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Functional Gastro-Intestinal Disorders (FGIDs):
Disorders of Gut-Brain Interaction
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ome IV Criteria* for roinist
Disorders of

Gut-Brain Interaction

Recurrent > 1 day/week
in the last 3 months associated
with 2 or more of the following:

Associated with Associated with
change in change in form of
frequency of stool stool

Related to
defecation

*Criteria fulfilled for the last 3 months with symptom onset at least 6 months before diagnosis

Lacy BE et al., Gastroenterology 2016;150:1393-1407



Rome V, Disorders of Gut-Brain Interaction 5th Edition

About Rome V

144 Experts Representing 27 Countries
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Rome V, Disorders of Gut-Brain Interaction 5th Edition

Rome V Chapter Committees - Vol 1

1. Disorders of Gut-Brain Interaction and the Rome V Process
2. Fundamentals of Neurogastroenterology - Basic Science
3. Fundamentals of Neurogastroenterology - Clinical Aspects of Brain- Gut Axis

| 4. Intestinal Microenvironment and Disorders of Gut Brain Interaction |

5. Pharmacological, Pharmacokinetic and Pharmacogenomic Aspects of Disorders of Gut Brain Interaction
6. Age, Gender, Woman's Health and the Patient
7. Socio-Cultural Aspects of Disorders of Gut-Brain Interaction

8. Biopsychosocial Aspects of Gut-Brain Interaction

Rome V Chapter Committees - Vol 2

9. Esophageal Disorders of Gut Brain Interaction

10. Gastroduodenal Disorders of Gut Brain Interaction

| 11. Bowel Disorders of Gut Brain Interaction |

12. Centrally Mediated Disorders of Gastrointestinal Pain

13. Gallbladder and Sphincter of Oddi Disorders of Gut Brain Interaction
14. Anorectal Disorders of Gut Brain Interaction

15. Childhood Disorders of Gut-Brain Interaction: Upper Gl

16. Childhood Disorders of Gut-Brain Interaction: Lower Gl/Pain

17. Design of Treatment Trials for Disorders of Gut-Brain Interaction

18. Development and Validation of the Rome V Diagnostic Questionnaire
19. History of Disorders of Gut-Brain Interaction and the Rome Foundation



Rome V, Disorders of Gut-Brain Interaction 5th Edition

Challenges for Rome V

+ Updates on Key Knowledge (microbiome, food/diet, CNS mechanisms and treatments, sex differences)

+ Address Diagnostic Overlap (FD and gastroparesis, bloating/distension with other diagnoses, Gl and Non-Gl)

Harmonize Cross-Cultural Differences in Diagnosis (e.g., IBS pain/discomfort, bloating)

Role of Biomarkers in Diagnosis and Treatment

Development of Clinical Criteria

Incorporate Brain-Gut Treatment and Integrated Care

Improve Communication Skills to Optimize Patient- Provider Relationship in the Modern Era



Rome V, Disorders of Gut-Brain Interaction 5th Edition

The Work has Begun- Timetable for Rome V

- Publication Gastroenterology supplement
Mar- May 2026 and Rome V book o

Document E sent for copyediting
May 2025 MDCP and Algorithms completed
Jan 2025 Begin MDCP and Algorithms
Slide work completed
Oct 2024 Document D/Gastro article sent for outside review
Jan 2024 Begin Document D and Gastroenterology article
Dec 2023 Meeting in Rome - Revision and Harmonization

May, 2023 DDW symposium - Support Committee presentations
J Begin slide work

Jan 2023 Begin Document C

May 2022 Chapter committees review and revise Document B

Chapter committees begin Document A
May 2021 Support committees begin work

Editorial Board, Chapter chairs/co-chairs and committee
Mar 2021 members selected
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Gut Mucus, Epithelial & Vascular Barriers:
three layers of defence
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Clinical scenarios linking IBS with the microbiota

Acute gastroenteritis Systemic antibiotics Probiotics
v Children Poorly-absorbable antibiotics
v" Women
;f;‘;‘ £ v Psychological comorbidities
o & t ke v" Antibiotics ’ ’

dysbiosis

Symptom improvement

\ IBS
IBS

90% 10%
recovery IBS

Cremon C et al., Expert Rev Mol Diagn 2010;10:389-93
Barbara G et al., Gastroenterology 2016;150:1305-18



Post-COVID-19 Irritable Bowel Syndrome

2183 hospitalized patients
1314 (64%) had a diagnosis of COVID-19
1 year follow-up

10 Controls
. COVID-19

P=0.314 P=0.480 P=0.134 P=0.045

3,7% 3,9%
3,2%

2,1%

1,8%

% of patients fulfilling Rome Criteria
N W kR OO N 00 O

—_—

0,3%

o

FD EPS PDS IBS

Marasco G, Cremon C. et al., Gut 2023, in press



Post COVID-19 Disorders of Gut-Brain Interaction (DGBI)

