterations to the duodenal microbiota are linked to
gastric emptying and symptoms in Shanahan ER, et al. Gut 2023:72:929-938
functional dyspepsia

Frin R Shanahan, "* Seungha Kang,® Heidi Staudacher @ ,"* Ayesha Shah,** Anh Do,
Grace Burns,>® Veronique S Chachay,” Natasha A Koloski @ ,** Simon Keely @ ,>®
Marjorie M Walker,®? Nicholas J Talley @ ,%° Mark Morrison @ "
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Fisiopatologia DF

, ) bile acids
altered microbiota

C 4 "’J\’.\ ; ¢ 2§vomponents
) acl ‘
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Increased permeability J Neurstoxina
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B / Stress
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Anxiety, Depression

proteases

’A/IBP Proteina basica mayor
histamine EPQO Peroxidasa EO E

Gastric dysmotlllty

Vanuytsel T. Acta Gastroenterol Belg. 2023;86:68-73



Talley NJ, 2010

Duodenal
eosinophilia

DF, Fisiopatologia

H pylori

Enteric
pathogens

.’;ﬂ'.

Mast cells

Lymphocytes

Inflammation/immune activation

Koduru P, Clin Gastroenterol Hepatol 2018 ;16: 467-479



Dispepsia Funcional

Alteracion
Motora
Sensorial



Duodenal Eosinophils and Mast Cells in Functional
Dyspepsia: A Systematic Review and Meta-Analysis of
Case-Control Studies

Ayesha Shah,"* Thomas Fairlie,”** Georgia Brown," Michael P. Jones,’

Guy D. Eslick," Kerith Duncanson, ' Nikhil Thapar,** Simon Keely,'

Natasha Koloski,”*'' Mohit Shahi,"® Marjorie M. Walker," Nicholas J. Talley, ' and
Gerald Holtmann**

Twenty-two case-control studies with 1108 FD patients and 893 controls were identified.
Duodenal eosinophils {SMD; 1.29; 95% C), 0.85-1.73; P = .0001) and mast cells $MD, 2.11;
95% CI, 1.14-3.07; P = .0001) were increased in FD patients comnared with controls. Sub-
stantial heterogeneity was found [I2 = 93.61, P = .0001; and I = 96.69, P = .0001; respec-
tively) and visual inspection of funnel plots confirmed publication bias. Degranulation of
duadenal eosinophils was significantly higher in FB patients compared with controls (odds
ratin; 3.78: 95% CI, 6.76-4.48; P = .0001), without statistically significant heterogeneity. We
conducted a sensitivity analysis for duodenal eosinophils, by including only high-quality
studies, and the results remained unchanged (SMD, 1.73; 95% CI, 1.06-2.40; P = .0001),
with substantial heterogeneity. Postinfectious FD patients had increased duodenal eosinophils
compared with controls (SMD, 3.91; 95% CI, 1.32-6.51; P = .001) and FD patients without any
history of infection (SMD, 1.42; 95% CI, 0.88-1.96; P = .001). Helicobacter pylori-negative FD
patients had significantly higher duodenal eosinophils compared with controls (SMD, 3.98; 95%
Cl, 2.13-5.84; P = .0001), with substantial heterogeneity. No significant difference in duodenal
eosinophils was seen according to FD subtypes.

This meta-analysis suggests a link between duodenal microinflammation and FD. However, the
quality of evidence is very low, largely owing to the unexplained heterogeneity and serious risk

of publication bias in all comparative analyses. Thus, causality remains uncertain and further
studies are required.

Shah A, Clin Gastroenterol Hepatol 2022;20:2229-42



Small Intestinal Bacterial Overgrowth in Functional
Dyspepsia: A Systematic Review and Meta-Analysis

Saravana Ruban Gurusamy, MBBS*?, Ayesha Shah, MBBS, PhD, FRACP!#*, Nicholas J. Talley, MD, PhD, FRACP, FAHMS?*
Natasha Koloski, PhDY23* Michael P. Jones, BSc (Hons), PhD, ASTAT, CSTAT**, Marjorie M. Walker, BMedSci, BMBS, FRCPath, FRCPA, AGAF>*,

