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Fekal inkontinans
Anorektal agr (levator ani sendromu, siniflanamayan, Proctalgia
fugax)

Fonksiyonel digkilama problemleri
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Prevalence of Functional Bowel Disorders Pie chart:

More than 1 in every 4 adults in the U.S., Canada and % of adults with

the U.K. has one of the six functional bowel disorders. " - each disorder
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A. Rome IV Subtypes (n=274)
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Rome lll IBS cases who fail Rome IV IBS
diagnosis become in Rome |V:
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A global epidemiological study of functional Gl disorders
- 73,076 adults surveyed (33 countries, 6 continents)
- Data collection: By Internet (24 countries, blue),

by household interview (7 countries, yellow),

or both methods (China and Turkey, green).

Prevalence of meeting criteria for at least one of
22 functional Gl disorders (%):

| AllParticipants | Females | _Males _

Internet surveys 40.3 46.5 34.2
Household surveys 20.7 231 18.3 Gastroentero]ogy

P

Ami D. Sperber et al. Gastroenterology 2021;160:99-114
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Internet

Household



FGID

Sex

Age group (v)

Overall N = 54,127 Female n = 26,578 Male n = 27,549

18-39 n = 23,003

40-64 n = 22,281

65+ n = 8843

Internet
Any FGID
A. Esophageal Disorders
Functional chest pain
Functional heartbum
Reflux hypersensitivity
Globus
Functional dysphagia
Any esophageal disorder
B. Gastroduodenal Disorders
Functional dyspepsia

PDS

EPS
Belching disorder
Rumination syndrome
Chronic nausea vomiting syndrome
Cyclic vomiting syndrome
Cannabinoid hyperemesis syndrome
Any gastroduodenal disorder
C. Bowel Disorders
Rome-IV IBS

IBS-C

IBS-D

IBS-U

IBS-M
Functional Constipation
Opioid-induced constipation
Functional diarrhea
Functional bloating/distention
Unspecified functional bowel disorder
Any bowel disorder

D. Central Nervous System Disorders of Gl Pain
Centrally mediated abdominal pain syndrome

E. Biliary Disorders
Functional biliary pain
F. Anorectal Disorders
Fecal incontinence
Levator ani syndrome
Proctalgia fugax

Any anorectal disorder
Household

40.3 (39.9-40.7)

1.4 (1.3-15)
11 (1.0-12)
0.8 (0.8-0.9)
0.8 (0.7-0.8)
3.2 (3.0-3.3)
6.0 (5.8-6.2)

7.2 (7.0-7.4)
6.1 (5.9-6.3)
2.4 (2.3-2.5)
1.0 (0.9-1.1)
2.8 (2.7-2.9)
0.9 (0.8-1.0)
12 (1.1-12)
0.05 (0.03-0.07)
10.6 (10.4-10.9)

413942
1.3 (1.2-1.4)
1.2 (1.1-1.3)
0.3 (0.2-0.3)
1.3 (1.2-1.4)
11.7 (11.4-12.0)
1.6 (1.5-1.7)
4.7 (4.5-4.9)
3.5 (3.3-3.6)
8.8 (8.6-9.0)
33.4 (33.0-33.8)

0.02 (0.01-03)
0.08 (0.06-0.11)
1.6 (1.5-1.7)
14 (1.1-12)

5.6 (5.4-5.8)
7.7 (7.5-8.0)

46.5 (45.9-47.1)

1.5 (1.3-1.6)
1.3 (1.1-1.4)
0.9 (0.8-1.0)
0.9 (0.7-1.0)
3.5 (3.3-3.7)
6.6 (6.3-6.9)

8.7 (8.4-9.1)
7.5 (7.2-7.8)
2.8 (2.6-3.0)
1.1 (1.0-1.2)
3.1 (2.9-3.3)
1.2 (1.0-1.3)
12 (1.1-1.3)
0.02 (0.01-0.04)
12.4 (12.0-12.8)