Functional Dyspepsia
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Rome IV diagnostic algorithm for IBS

Patient with recurrent abdominal pain
associated with defecation and/or disordered
bowel habits (constipation diarrhea, or a mixed)

l IBS with constipation

(IBS-C)

History and Diet (wheat, caffeine, fruits, vegetables,
physical examination juices, sweetened soft drinks, and chewing gum)

IBS with
No No Mixed bowel habits

v o Irritable Evaluation (1BS-M)

Limited

Alarm features? =—> —> Abnormality? —>» Bowel Syndrome =  of stool

screening test

(1BS) consistency
Yes IBS with diarrhea

v (IBS-D)
Patients specific > Abnormality?
investigations -~ :

// Yes IBS unclassified

L (1BS-U)

e Other disesaes
CRP

Fecal calprotectin
Celiac serologies
Stool analysis (?)

Colonoscopy
(when clinically indicated)

Lacy BE et al., Gastroenterology 2016;150:1393-1407



Italian guidelines for the management of irritable bowel syndrome

4 )

Patient with recurrent Symptom-based approach
abdon_*unal pain including psychological \ Yes
(Tiweek in the last 3 —p1 comorbidities assessment e > Colonoscopy
months) - features? / +/- biopsies
and stool/defecation and digital rectal
changes examination

\ /) No

Limited screening
tests*
. No
* Full blood count #}bnor_n?allty IBS diagnosis
identified?
- CRP
« Celiac serology
» Faecal calprotectin
Yes
Patient specific
investigations as
indicated Ass_ess stool
consistency and
bowel movements
‘ ‘ ‘ ‘ to determine
. subtype
IBS-D IBS-C IBS-M IBS-U yp
. . o . Patients meet diagnostic criteria
More than 25% of BM with More than 25% of BM with More than 25% of BM with for IBS but their bowel habits
BSS Types 6-7 and less than BSS Types 1-2 and less than BSS Types 1-2 and more than cannot be accurately cateqorized
25% with Types 1-2 25% with Types 67 25% with Types 6-7. , y categ
’ ) in any of the above subtypes.

« Stool testing for enteric pathogens, food and lactose intolerance, food allergies, and routine diagnostic test for small intestine bacterial
overgrowth are not recommended

Barbara G, Cremon C et al., Dig Liver Dis 2023;55:187-207



Italian guidelines for the management of irritable bowel syndrome

Fecal Microbiota
Transplantation

Tricyclic antidepressant (TCAs)

D Strong recommendation

Rifaximin* - . Gluten free diet
D Conditional recommendation

Cannabinoid and
endocannabinoid modulators

Soluble fibers

Psychologically directed Complementary and alternative
therapies FOR AGAINST medicine (CAM)
Patient with Irritable Bowel Syndrome

Traditional diet

Probiotics I I
o
Low FODMAP diet [ Patient with IBS-D [ Patient with IBS-C ]
J
Antispasmodics
Mixed opioid FOR FOR
- . Secretagogues
Selective serotonin reuptake agonists/antagonists
inhibitors (SSRIs)
Opioid agonists 5-HT4 agonists**
5-HT3 antagonists** Polyethylene Glycol (PEG)
Bile acid sequestrants®

*in patients with IBS without constipation; **in patients who have failed conventional therapy;
° in patients with proven bile acid diarrhea or as initial trial if testing is not available.

Barbara G, Cremon C et al., Dig Liver Dis 2023;55:187-207



Efficacy of top five therapies for IBS
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Drug = Lubiprostone Eluxadoline Linaclotide Rifaximin Alosetron

First FDA 2006 2015 2012 2015 2006
Approval

% reaching FDA primary endpoint

Chey WD Am J Gastroenterol 2016;111:366-71



Secretagogues for IBS-C: The good, the bad, and the ugly?
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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’

New or updated recommendations® Strength of recommendation Certainty of evidence
1. In patients with IBS-C, the AGA suggests using tenapanor Conditional Moderate
2. In patients with IBS-C, the AGA suggests using plecanatide Conditional Moderate
3. In patients with IBS-C, the AGA recommends using linaclotide Strong High
4. In patients with IBS-C, the AGA suggests using tegaserod Conditional Moderate

Implementation remark: Tegaserod was reapproved for women under
the age of 65 years without a history of cardiovascular ischemic
events (such as myocardial infarction, stroke, TIA, or angina)

5. In patients with IBS-C, the AGA suggests using lubiprostone Conditional Moderate
6. In patients with IBS-C, the AGA suggests using PEG laxatives Conditional Low
7. In patients with IBS, the AGA suggests using TCAs Conditional Low
8. In patients with IBS, the AGA suggests against using SSRIs Conditional Low