Mark Morrison, PhD¥** and Gerald Holtmann, MD, PhD, MBA, FRACP, FAHMS!#*

7 Estudios, CC 4, Prevalencia 3

263 pacientes 84 controles

SIBO OR 4.3 (IC95% 1.1-17.5)
Estudios alta calidad OR 2.8

Am J Gastroenterol 2021;116:935-942



Dispepsia funcional, sintomas cardinales

Llenura precoz

-

Dolor

Ardor

Q \__“"V

Llenura osprandial

Wauters L, United Eur Gastroenterol J. 2021:9:307-31
Stanghellini V, Vastroenterology 2026;150:1380-92




Dispepsia funcional

Llenura
o/ Posprandial

L lenura
Precoz

Perdida
de peso

Wauters L, United Eur Gastroenterol J. 2021:9:307-31



Dispepsia funcional sintomas de apoyo

“Bloating”

- No Pirosis
Nauseas SIS
Eructos Regurgitacion

ERGE

Sensacion subjetiva de inflacion

. : Wauters L, United Eur Gastroenterol J. 2021:9:307-31
Abdominal y/o gas o flatulencia




Dispepsia funcional
Tratamiento




Excelente relacion
Médico -Paciente

Su dolor no se debe a Cancer, Tumores o Masas.

No hay nada grave. Puede estar relacionado con el estrés
“Su estomago y duodeno son muy sensibles, efc.

Le vamos a formuar este medicamento por UN MES




Placebo response in pharmacological trials in patients with
functional dyspepsia—A systematic review and meta-analysis

Michelle Bosman!® | Fabiénne Smeets'® | Sigrid Elsenbruch®® | Jan Tack*® | Libre de sintomas
Magnus Simrén®’ | Nicholas Talley®® | Bjorn Winkens® | Ad Masclee! |

Daniel Keszthelyil

Bossman M, Neurogastroenterol Motil. 2023;35:e14474.

Responders Total patients Proportion (95% CI)
Iwakiri et al. (2013)*° 14 85 —=m— 0.165 [0.093; 0.261]
Tan et al. (2012)* 21 95 — 0.221 [0.142; 0.318]
Matsueda et al. (2012)* 40 442 = 0.090 [0.065; 0.121]
Miwa et al. (2009)*? 10 75 —=— 0.133 [0.066; 0.232]
Wong et al. (2002)34 45 1562 —— 0.296 [0.225; 0.375]
Fraitag et al. (1994)*° 13 45 ——-— 0.289 [0.164; 0.443]
Wood et al. (1993)%° 3 5 : ; 0.600 [0.147; 0.947]

5 0
Random effects model . _— 20.5% 0.205 [0.128; 0.310]

Heterogeneity: 1> = 87%, t° = 0.4484, %2 = 46.41 (p < 0.01) ' ! ' ! ' !
0O 02 04 06 08 1
Proportions

Responders Total patients Sintomas Proportion (95% CI)

Kaosombatwattana et al. (201 8}50 18 33 , 0.545 [0.364; 0.719]
Suzuki et al. (2013)* 2 30 —+— 0.067 [0.008; 0.221]
Miwa et al. (2009)* 10 75 —— : 0.133 [0.066; 0.232]
Talley et al. (2008)* 126 261 e 0.483 [0.421; 0.545]
Talley et al. (2008)*° 138 330 - 0.418 [0.364; 0.473]
Talley et al. (2007)* 146 524 &= 0.279 [0.241; 0.319]
van Zanten et al. (2006)%” 53 115 s 0.461 [0.368; 0.556]
Miwa et al. (2006)°° 23 40 —— 0.575 [0.409; 0.730]
Holtmann et al. (2006)* 86 142 e 0.606 [0.520; 0.687]
Random effects model . _— 0.396 [0.301; 0.500]
Heterogeneity: /° = 92%, ©° = 0.3398, 2 = 100.26 (p < 0.01) ! ' ' ' ' |

0 02 04 06 08 1

Proportions




Dispepsia funcional

Tratamiento Llenura precoz
Llenura posprandial
Dolor/Ardor epigastrico

Ecografia abdominal 27% : 0
Vaciamiento gastrico 34% « Endogcop_lla 80% _
Monitoreo pH 37% Erradicacion H.pylori 95%

