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Worldwide Prevalence and Burden of Functional Gastrointestinal ®
Disorders, Results of Rome Foundation Global Study
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Simrén M, Lancet Gatroenterol Hepatol 2017;2:112-22
Chey WD, JAMA 2015;313:949-58



Developing Valid and Reliable Health Utilities

in Irritable Bowel Syndrome:
Results From the IBS PROOF Cohort

Brennan Spiegel, MD, MSHS'5, Lucinda Harris, MD¢, Susan Lucak, MD®, Emeran Mayer, MD*?, Bruce Naliboft, PhD'~, Roger Bolus, PhD**3,
Eric Esrailian, MD, MPH?*, William D. Chey, MD’, Anthony Lembo, MD?, Hetal Karsan, MD*', Kirsten Tillisch, MD*",
Gareth Dulai, MD, MSHS", Jennifer Talley, MSPH'* and Lin Chang, MD***

Pacientes cambiarian
10 -15 anos de su vida

Por un tratamiento
eficaz !!

Spiegel B, Am J Gastroenterol 2009;104:1984-91




Impact of Rome IV Irritable Bowel Syndrome on Work and
Activities of Daily Living

Vivek C. Goodoory?@® | ChoEe Ng® | Christopher J. Black?*® |
Alexander C. Ford>?*©®
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Goodoory VC, APT 2022 on line Julio 15
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Sll: Diagnostico

Enfermedad organica

NMI entras se vall i dar
Marcadores Biologicos
Se hace con | os ﬁér

No es un diagnostico de exclusion!

Roma |V



Sll, Criterios diagnodsticos, Roma IV 2016

En ausencia de sintomas, o
signos de alarma o Patologias
gue expliquen los sintomas

Lacy BE, Gastroenterology 2016;150:1393-407
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Aziz |, Lancet Gastroenterol Hepatol. 2021;6:139-148



Sll, Criterios diagnodsticos, Roma IV 2016

DO|OF Recurrente: 6 meses
. Actividad: ultimos 3 meses
Abdominal | Frecuencia: 1vezisemana

2 0 mas
Asoclado ala | |Cambio en la Cambio en la
Defecacion Frecuencia heces | |Apariencia heces

Lacy BE, Gastroenterology 2016;150:1393-407



Sindrome de Intestino Irritable

Sll con Diarrea
30% Sll con
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Roma |V 2016



Neurogastroenterology

ORIGINAL RESEARCH

Comparison of the Rome |V criteria with the Rome |l
criteria for the diagnosis of irritable bowel syndrome
In secondary care

Christopher J Black @ ,"* Orla Craig,' David J Gracie @ ,' Alexander C Ford @ *

Black CJ, et al. Gut 2021:70:1110-6



Roma IV versus Roma ll

Specificity Positive likelihood | Positive predictive value

(95% Cl) ratio (95% Cl) (95% Cl)
Rome IV criteria for IBS 82.9%

(74.8% t089.2%)  (3.30 to 7.28) (92.3% to 96.9%)
Rome IV criteria for IBS with © 97.0% 25.7 98.9%
constipation (84.2% 10 99.9%)  (5.07 to 145) (93.9% to 99.9%)
Rome IV criteria for IBS with * 60.5% 2.07 - 88.4%
diarrhoea (44.4% t0 75.0%)  (1.48 t0 3.12) (82.0% to 93.1%)
Rome IV criteria for IBS with © 92.0% 10.6 98.6%
mixed bowel habits (74.0% t0 99.0%)  (3.39 t0 38.2) (95.2% to 99.8%)
Rome Ill criteria for IBS 65.0%

(54.6% t0 74.4%)  (1.90 to 3.27) (86.9% to 93.3%)

Black CJ, et al. Gut 2021:70:1110-6



Neurogastroenterology

ORIGINAL RESEARCH

Compar e lll
criteria f me
in second “GO‘d Standar

Christopher J B - acle © , Alexander C Ford @ '

Valor Sll estrenimiento
Predictivo L & SII mixto
Fosliive Sll diarrea

Black CJ, et al. Gut 2021:70:1110-6



Diarrea Que

Sl -Diarrea

Enfermedad No mejora
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Roma IV