5.2 (5.0-5.5)
1.8 (1.7-2.0)
1.3 (1.2-1.5)
0.3 (0.2-0.4)
1.8 (1.6-1.9)
15.2 (14.8-15.7)
1.8 (1.6-1.9)
41 (3.8-4.3)
4.6 (4.3-4.8)
9.5 (9.1-9.8)
39.3 (38.7-39.9)

0.03 (0.01-0.06)
0.14 (0.09-0.18)
1.5 (1.4-1.7)
1.4 (1.2-1.5)

6.4 (6.1-6.7)
8.8 (8.5-9.2)

34.2 (33.7-34.8)

1.3 (1.1-1.4)
1.0 (0.9-1.1)
0.8 (0.7-0.9)
0.7 (0.6-0.8)
2.9 (2.7-3.1)
5.4 (5.1-5.6)

5.8 (5.5-6.0)
4.8 (4.6-5.1)
2.0(1.8-2.2)
0.9 (0.7-1.0)
2.5 (2.3-2.7)
0.7 (0.6-0.8)
1.1 (1.0-1.2)
0.08 (0.05-0.11)
8.9 (8.6-9.2)

29 (2.7-3.1)
0.8 (0.7-0.9)
1.0 (0.9-1.1)
0.2 (0.2-0.3)
0.9 (0.8-1.0)
8.3 (8.0-8.6)
1.4 (1.2-1.5)
5.3 (5.1-5.6)
2.4 (2.2-2.5)
8.1 (7.8-8.5)

27.7 (27.2-28.2)

0.00°
0.03 (0.01-0.04)
1.6 (1.5-1.8)
0.9 (0.8-1.0)

47 (45-5.0)
6.7 (6.4-7.0)

44.3 (43.7-44.9)

1.4 (1.3-1.6)
1.3 (1.1-1.4)
0.9 (0.7-1.0)
0.8 (0.6-0.9)
3.3 (3.1-3.5)
6.2 (5.9-6.5)

9.2 (8.8-9.5)
7.8 (7.5-8.2)
2.9 (2.7-3.1)
1.1 (1.0-1.2)
2.7 (2.5-2.9)
1.3 (1.2-1.5)
1.6 (1.4-1.8)
0.11 (07-15)
13.0 (12.5-13.4)

53
1.8

5.0-5.6)
1.6-2.0)
1.1 (0.9-12)
0.3 (0.2-0.4)
1.6 (1.5-1.8)
13.2 (12.8-13.7)
15 (1.3-1.7)
46 (4.3-4.9)
3.4 (3.2-3.7)
9.5 (9.1-9.9)
36.7 (36.1-37.3)

—

0.03 (0.01-0.05)
0.13 (0.08-0.18)

1.1 (1.0-1.3)
1.3 (1.2-1.5)
6.1 (5.8-6.4)
8.0 (7.6-8.3)

39.4 (38.8-40.1)

1.5 (1.3-1.6)
1.2 (1.0-1.3)
1.0 (0.8-1.1)
0.9 (0.7-1.0)
3.2 (3.0-3.4)
6.3 (6.0-6.6)

6.6 (6.2-6.9)
5.5 (5.2-5.8)
2.4 (2.2-2.6)
1.0 (0.8-1.1)
3.0 (2.8-3.2)
0.7 (0.6-0.8)
0.9 (0.8-1.0)

0.010(.00-0.02)
9.8(9.4,10.2)

3.7 (3.5-4.0)
1.1 (1.0-1.2)
0.5 (0.3-0.6)
0.3 (0.2-0.3)
1.3 (1.2-1.5)

11.0 (10.6-11.4)
1.6 (1.5-1.8)
51 (4.8-5.3)
3.9 (3.6-4.1)
8.7 (8.3-9.1)

33.0 (32.4-33.6)

0.01(0.00-0.02)