Procinéticos 54% Hipnoterapia 23% IBP 83%

Pérdida peso
Mirtazipina 68%

Dieta 73% Apoyo

Antidepresivos
Triciclicos 78%

Nutricional 90%

Llenura precoz
Agonista SHT1 68%

Wauters L, United Eur Gastroenterol J 2021:9:307-331



Original research

Efficacy of Helicobacter pylori eradication therapy for
functional dyspepsia: updated systematic review
and meta-analysis

Alexander C Ford @, Evangelos Tsipotis,? Yuhong Yuan,* Grigorios | Leontiadis,”
Paul Moayyedi*

Curacién sintomas 18 (4564) | 0.91 (0.88-0.94) NNT 14 (11-21)
22 (5193) | 0.84 (0.78-0.91) NNT 9 (7-17) “

Retirada efectos adversos |18 (3694) | 2.60 (1.47-4.58) NNH 7 (32-242) _

Ford AC, et al. Gut 2022;71:1967-75




Erradicacion de H.pylori

\ 4

Persistencia de sintomas

4 NNT 10-14
90% (IC95% 86-94%)

Moayyedi P, Cochrane Database Syst Rev 2006; 2: CD002096.



Kyoto global consensus report on Helicobacter pylori
gastritis

Kentaro Sugano,' Jan Tack,? Ernst J Kuipers,® David Y Graham,* Emad M El-Omar,”
Soichiro Miura,® Ken Haruma,” Masahiro Asaka,® Naomi Uemura,’

Peter Malfertheiner,'® on behalf of faculty members of Kyoto Global Consensus
Conference

Section 2 Dyspepsia associated with H. pylori infection
CQY7. Does H. pylori gastritis cause dyspepsia?
Statement 7
H. pylori gastritis is the cause of dyspepsia in a subset of patients.
Grade of recommendation: strong
Evidence level: high
Consensus level: 100%

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

Peter Malfertheiner @ ,"2 Francis Megraud @ ,> Theodore Rokkas @ ,*°

Javier P Gisbert @ ,%’ Jyh-Ming Liou @ ® Christian Schulz @ ,"°

Antonio Gasbarrini,'° Richard H Hunt,'"'? Marcis Leja 1314 Colm O'Morain,””
Massimo Rugge @ ,'®'” Sebastian Suerbaum,®'® Herbert Tilg @ ,"

Kentaro Sugano @ ,%° Emad M EI-Omar @ ,%"?2 On behalf of the European
Helicobacter and Microbiota Study group

Statement 7: H. pylori gastritis has to be excluded before a reliable diagnosis
of functional dyspepsia (FD) can be made.

CQ9Y. Is eradication of H. pylori infection first-line treatment
for improving dyspeptic symptoms?
Statement 9
Eradication of H. pylori is first-line treatment for
H. pylori-infected dyspeptic patients.

Grade of recommendation: strong

Evidence level: high

Consensus level: 94.7%

Agreement 100% Grade B1

In H. pylori-infected patients with dyspepsia, and where other
pathologies have been excluded endoscopically, symptoms can be
attributed to H. pylori gastritis if successful eradication therapy is
followed by sustained symptom remission. Patients with persisting
dyspeptic symptoms despite successtul eradication therapy may be
considered as having ‘FD’.* Therefore, H. pylori gastritis has to be
excluded before a reliable diagnosis of FD can be made.”” ¥

' Sugano K, et al. Gut 2015;64:1353-1367

Malfertheiner P, et al. Gut 2022;0:1-39

Dispepsia por

Helicobacter pylori




Mejoria por erradicacion H.pylori

f?

Mejoria de la

Mejoria de alteraciones Disbiosis
Motoras y sensoriales Que induce
Por la inflamacion :
Que produce H.pylori H.pylori

Laquez A, Otero W, Schmulson M, Rev Gastroenterol Peru. 2019;39:21-6



Randomised clinical trial: rifaximin versus placebo for the

treatment of functional dyspepsia Rifaximina 400 mg 3vTdia 2 semana
Placebo 3 v/dia dos semanas

V. P.Y.Tan (iz, K. S. H. Liu (=, F.Y. F. Lam, I. F. N. Hung, M. F. Yuen & W. K. Leung

Adecuado alivio sintomas
globales de dispepsia 8 semanas

Rifaximina 78%

Placebo 52%p=0.02
(@ Female subgroup: Global dyspeptic symptoms
90.00%
80.00% 76% Dx
70.00% 66%
60.00%
50.00% 56%