9. In patients with IBS, the AGA suggests using antispasmodics Conditional Low




AGA Clinical Practice Guideline on the Pharmacological
Management of Irritable Bowel Syndrome With Diarrhea

Gastroenterology 2022;163:137-151

()

Check for
updates

Anthony Lembo,'* Shahnaz Sultan,””* Lin Chang,” Joel J. Heidelbaugh,” Walter Smalley,°

and G. Nicholas Verne’

New or updated recommendations®

Strength of recommendation

Certainty in evidence

1. In patients with IBS-D, the AGA suggests using eluxadoline Conditional Moderate
Implementation remark: eluxadoline is contraindicated in patients without a
gallbladder or those who drink more than 3 alcoholic beverages per day
2a. In patients with IBS-D, the AGA suggests using rifaximin Conditional Moderate
2b. In patients with IBS-D with initial response to rifaximin who develop Conditional Moderate
recurrent symptoms, the AGA suggests retreatment with rifaximin
3. In patients with IBS-D, the AGA suggests using alosetron Conditional Moderate
4. In patients with IBS-D, the AGA suggests using loperamide Conditional Very low
5. In patients with IBS, the AGA suggests using TCAs Conditional Low
6. In patients with IBS, the AGA suggests against using SSRIs Conditional Low
7. In patients with IBS, the AGA suggests using antispasmodics Conditional Low




Probiotics: mechanisms of action and clinical implications

Ulcerative C. difficile Infectious Antibiotic-induced
Crohn’s colitis diarrhea gastroenteritis diarrhea Overweight /
disease Necrotizing obesity
enterocolitis
Pouchitis Pathogen Metabolic
protection/ Metabolism syndrome
Irritable competition health
bowel syndrome Type 2
. i
Functional diabetes

constipation

] /’

" & Vitamins
g /‘ Nutrients

Immune

tem
Allergy SYys ¢ ; .
regulation/ productlf)n/ Minerals
. absorption
maturation ‘w
SCFAs
production
Depression
Food
Gut-brain Eplthelial a"ergy
Stress / axis Cell barrier
anxiety proliferation
Autism Irritable

bowel syndrome
Hepatic Cancer

encephalopathy prevention Cremon C et al., Curr Opin Pharmacol 2018 13;43:87-92



The future: Next Generation Probiotics

1857-1864 1878 1907

Pasteur discovers LAB isolated Metchnikoff describes
LAB as spoilage  from milk
organisms

Shirota commercializes for active
fermented milk based on substances
Lactobacillus casei isolate  promoting health

Bulgarian Bacillus
by Lister  associated with health

1953 2003
Kollath uses the Genomic era: first
term probiotika 1989 genome sequence 2016
Fuller defines probiotics  of a probiotic, FDA/CBER
as beneficial microbial Lactobacillus guidelines for
supplements | plantarum live biotherapeutics

Probiotics

Long history of use, e.g.
Bifidobacterium
Lactobacillus
Saccharomyces
Escherichia coli

1889 . . 1900
Bacillus acidophilus
described by Tissier ~ described by Moro

Bifidobacterium

Live biotherapeutics
(and next-generation probiotics)

No history of use, e.g.
Akkermansia
Bacteroides
Faecalibacterium

R

l Food and supplements l

l Medicine l

965 | 000 | . 2005
Lilley and Stillwell define probiotics ~ FAQ/WHO definition Relman uses high-throughput

as microbes that stimulate growth of
other microorganisms

of probiotics 165 amplicon sequencing to

catalogue gut microbiome

|dentify LBP —> Characterize LBP —> Produce LBP —> Clinical trials

O'Toole PW et al., Nat Microbiol 2017;2:17057



‘ J: EFSA Journal

SCIENTIFIC OPINION

ADOPTED: 7 July 2021

doi: 10.2903/j.efsa.2021.6780

Safety of pasteurised Akkermansia muciniphila as a novel
food pursuant to Regulation (EU) 2015/2283

EFSA Panel on Nutrition, Novel Foods and Food Allergens (NDA),
Dominique Turck, Torsten Bohn, Jacqueline Castenmiller, Stefaan De Henauw,

Karen Ildico Hirsch-Ernst, Alexandre Maciuk, Inge Mangelsdorf, Harry J McArdle,
Androniki Naska, Carmen Pelaez, Kristina Pentieva, Alfonso Siani, Frank Thies,
Sophia Tsabouri, Marco Vinceti, Francesco Cubadda, Thomas Frenzel, Marina Heinonen,
Rosangela Marchelli, Monika Neuhauser-Berthold, Morten Poulsen, Miguel Prieto Maradona,
Josef Rudolf Schlatter, Henk van Loveren, Reinhard Ackerl and Helle Katrine Knutsen



Probiotic Cremon C, IBS DAYS 2022
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