0.05 (0.02-0.08)
1.7 (1.6-1.9)
1.2 (1.1-1.4)

5.7 (5.4-6.0)
8.0 (7.6-8.3)

31.9 (30.9-32.8)

1.0 (0.8-1.3)
0.7 (0.5-0.8)
0.5 (0.4-0.6)
0.5 (0.4-0.7)
2.7 (2.4-3.0)
4.6 (4.2-5.0)

3.8 (3.4-4.2)
3.3 (2.9-3.6)
1.2 (0.9-1.4)
0.7 (0.5-0.8)
2.4 (2.1-2.7)
0.4 (0.3-0.5)
0.6 (0.5-0.8)
0.01 (0.00-0.03)
6.6 (6.1-7.2)

1.7 (1.4-1.9)
0.6 (0.4-0.8)
0.5 (0.3-0.6)
0.1 (0.0-0.2)
0.5 (0.3-0.6)
9.4 (8.8-10.0)
1.5 (1.3-1.8)
41 (3.7-4.5)
2.4 (2.1-2.7)
7.2 (6.7-7.7)

25.9 (24.9-26.8)

0.01 (0.00-0.03)
0.02 (0.00-0.05)
2.3 (2.0-2.7)
0.6 (0.4-0.7)

3.9 (3.54.3)
6.4 (5.9-6.9)

Ami D. Sperber

et al. Gastroenterologyv 2021:160:99-114



Table 2.Prevalence Rates (% and 95% CI) for 5 Selected Major Functional Gastrointestinal Diagnoses (Rome IV}~ for Any FGID (26 Countries) and Rome Il IBS

(14 Countries) in the Internet Survey and for All 9 Countries in the Household Survey

Functional IBS (Rome Ill) Functional Functional Functional
N Any FGID Dyspepsia IBS (Rome V) (N=14) Constipation Diarrhea bloating/distention