% 47%
30.00% - - P=0 006' P =0.008
20.00%

10.00% e .
Rifaximin Placebo
0.00%
Week 2 Week 4 Week 8

Tan VPY, Aliment Pharmacol Ther 2017; 45: 767-76



(b)
100.00%
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0.00%

()
90.00%

80.00%
70.00%
60.00%
50.00%
40.00%
30.00%
20.00%
10.00%

Female subgroup: Belching

90%

e Rifaximin

- = - Placebo

Week 2

Week 4

Week 8

Female subgroup: Post pranciial bloating

-

-
- -
- - -

56%

N —  76%

P=0.03

~— Rifaximin

=== Placebo

0.00%

Week 2

Week 4

Week 8

Tan VPY, Aliment Pharmacol Ther 2017; 45: 767-76



Clinical Practice Guidelines for Functional
Dyspepsia in Korea

Jung Hwan Oh,' Joong Goo Kwon,** Hye-Kyung Jung,’™ Chung Hyun Tae,’ Kyung Ho Song,* Seung Joo Kang,” Sung Eun
Kim,® Kyoungwon Jung,® Joon Sung Kim,' Jong Kyu Park,” Ki Bae Bang,® Myong Ki Baeg,” Jeong Eun Shin,® Cheol Min Shin,"
Ju Yup Lee," and Hyun Chul Lim'%; Functional Dyspepsia Research Group and Clinical Practice Guidelines Group Under the
Korean Society of Neurogastroenterology and Motility

PPI Placebo Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% Cl Year M-H, random, 95% ClI
Gerson 2005 5 21 10 19  73%  045[0.19,1.09] 2005
Van Zanten 2006 35 109 26 115 159%  142[092 219] 2006 N N T 9
Talley 2007 295 853 31 1M1  195%  1.24[091, 169] 2007
Van Rensburg 2008 114 207 96 212 230%  122[1.00,147] 2008
Fletcher 2011 25 70 2 35 35% 6.25[157,24.89] 2011
Suzuki 2013 7 23 2 30 32% 457[1.04 1995 2013

lwakiri 2013 59 253 14 85 13.5% 1.42 [0.83, 2.40] 2013

Majewski 2016 27 38 12 35 14 1% 2.07 [1.26, 3.42] 2016

Total (95 % CI) 1574 642 100.0% 1.41[1.07, 1.87

Total events 567 193 |

Heterogeneity: Tau” = 0.08; Chl*=17.76, df = 7 (P=0.01): I’'= 61%
Test for overall effect: Z=2.43 (P =0.02)

Oh JH, J Neurogastroenterol Motil 2020;26:29-50



Dispepsia funcional

PPI Placebo Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% Cl Year M-H, random, 95% Cl
1.2.1 Relief of global symptom
Gerson 2005 5 21 10 19 4.2% 0.451[0.19, 1.09] 2005
Van Zanten 2006 60 109 53 115 16.8% 1.19[0.92, 1.55] 2006 ™
Talley 2007 295 853 31 111 14.8% 1.24[0.91,1.69] 2007 ™
Fletcher 2011 25 70 2 35 19%  6.25[1.57, 24.89] 2011 E—
Suzuki 2013 7 23 2 30 1.7%  4.57 [1.04, 19.95] 2013
Iwakiri 2013 95 253 22 85 12.2% 1.45[0.98, 2.15] 2013 ——

(]

Majewski 2016 27 38 12 35 9.4% g 2016 —=—
Subtotal (95% Cl) 1367 430  60.9% ®
Total events ) 514 132 )

Heterogeneity: Tau =0.11; Chl' = 17.70,df =6 (P= 0.007); I = 66%
Test for overall effect: Z=2.11 (P =0.03)

1.2.2 Complete relief of global symptom

Van Zanten 2006 35 109 26 115 11.0% 1.42[0.92, 2.19] 2006 T
Van Rensburg 2008 114 207 96 212 19.3% 1.22 [1.00, 1.47] 2008 - -
Iwakiri 2013 59 253 14 85 8.8% 1.42 [0.83, 2.40] 2013 +——
Subtotal (95% CI) 569 412  39.1% 1.26 [1.07, 1.49] (¢
Total events 208 136

Heterogeneity: Tau’ = 0.00; Chl’ = 0.64, df = 2 (P = 0.73): I’= 0%
Test for overall effect: Z = 2.74 (P = 0.006)

Total (95% CI) 1936 842 100.0% 1.36 [1.12, 1.66
Total events 722 268 .