RESEARCH

Evaluation of the clinical and
cost-effectiveness of the York Faecal
Calprotectin Care Pathway

James Turvill," Daniel Turnock,? Hayden Holmes,*> Alison Jones,?
Eleanor Mclaughlan,* Victoria Hilton,”> Stacey Marriott®

O 2r/ay/gr

< 100 mcg/gr
Colonoscopia
Falsos (+): AINES, Obesidad, tumores

No alarma, Q.sanguinea
Sl 98% Certeza

Turvill J,Frontline Gastroenterol. 2018:9:285-294



ACG Clinical Guideline: Management of Irritable
Bowel Syndrome

Brian E. Lacy, PhD, MD, FACG!, Mark Pimentel, MD, FACG?, Darren M. Brenner, MD, FACG3, William D. Chey, MD, FACG?,
Laurie A. Keefer, PhD®, Millie D. Long, MDMPH, FACG (GRADE Methodologist)® and Baha Moshiree, MD, MSc, FACG’

We suggest that either fecal calprotectin! or fecal lactoferrin® anc
C-reactive protein! be checked in patients without alarm features
and with suspected IBS and diarrhea symptoms to rule out

“tilaalo]galaalstdaVawm =romr s

IStrong recommendation; moderate quality of evidence
fecal calprotectin).

Strong recommendation; very low quality of evidence (fecal
lactoferrin).

Lacy BE, et al. Am J Gastroenterol 2021;116:17-44.



Colonoscopia: indicaciones

Edad > 45 anos

Diarrea persistente: colitis microscopica
Rectorragia, anemia, masa, Pérdida de peso
Ascitis, hepato esplenomegalia,fiebre

Masa Rectal, HF Ca de colon, Ell

Adultos mayores

Roma IV
Lacy BE, Am J Gastroenterol 2021;116:17-44



Sindrome Intestino Irritable

Adultos mayores

Cancer de colon

Isquemia colonica

E. Inflamatoria Intestinal

Colitis microscopica

Diverticulitis

Clostridioides difficile

Enf diverticular sintomatica no complicada

Crane S, Clin Geriatr Med 2007:23:721-34



Diagnostico positivo no de exclusion

Historia
Clinica

Examen
Fisico

Laboratorios
Colonoscopia
Caso por caso

Roma IV



A Positive Diagnostic Strategy Is Noninferior to a Strategy of Exclusion
for Patients With Irritable Bowel Syndrome

LUISE M. BEGTRUP,** ANNE LINE ENGSBRO,® JENS KJELDSEN,* PIA V. LARSEN,*
OVE SCHAFFALITZKY DE MUCKADELL,* PETER BYTZER,® and DORTE E. JARBOL*

Aleatorizado, Cabeza a cabeza, Seguimiento un ano

A Non-inferority margin CO S t O an u al U S$

. Calidad de vida / N
5 <
-0.64 [-2.74 to 1.45] > )

i + + Positivo Exclusion

3.160 5.075

C. Hematico gl Multiples
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.. -1 0 1 2 3
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[ I

Per protocol analysis, n =239

Begtrup LM, Clin Gastroenterol Hepatol. 2013;11:956-62.



A positive diagnhostic strategy is safe and saves endoscopies in

patients with irritable bowel syndrome: A five-year follow-up
of a randomized controlled trial

Anne Line Engsbro?® | Luise M. Begtrup®* | Peter Haastrup® | Maria Munch Storsveen®
Peter Bytzer' | Jens Kjeldsen® | Ove Schaffalitzky De Muckadell®> | Dorte Ejg Jarbal*

13 vs 23

EngsbroAL,NeurogastroenterolMotil . 2021;33:€14004



Tratamiento esta dirigido a los sintomas

Multiples alteraciones organicas
Autoinmunidad, eje intestino cerebro
Sll sintomas

. nBloatinqo
Cardlnales

% %

Estrenimiento




Mejor tratamiento
No farmacologico

Piedra angular

-

Excelente relacion

Médico-Paciente



Sl

Tratamiento farmacologico

Respuesta placebo 37%

Ford AC, Aliment Pharmacol Ther 2010;32:144-58






CLINICAL PRACTICE UPDATE

AGA Clinical Practice Update on the Role of Diet in Irritable
Bowel Syndrome: Expert Review

William D. Chey,1 Jana G. Hashash,”* Laura Manning,/‘ and Lin Ch.ang5

Best Practice Advice 8: Although observational
studies found that most patients with IBS improve with
a gluten-free diet, randomized controlled trials have
yielded mixed results.