INTERNET
Argentina 2057  43.9 (41.8-46.1) 6.9 (5.8-8.0) 35 (2.7-4.3) N/A 12.2 (10.7-13.6) 6.3 (5.2-7.3) 5.2 (4.2-6.1)
Australia 2036 37.6 (35.5-39.7) 7.2 (6.0-8.3) 3.5 (2.7-4.3) N/A 7.7 (6.6-8.9) 5.1 (4.1-6.0) 4.2 (3.3-5.0)
Belgium 2021 35.6 (33.5-37.7) 5.0 (4.0-5.9) 3.3 (2.5-4.0) 7.5 (6.4-8.7) 11.0 (9.7-12.4) 4.0 (3.2-4.9) 2.4 (1.7-3.0)
Brazil 2004 436 (41.4-458)  10.6 (3.2-11.9) 4.7 (3.8-5.6) 8.3 (7.1-9.5) 11.0 (105-13.3) 4.8 (3.9-5.7) 2.7 (2.0-3.5)
Canada 2029  41.3 (39.1-43.4) 7.8 (6.7-9.0) 4.2 (3.3-5.1) 10.12 (8.8-11.4) 9.3 (8.0-10.5) 7.6 (6.4-8.7) 3.3 (2.5-4.1)
China 2914 34.4 (32.7-36.1) 5.9 (5.0-6.7) 2.3 (1.8-2.9) 7.4 (6.5-8.4) 10.6 (9.5-11.7) 5.6 (4.8-6.5) 0.7 (0.4-1.0)
Colombia 2007 42.5 (40.3-44.7) 7.2 (6.0-8.3) 4.3 (3.4-5.2) N/A 12,8 (11.3-14.2) 4.1 (3.2-5.0) 4,5 (3.6-5.4)
Egypt 2020 47.7 (45.5-49.9) 12.3 (10.8-13.7) 7.6 (6.4-8.7) 14.0 (12.4-15.59) 14.1 (12.6-15.6) 2.2 (1.6-2.9) 3.2 (2.4-3.9)
France 2019  47.3 (45.1-49.5) 8.5 (7.3-9.7) 4.2 (3.3-5.0) 9.8 (8.5-11.1) 14.5 (12.6-16.1) 6.1 (5.1-7.2) 6.0 (5.0-7.0)
Germany 2020 36.5 (34.4-38.6) 6.9 (5.8-8.0) 3.7 (2.64.5) 11,1 (8.8-12.5) 9.8 (7.9-10.5) 5.4 (4.4-6.4) 2.8 (2.1-3.5)
Holland 2008  30.6 (28.6-32.6) 4.1 (3.2-5.0) 3.8 (2.9-4.6) 9.7 (8.4-11.0) 9.2 (7.9-10.5) 3.2 (2.5-4.0) 1.5 (1.0-2.0)
Israel 2012  36.4 (34.3-38.5) 3.6 (2.8-4.4) 3.2 (2.5-4.0) 12.8 (11.4-14.3) 13.1 (11.6-14.6) 2.4 (1.8-3.1) 2.1 (1.5-2.7)
Italy 2063  47.2 (45.1-49.4) 9.1 (7.8-10.3) 5.0 (4.1-5.9) N/A 14.4 (12.7-15.8) 3.2 (2.5-4.0) 8.2 (7.1-9.4)
Japan 2504  39.4 (37.5-41.3) 2.4 (1.8-3.0) 22 (1627 9.3 (8.2-10.4) 16.6 (15.1-18.0) 5.2 (4.3-6.0) 1.2 (0.8-1.6)
South Korea 2022  39.3 (37.2-41.4) 4.9 (4.0-5.9) 47 (3.8-5.6) N/A 12.5 (11.0-13.9) 5.8 (4.8-6.8) 2.1 (1.5-2.8)
Mexico 2001 402 (38.0-42.3) 6.6 (5.5-7.7) 4.0(3.2-49) 12.6 (11.1-14.0) 11.5 10.1-12.9) 4.4 (3.5-5.3) 3.4 (2.6-4.2)
Poland 2057  46.0 (43.9-48.2) 8.3 (7.1-9.5) 4.4 (3.5-5.3) N/A 14.2 (12.7-15.8) 4.5 (3.6-5.4) 5.3 (4.3-6.3)
Romania 2049 40.1 (38.142.2) 7.4 (6.3-8.6) 3.5 (2.74.3) N/A 11.7 (10.3-13.1) 2.6 (1.9-3.9) 6.7 (5.6-7.8)
Russia 2000  44.6 (42.4-46.8) 10.3 (9.0-11.6) 5.0 (4.8-6.9) 16.5 (14.9-18.1) 11.6 (10.1-13.0) 7.1 (6.0-8.2) 2.6 (1.9-3.2)