Heterogeneity: Tau’ = 0.04; Chl” = 18.51, df =9 (P=0.03); I°’= 51% 0T o -1 e
Test for overall effect: Z = 3.07 (P > 0.002) ) : :
Test for subgroup differences: Chl’= 0.45, df = 1 (P= 0.50); I’= 0% Placebo PPI

Oh JH, J Neurogastroenterol Motil 2020;26:29-50



Dispepsia funcional

PPI Placebo Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% Cl Year M-H, random, 95% Cl
1.3.1 < 4 weeks' treatment
Gerson 2005 5 21 10 19 4.3% 0.45[0.19,1.09] 2005 —
Van Zanten 2006 55 109 37 115  13.7% 1.57 [1.13,217] 2006 ——
Talley 2007 200 853 27 111 13.0% 0.96 [0.68, 1.37] 2007 —
Van Rensburg 2008 114 207 9% 212 17.6% 1.22[1.00, 1.47] 2008 -
Fletcher 2011 25 70 2 35 20%  6.25[1.57,24.89] 2011 _
Suzuki 2013 7 23 2 30 1.8%  4.57[1.04,19.95] 2013 ——
Majewski 2016 27 38 12 35 9.3% 2.0711.26. 3421 2016 S~
Subtotal (95% ClI) 1321 557 61.6% 1.40[0.99, 1.97] L 4
Total events ) 4332 186 )
Heterogeneity: Tau =0.12; Chl' =21.36,df =6 (P =0.002); I = 72%
Test for overall effect: Z=1.91 (P = 0.06)
1.3.2 8 weeks' treatment
Van Zanten 2006 60 109 53 115  15.6% 1.19[0.92, 1.55] 2006 -
Talley 2007 295 853 31 111 14.0% 1.24 [0.91,1.69] 2007 -
Iwakiri 2013 59 253 14 85 8.7% 1.42[0.83, 240] 2013 T—
Subtotal (95% ClI) 1215 311 38.4% 1.24 [1.03, 1.49] 4
Total events ) 4142 98 ,
Heterogeneity: Tau" = 0.00; Chl"=0.33,df =2 (P =0.85); I’ = 0%
Test for overall effect: Z = 2.22 (P =0.03)
Total (95% CI) 2536 868 100.0% 1.32[1.07, 1.62] ¢
Total events , 8-4?'2 284 X . . . .
Heterogeneity: Tau" = 0.05; Chl"=21.76, df =9 (P =0.010); I’ = 59% y ' ' !
Test for overall effect: Z = 2.64 (P = 0.008) 001 041 1 10100
Placebo PPI

Test for subgroup differences: Chl*= 0.38, df = 1 (P= 0.54): I°= 0%

Oh JH, J Neurogastroenterol Motil 2020;26:29-50




Mejoria con IBP

Eliminacion de
Eosinofilos

Disminucio HCI Duodeno

Hipersensibilidad
Duodenal al acido

Luquez A, Otero W, Schmulson M, Rev Gastroenterol Peru. 2019;39:21-6



Proton Pump Inhibitors Reduce Duodenal Eosinophilia, Mast ®
Cells, and Permeability in Patients With Functional Dyspepsia
Lucas Wauters,'** Matthias Ceulemans,” Dennis Frings,” Maarten Lambaerts,” Alison Accarie,

Joran Toth,” Raf Mols,” Patrick Augustijns,” Gert De Hertogh,” Lukas Van Oudenhove,”
Jan Tack,’* and Tim Vanuytsel'*

2

"Department of Gastroenterology and Hepatology, University Hospitals Leuven, Leuven, Belgium; °Translational Research in
Gastrointestinal Disorders, Department of Chronic Diseases, Metabolism and Ageing, Katholieke Universiteit Leuven, Leuven,
Belgium; 3Drug Delivery and Disposition, Katholieke Universiteit Leuven, Leuven, Belgium,; and 4Department of Pathology,
University Hospitals Leuven, Leuven, Belgium

Wauters L, Gastroenterology 2021;160:1521-31



IBP y Dispepsia Funcional
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Wauters L, Gastroenterology 2021;160:1521-31



Mejoria por antidepresivos triciclicos

?