Best Practice Advice 6: The LFD is currently the most
evidence-based diet intervention for IBS. Healthy eating

advice as described by the National Institute of Health

Dieta baja en and Care Excellence Guidelines, among others, also of-
fers benefit to a subset of patients with IBS.
OID]\Y VAN = b

Best Practice Advice 7: The LFD consists of 3 phases:

1) restriction (lasting no more than 4-6 weeks), 2)

reintroduction of FODMAP foods,

and

3) personaliza-

tion based on results from reintroduction.

Chey W, Gastroenterology 2022;162:17371 1745




Alternative
treatment

No

No
benefit

Consider LFD

lYes

Restrict
4—-6 weeks

lBenefit

Re-introduce
6—-10 weeks

l

Personalize

Motivated patient

Gl dietitian or high quality teaching
materials

Willing and able to follow-up

“Diagnostic test” to identify
FODMAP sensitive patients

Consider daily multivitamin

Foods containing individual
FODMAPs

Increasing dose over 3 days

Wheat, milk, garlic common culprits

Use re-introduction data to
liberalize diet
> 80% can liberalize

Chey W, Gastroenterology 2022;162:17371 1745



ACG Clinical Guideline: Management of Irritable
Bowel Syndrome

Brian E. Lacy, PhD, MD, FACG!, Mark Pimentel, MD, FACG?, Darren M. Brenner, MD, FACG?, William D. Chey, MD, FACG?#,
Laurie A. Keefer, PhD>, Millie D. Long, MDMPH, FACG (GRADE Methodologist)® and Baha Moshiree, MD, MSc, FACG’

Recommendation

We recommend a limited trial of a low FODMAP diet in patients with
IBS to improve global symptoms.

Conditional recommendationyvery low quality of evidence

Lacy BE, et al. Am J Gastroenterol 2021;116:17-44.



Systematic review: quality of trials on the symptomatic
effects of the low FODMAP diet for irritable bowel syndrome

LR Krogsgaardm | M. Lyngesen1 | P. Bytzer'?

Blinding of Blinding of

Random sequence Allocation  participants and outcome  Incomplete  Selective Objective
generation concealment personnel asessment outcome reporting  Choice of evaluation of
“(Selection Selection  °(Performance  °(Detection data{Attrition “(Reporting control group data"(lnterpretjve
bias) bias) bias) bias) bias) bias) 4(Bias in design) bias)
Esweran™®  Unclear risk Unclear risk ~ High risk Low risk L High risk
10 : . :
Peters Low risk Sels semanaS . " o Low risk
Mcintosh™  Low risk . 10 f Low risk
Fase de reintroducc
Bohn'é Low risk efeCtO pIacebo High risk
7 Todo parece un
Chumpitazi®® Low risk — Low risk  High risk High risk
Pedersen™®  Low risk Lowrisk  High risk High risk  High risk Highrisk  High risk Low risk
Halmos’ Low risk Unclear risk ~ High risk Highrisk  Low risk Low risk  High risk High risk
Staudacher'” Low risk Low risk High risk High risk  Low risk High risk  High risk High risk
Ong™ Low risk Unclear risk  High risk High risk  High risk High risk  High risk High risk

Aliment Pharmacol Ther. 2017; On line Sept 2017



Dieta <<< FODMAP
Inconvenientes

Dificil de seqguir

Qué componentes de |la dieta?
Restrictiva

Modifica microbiota

Modifica el metaboloma

Acidos grasos de cadena corta
Cambios no saludables en la microbiota
Prevotella, Clostridium
<<<<Blifidobacterium

Holvoet T, Gut 2017;66: 980-982
Mcintosh K, Gut 2016; on line Nov
Camilleri M Gut 2017, On line Sept 28
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Sl Estrenimiento



CLINICAL GUIDELINES

ACG Clinical Guideline: Management of Irritable
Bowel Syndrome

Brian E. Lacy, PhD, MD, FACG!, Mark Pimentel, MD, FACG?, Darren M. Brenner, MD, FACGZ, William D. Chey, MD, FACG*,
Laurie A. Keefer, PhD?, Millie D. Long, MDMPH, FACG (GRADE Methodologist)® and Baha Maoshiree, MD, MSc, FACG?