Singapore 2047 31.1 (29.1-33.1) 5.9 (4.9-6.9) 1.3 (0.8-1.8) 43 (3.4-5.1) 9.5 (8.2-10.7) 4.3 (3.4-5.1) 3.6 (2.8-4.4)
South Africa 2021 45,2 (43.0-47.3) 11.0 9.7-12.4) 5.9 (4.9-7.0) N/A 11.1 (9.7-12.5) 5.1 (4.2-6.1) 4.2 (3.3-5.1)
Spain 2072 43.7 (41.6-45.9) 7.4 (6.3-8.5) 4.2 (3.4-5.1) N/A 12.8 (11.4-14.3) 4.8 (3.9-5.7) 3.4 (2.64.2)
Sweden 2084  30.0 (36.9-41.1) 8.2 (7.0-9.4) 4.0 (3.1-4.8) N/A 10.3 (9.0-11.6) 5.9 (4.8-6.9) 3.1 (2.4-3.9)
Turkey 2010  39.7 (37.6-41.8) 5.3 (4.3-6.3) 3.9 (3.1-4.8) 9.8 (8.5-11.1) 14.1 (12.6-15.6) 2.5(1.8-3.2) 3.0 (2.2-3.7)
USA 2023  39.9 (37.8-42.0) 10.1 (8.8-11.4) 5.3 (4.4-6.3) N/A 8.7 (7.5-10.0) 5.0 (4.1-6.0) 2.0 (1.4-2.6)
UK 2027  36.7 (34.6-38.8) 6.6 (5.5-7.6) 40 (3.1-4.8) N/A 8.6 (7.4-9.8) 45 (3.6-5.4) 3.8 (3.04.7)
Pooled overall prevalence 54127 40.3 (39.9-40.7) 7.2 (7.0-7.4) 4.1 (3.94.2) 10.1 (9.8-10.5) 10.1 (11.4-12.0) 4.7 (4.5-4.9) 3.5 (3.3-3.6)
HOUSEHOLD
Bangladesh 2018  40.0 (37.9-42.2) 19.4 (17.7-21.2) 4.6 (3.7-5.5) 10.7 (9.3-12.0) 11.8 (10.4-13.2) 2.1 (1.5-2.8) 2.2 (1.6-2.9)
China 2710  22.7 (21.1-24.2) 4.3 (3.6-5.1) 1.4 (1.0-1.8) 3.8 (3.1-4.5) 6.2 (5.3-7.1) 2.6 (2.0-3.2) 1.3 (0.8-1.7)
Ghana 1190  45.0 (42.2-47.9) 7.2 (5.8-8.7) 0.3 (0.0-0.7) 0.4 (0.1-0.8) 26.1 (23.6-28.6) 0.7 (0.2-1.1) 0.0
India 4592 7.2 (6.5-8.0) 0.7 (0.5-1.0) 0.2 (0.1-0.3) 0.4 (0.2-0.6) 1.8 (1.4-2.2) 0.2 (0.1-0.4) 0.2 (0.1-0.3)
Indonesia 1231 19.0 (16.8-21.2) 4.4 (3.2-5.5) 3.5 (2.5-4.5) 6.2 (4.8-7.5) 3.5 (2.5-4.5) 1.1 (0.5-1.6) 1.1 (0.5-1.6)
Iran 1840  27.2 (25.2-29.3) 2.9 (2.1-3.6) 2.1(1.4-2.7) 4.6 (3.6-5.5) 11.0 (9.5-12.4) 1.3 (0.7-1.8) 5.1 (4.1-6.1)
Malaysia 1976 19.7 (18.0-21.5) 3.3 (2.5-4.1) 0.7 (0.3-1.1) 3.9 (3.1-4.8) 5.4 (4.4-6.4) 1.7 (1.1-2.3) 0.9 (0.5-1.3)
Nigeria 1442 25.1 (22.9-27.3) 6.0 (4.8-7.3) 2.7 (1.9-3.5) 5.1 (3.8-6.4) 4.3 (3.3-5.3) 0.9 (0.4-1.4) 0.3 (0.0-0.7)
Turkey 1950 7.6 (6.5-8.8) 1.1 (0.6-1.5) 0.4 (0.1-0.7) 0.9 (0.5-1.3) 1.9 (1.3-2.6) 0.4 (0.1-0.6) 0.5 (0.2-0.8)
Pooled overall prevalence 18949 20.7 (20.2-21.3) 4.8 (4.5-5.1) 1.5 (1.3-1.7) 3.5 (3.3-3.8) 6.6 (6.3-6.9) 1.2 (1.0-1.3) 1.2 (1.0-1.3)