Neuromodulacidon de la
Hipersensibilidad visceral

Luquez A, Otero W, Gomez M, Rev Gastroenterol Peru. 2019;39:21-6




Dispepsia funcional, antidepresivos triciclicos

TCA Placebo Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% CI M-H, random, 95% CI
Braak 2011 11 18 17 20 20.5% 0.72[0.48, 1.09] —=r
Cheong 2018 20 55 29 52  19.2% 0.65[0.43, 1.00] —
Kaosambatwattana 2018 13 28 14 33 11.0% 1.09 [1.62, 1.92] —1—
Talley 2015 46 97 58 97 49.3% 0.79[0.61, 1.03] 1
Total (95 % ClI) 198 202 100.0% 0.78 [0.64, 0.93] ¢
Total events , ) 90 118 , [ : : |
Heterogeneity: Tau" = 0.00; Chl"=2.24,df =3 (P=0.52); I =0% 0.01 0.1 1 10 100
Test for overall effect: Z = 2.67 (P = 0.008) Favours TCA Favours placebo
Efectos adversos
TCA Placebo Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% ClI M-H, random, 95% CI
Braak 2011 13 18 7 20 33.2% 2.06 [1.06, 4.00] — —
Cheong 2018 10 55 4 52  18.7% 2.36 [0.79, 7.07] +—
Kaosambatwattana 2018 1 28 6 33 6.8% 0.20 [0.03, 1.54]
Talley 2015 29 97 20 97 41.3% 1.45 [0.88, 2.38] + —
Total (95 % ClI) 198 202 100.0% 1.56 [0.88, 2.76] P
Total events , , 53 37 , [ | T — | !
Heterogeneity: Tau = 0.14; Chl"=5.39, df = 3 (P=0.15); I’ = 44% 0.01 0.1 1 10 100
Test for overall effect: Z=1.52 (P=0.13) Favours TCA Favours placebo

Oh JH, J Neurogastroenterol Motil 2020;26:29-50
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Neuromodulating agents in functional dyspepsia: a comprehensive review

L. Bosman', L. Wauters®, T. Vanuytsel®

Studies identified in literature
search via PubMed
n=386

A

Studies sought for retrieval
and assessed for eligibility
(n=23)

Y

Records excluded based on
title, abstract and article type
(n = 363)

v

Studies included in review
(n=14)

A 4

Reports excluded (n = 9):
No placebo (n =4)
Duplication (n=1)
Unfinished trial (n = 1)

Not randomized (n =1)
Not available (n =1)
Healthy participants (n = 1)

Papel potencial

Antidepresivos @ Antidepresivos

Triciclicos Tetraciclicos.
Levosulpiride

Acta Gastro-Enterol Belg 2023;86:49-57



Mejoria por antidepresivos tetraciclicos

......

SO Anti depresivo
Anti H1, a2 adrenérgico

Anti SHT2C, 5 HT3

Mirtazipina 34 ptes
15 mg 8 semanas

Llenura precoz
Tolerancia alimentos
Perdida de peso
Ansiedad

Calidad de vida

Tack J, Clin Gastroenterol Hepatol. 2016;14:385-92
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Prokinetics for Functional Dyspepsia: A Systematic
Review and Meta-analysis of Randomized Control Trials

Rapat Pittayanon, MD'?, Yuhong Yuan, MD', Natasha P Bollegala, MD?, Reena Khanna, MD?, Brian E. Lacy, MD, FACG®,
Christopher N. Andrews, MD?, Grigorios . Leontiadis, MD, PhD, FACG' and Paul Moayyedi, MB, ChB, PhD, FACG'

CONCLUSION:  From the current evidence, prokinetics may be effective for the treatment in all subtypes of FD, with
very low quality of evidence. There was no difference between prokinetics for dyspeptic symptom
improvement. High-quality RCTs with large sample sizes of FD patients are needed to verify the

efficacy of prokinetics.