We recommend the use of chloride channel activators to treat global Lubiprostone

IBS-C symptoms. Bmcg 2V/.d
Plecanatide 3mg

Strong recommendation; moderate quality of evidence.

We recommend the use of guanylate cyclase activators to treat
global IBS-C symptoms. Linaclotide 290 mcg

Strong recommendation; high quality of evidence. Plecanatide 3mg

We suggest that the b-HT, agonist tegaserod be used to treat IBS-C
symptoms in women younger than 65 years with =1 cardiovascular 'gegaszer;)dc!
risk factors who have not adequately responded to secretagogues. mg <vidia

Conditional recommendation; low quality of evidence.
We suggest against the use of PEG products to relieve global IBS

. : Insuficiente -
symptoms in those with IBS-C. Evidencia PEG Nosotros Si

Conditional recommendation; low quality of evidence

Lacy BE, Am J Gastroenterol 2021;116:171 44.



GUIDELINES

AGA Clinical Practice Guideline on the Pharmacological -]
Management of Irritable Bowel Syndrome With Constipation

Lin Chang,'*Shahnaz Sultan,”°*Anthony Lembo,* G. Nicholas Verne,” Walter Smalley,® and
Joel J. Heidelbaugh’

6. Should Polyethylene Glycol Laxatives Be Used
in Patients With Irritable Bowel Syndrome With
Constipation?

he AGA suggests using PEG laxatives in patients with

IBS-C.
(Conditional recommendation, low certainty in the
vidence of effects)

Chang L, Gastroenterology 2022;163:118i 136



CLINICAL GUIDELINES

ACG Clinical Guideline: Management of Irritable
Bowel Syndrome

Brian E. Lacy, PhD, MD, FACG!, Mark Pimentel, MD, FACG?, Darren M. Brenner, MD, FACG®, William D. Chey, MD, FACG*,
Laurie A. Keefer, PhD®, Millie D. Long, MDMPH, FACG (GRADE Methodologist)® and Baha Moshiree, MD, MSc, FACG’

Recommendation Estrenimiento refractario

We suggest that anorectal physiology testing be performed in
patients with IBS and symptoms suggestive of a pelvic floor disorder
and/or refractory constipation not responsive to standard medical
therapy.

Consensus recommendation; unable to assess using GRADE
methodology

Lacy BE, AmQastroenterol2021;116:1¢44.



Sll Diarrea predominante



Roma IV

Sll diarrea predominante

Antiquos / ——
J Rifaximina

i .
operamida FDA: Mayo 28/15

e i . .
ntidepresivos 550 mg 3v/dia, 14dias

Antagonistas 5HT3 \l'
Alosetron
Ondansetron Eluxadoline
Ramosetron AS5HT3 (Agonista opioide)
100 mg 2v/dia
— NO en: pancreatitis
<< Sales biliares Disfuncién de Oddi,
Colestiramina Hepatopatia crénica
Colestipol, M FDA: Mayo 28,2015
Colesevelam Dieta
<< FODMAP

Lacy BE, Gastroenterology 2016;150:1393-407



12 linea Sl| Rifaximina

Antibidtico {\W

accion topica. !

Microbioma SIBO

fBloatingo | Diarrea | Dolor

Seguro
Superior
a placebo

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

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

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




Rifaximin Treatment for Individual and Multiple
Symptoms of Irritable Bowel Syndrome With
Diarrhea: An Analysis Using New End Points

Brian E. Lacy, MD, PhD'; Lin Chang, MD?; Satish S.C. Rao, MD, PhD?;
Zeev Heimanson, PharmD?; and Gregory S. Sayuk, MD, MPH?>