Ami D. Sperber et al. Gastroenteroloev 2021:160:99-114






IBS heterojen bir hastalik

Central processing of information,
personality traits, ariety, depression

-Acute or chronic stressor Reguiation of gut function (motility, senson secretion)
Life experences Visceral afferent function
-Antibsotics Gastrointestinal immune system

Control of gut function and nutrient t

: — intake
Eau.‘lrr,iihﬂiﬂinﬁqius Gastmintestinal microbiome
>? I !
Diet :
g —

Methanogenic flom affecting transit,
bile acid metabolisms

Holtmann GJ, Ford AC, Talley. NJ. Lancet 2016



Mental Effector systems
stress D) . * Muscle
W . _ S - Secretory
N A epithelium

* Blood vessels

Activation, o, S

-
sensitization i, Blood vessel
afferents C emo-attractio"
ﬁ " Inflammatory cells

Brain,
Eosinophil,
Mast cell
connection

IgE Mucosal barrier

Guy Boeckxstaens, et al. Gastroenterology 2016;150:1292-1304



Pain

Bloating

Constipation Diarrhea

Distension

Pain
FC: Functional constipation
FDr: Functional diarrhea
IBS-C: Irritable bowel syndrome with predominant constipation
IBS-D: Irritable bowel syndrome with predominant diarrhea
IBS-M: Irritable bowel syndrome with predominant irregular bowel habits (mixed D/C)

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



Toddler

Environmental
exposures

Infant Delivery mode Feeding method
Vaginal Cesarean Breastfeeding: Bottle feeding:
delivery: delivery: Increased Increased
Colonization Colonization aerobic anaerobes and
with vaginal with skin organisms, facultative
microbiota microbiota increased anaerobes,
] | such as such as Bifidobacterium, increased
. ' Lactobacillus Staphyliococcus, decreased Clostridium,
| and Corynebacterium, Clostridium, increased
: j Prevotella || Propionibacterium decreased Bacteroides
Bacteroides

S—-

Relatively
sterile gut

Low diversity, unstable, chaotic

Diverse,
stable

Albenberg LG, Wu GD. Gastroenterology 2014;146:1564-1572



Post infeksiy0z IBS

»Mukozal inflamasyon viseral duyarliliga neden olur

Host-pathogen interactions

Adverse life events RR 2.0 Develops in ~10% of subjects
Depression =~ RR3.2 ) (K After Salmonella, Shigella,
Hypochrondriasis RR 2.0 ‘ w; - Campylobacter

Age >60 RR 0.4 \ Disrupt intestinal ecosystem
Female RR 3.0 \

Smoking RR 4.8 Accounts for 6-17% of all IBS

Pathophysiology
and symptoms

Lymphocytosis RR 3.2
C hyperplasia RR 3.8

Elongating toxin RR 12.8

Duration of initial

illness RR 11.5 Local

inflammation

Barbara G. Gastroenterology 2016



Worldwide Prevalence of PI-IBS
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Mirjana Rajilic-Stojanovié, et al Am J Gastroenterol 2015; 110:278-287;
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Kourosh Kalantar-Zadeh et al.
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Large intestine
< o o e e o o o

Undigested carbohydrates, proteins and
fats, and escaped gases

Small intestine
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[F‘mtem — branched-chain fatty acids, amines,

C—— :
Comminuted ! ammonia, phenols and sulfides
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Kourosh Kalantar-Zadeh et al. NatuRe RevleWS GASTroEnTEroloGy & HEPAToloGy 2019

Faeces
Voided undigested
carbohydrates,
lignin, biomass, and
other unabsorbed
nutrients and gases




Digestive Diseases and Sciences (2022) 67:3842-3859

n=45 n=11

100%

70%

20%

10%

Kirk et al. Levitt et al. Staggerda et al. Weighted mean
#N2 ©02 mH2 mCH4 mCO2



Normal
viscerosomatic ? ’

reflex

Paradoksal
abdominofrenik refleks

Normal amount of
gas in the Gl tract

Diaphragm

Abnormal
viscerosomatic
reflex

PE T
e

Brian E. Lacy et al. Clinical Gastroenterology and Hepatology 2021;19:219-231



Organic/pathologic etiologies

- Small intestinal bacterial overgrowth

- Lactose, fructose, and other carbohydrate intolerances

- Celiac disease

- Pancreatic insufficiency

- Prior gastroesophageal surgery (eg, fundoplication, bariatric
surgery)