Pittayanon R, Am J Gastroenterol. 2019;114:233-43



(éf) Cochrane
. Library

Cochrane Database of Systematic Reviews

Prokinetics for functional dyspepsia (Review)

Pittayanon R, Yuan Y, Bollegala NP, Khanna R, Leontiadis GI, Moayyedi P.
Prokinetics for functional dyspepsia.

Cochrane Database of Systematic Reviews 2018, Issue 10. Art. No.: CD009431.
DOI: 10.1002/14651858.CD009431.pub3.

Authors' conclusions

Due to low, orvery low, quality of evidence, we are unable to say whether prokinetics are effective for the treatment of functional dyspepsia.
We are uncertain which of the individual prokinetic drugs is the most effective as well as whether prokinetics can improve quality of life.
Apart from cisapride, prokinetics are well-tolerated. Good quality RCTs are needed to verify the efficacy of prokinetics.



ORIGINAL ARTICLE ueg journal WILEY

Do prokinetic agents provide symptom relief through
acceleration of gastric emptying? An update and revision
of the existing evidence

Nick Goelen'® | Mike Jones?® | I-Hsuan Huang!® | Florenca Carbone® |
Pieter Janssen® | Jan Tack'®

No hay correlacion entre mejoria de sintomas
y efecto procinético, faltan mas analisis
No se incluyé Mosaprida ni Itopride

Goelen N, United European Gastroenterol J. 2023;11:146-62.



Contents lists available at ScienceDirect

Best Practice & Research Clinical Gastroenterology

ll’flv

ELSEVIER journal homepage: www.elsevier.com/locate/bpg

L))
Role of Low-FODMAP diet in functional dyspepsia: “Why”, “When”, and G
“to Whom”
Francesco Rettura®, Christian Lambiase ™ , Antonio Grosso”, Alessandra Rossi ",
Riccardo Tedeschi®, Linda Ceccarelli ¥, Massimo Bellini *
Table 3
Studies on low FODMAP diet applied in patients with functional dyspepsia.
Diet Comparison to Duration N° of Diagnosis  Evaluation criteria ~ Conclusion Responders (%) — p
(weelk) pts value
LFD®® Abitual diet 6 25 FD Symptoms Significant improvement of 62 — NA
symptoms
LFD/gluten free Abitual diet 4 11 FD Symptoms (NDI) Modest reduction in symptoms NA - 0.087
diet®®
LFD!? Standard dietary NA 59 FD/IBS Symptoms LFD more benefit 50-0.012
advice (SAGIS)
LFD Standard dietary 4 105 FD Symptoms (SF- No difference with both diets 67-0.32
advice NDI)

Abbreviations: FODMAP = fermentable oligo-, di-, mono-saccharides and polyols; pts = patients; LFD = low FODMAP diet; IBS = irritable bowel syndrome; NA = not
applicable; NDI=Nepean Dyspepsia Index; SAGIS=Structured Assessment of Gastrointestinal Symptom Scale; SF-NDI=Short-Form NDI.

Best Pract Res Clin Gastroenterol 2023:62—-63: 101831




Mensajes para la casa

Enfoque de DNI depende de cada pais

Colombia Asia, Endoscopia = 35 afnos

Jovenes sin respuesta terapia empirica Endoscopia
Sintomas de alarma a cualquier edad Endoscopia
Endoscopia H.pylori, severidad OLGA/OLGIM
Dispepsia funcional erradicar Hp, IBP, triciclicos

En el futuro del estdmago al duodeno



Dispepsia Funcional tratamiento futuro

Available online at www.sciencedirect.com Current Opinion in
ScienceDirect Pharmacology

ELSEVIER

Targeting the altered duodenal microenvironment in
functional dyspepsia
Matthias Ceulemans’, Lucas Wauters'*® and Tim Vanuytsel'+

Curr Opin Pharmacol. 2023;70:102363




Review article: Functional dyspepsia—a gastric disorder,

a duodenal disorder or a combination of both? Symptoms < {3
Co-morbidity / f /\3

(
\>§/
B. W. L. C. M. Broeders"?® | F.Carbone? | L.M.Balsiger’ | J.Schol*? | /\ =

&
K. Raymenants'? | I.Huang! | A.Verheyden! | T.Vanuytsel? | J. Tack'? (’ PEMC
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Broders BWLCM, et al. Aliment Pharmacol Ther. 2023;57:851-860.
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