Implications: Rifaximin significantly improved mul-

tiple, concurrent IBS-D symptoms, using clinically
relevant definitions of treatment response. Using a

novel tri-symptom composite end point|(ie, abdominal

pain, bloating, fecal urgency),||adults with IBS-D

treated with a 2-week course of rifaximin were

significantly more likely to be composite end point

responders than those receiving placebo (=309% or

>40 %

threshold)

for the three symptoms.! Thus,

rifaximin not only met current standard thresholds

Lacy BE, et al. Clirher 20230nline march25



patints

completed 2 weeks of open-label rifaximin

e .. |
Rifaximina 44% TARGET 3

Retratamiento n=1074 < 30% Dolor

En recaidas responded to open-label treatment | 50% <dias
| Bristol 6,7

| |
36% 59%

n=382 " n=636 \
did not experience ‘ntered the double-blind phase
symptom recurrence ' after symptom recurrence
during 18 weeks of follow-ur |
r

| |
308 328

patients randomized
randomized to rifaximin

o

Salix, Pharmaceuticals NJ 2015,, Lembo AJ, ACG Abstract 45



Rifaximina -Sl|

40—

30—

FDA

20—

Combined abdominal pain
and stool consistency responders (%)

10—
n=328 n=308 n=295 n=283
0—
First repeat Second repeat
treatment treatment

B Rifaximin [ Placebo

Lembo AJ, TARGET-3 study.
American College of Gastroenterology; October 17-22; Philadelphia, PA. Abstract 45.



TABLE 3. NNT and NNH Across IBS-D Trials®#4

Treatment Study duration NNT NNH? NNT:NNH ratio
Alosetron 48 weeks 9 8 1.1 2z

Eluxadoline 26 weeks 23.3 0.373

Rifaximin 10 weeks @ @ @

IBS-D indicates irritable bowel syndrome with prominent diarrhea; NNH,
number needed to harm; NNT, number of patients needed to be treated.
*NNH for alosetron is the reciprocal of the treatment difference between
alosetron and placebo for any adverse effects; NNH for eluxadoline includes
patients who experienced an adverse event(s) that prompted discontinuation.

Chey WD, et al. Am J Gastroenterol. 2004;99(11):2195-2203.
Lucak S, et al. Ther Adv Gastroenterol. 2017;10(2):253-275.



Rifaximinia Prueba H2

Predecir respuesta



Lactulose Breath Testing as a Predictor of Response to
Rifaximin in Patients With Irritable Bowel Syndrome
With Diarrhea

Ali Rezaie, MD, FRCP(C), MEpit, Zeev Heimanson, PharmD?, Richard McCallum, MD®* and Mark Pimentel, MD, FRCP(C)?

1004 REX 550 mq 3v/d/14 dias m Positive baseline LBT (n = 62)
O Negative baseline LBT (n = 31)
Dolor <30%
80 REX 550 mg 3v/d/14 dias P =0.004
S
o 601
—
(]
©
:
Q 40+ o —
7))
Q
1’4
20 1
0_
Composite endpoint: Abdominal pain Stool consistency
abdominal pain + component component

stool consistency

Am J Gastroenterol 2019;114:1886i 1893



Short-course Rifaximin therapy efficacy and ':)
lactulose hydrogen breath test in Chinese
patients with diarrhea-predominant irritable

bowel syndrome

Xiaojun Zhuang', Zhenyi Tian®, Mei Luo and Lishou Xiong

Conglusion: A short course (2 weeks) o ria mprovea Gl symptoms and QOL in Chinese BS-0) ptents whetner
tey had B0 or noCYHowever, the eficacy ofrfaiimin could naDe expiamedt by the successtul eradicaton of SI3

5 0 the therapeutic mechanisms ofrfaximin in 185 ae igently TRURT:

Zhuang et al. BMC Gastroenterology 2020;20:187



Rifaximina

No es solamente SIBO
Mutiples efectos biologicos

Actua topicamente

Reduce virulencia ciertas bacteria
Reduce union bacteria-mucosa
Eubidtico

>>> Lactobacilo

>>> Bifidobacterium

>>> Faecalobacterium prausnitzil

Chey WD, Therap Adv Gastroenterol 2020;13:1756284819897531
Ponziani FR, Dig Dis 2016;34:269-78
Ponziani FT, World J Gastroenterol 2017; 23: 4491-4499