- Gastric outlet obstruction

- Gastroparesis

- Ascites

- Gastrointestinal or gynecologic malignancy

- Hypothyroidism

- Adiposity

- Small intestine diverticulosis

- Chronic intestinal pseudo-obstruction

Disorders of gut-brain interaction
- lIrritable bowel syndrome

Chronic idiopathic constipation
Pelvic floor dysfunction
Functional dyspepsia

Functional bloating

Brian E. Lacy et al. Clinical Gastroenterology and Hepatology 2021;19:219-231



*Aerofaji

*Anoreksi, bulimia

*Gastroparezi

*Mide c¢ikis yolu obstruksiyonu
*Fonksiyonel siskinlik (gaz)
*Fonksiyonel dispepsi

Diyet (laktoz intoleransi, Fruktoz intoleransi, Fruktan ttuketimi, Sorbitol
tiketimi, Gluten duyarlihgr)

*COlyak

*Kronik kabizhk

*IBS

*SIBO

*Dismoatilite

*Kolon gecis suresinde bozulma



Abnormal
viscerosomatic
reflex

Abnormal
motility

Disordered
gut
microbiome ¥

Medications

Abnormal
sensation

Brain-gut
axis

Colonic

dysbiosis
FATS D)

X rge Pelvic floor
Small intestine dysfunction

' intestine

Brian E. Lacy et al. Clinical Gastroenterology and Hepatology 2021;19:219-231









Bristol skalasi

Type 1 Separate hard lumps, like nuts (hard to pass)

Type 2 Sausage-shaped but lumpy

Type 4

Type 3 - Like a sausage but with cracks on the surface

Like a sausage or snake, smooth and soft

Type 5 Soft blobs with clear-cut edges
Type 6 Fluffy pieces with ragged edges, a mushy stool
Type 7 Watery, no solid pieces, entirely liquid




IBS de Roma 1V kriterleri-2016

Sikayetlerin tanidan en az 6 ay once baslamis olmasi
gerekir ve son 3 ayda kriterleri doldurmalidir.

Son 3 ayda, haftada en az 1 gun tekrarlayan

Karin agrisi (asagidaki kriterlerden 2 veya daha fazlasi eslik etmeli)
Defekasyon ile iligkili

Digkilama sikliginda degisme

Digki seklinde degisme



100 -

: 25% of BM is the
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| for classification
% BM |
hard or 50— |
lum f
Py : ' Bristo:
IBS-C | IBS-M a6
25t = = = - 4
i
IBS-U |
0 i Bristol types 6 and 7
0 25 50 75 100

% BM loose or watery



Fonksiyonel ishalde Roma IV kriterler

* Fonksiyonel ishal icin;

« Agri veya siskinlik olmadan diskilamanin
%25’inde sulu veya yumusak olmasi

* Son 3 ayda kriterleri doldurmali, en az 6 ay dnce
baslamall

* |BS-ishal den ayirdedilmeli

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



Fonksiyonel kabizlik ve defekasyon problemleri

Functional constipation (Chronic idiopathic constipation [CIC])

Criteria fulfilled for the last 3 mo with symptom onset at least 6 mo prior to diagnosis
1. Must include two or more of the following:

e Strainine during more than one fourth (25%) of defecations

e Lumpy or hard stools (BSFS 1-2) more than one fourth (25%) of defecations

Sensation of incomplete evacuation more than one fourth (25%) of defecations
e Sensation of anorectal obstruction/blockage more than one fourth (25%) of defecations
e Manual manoeuvres to facilitate more than one fourth (25%) of defecations (eg, digital evacuation, support of the pelvic floor)
e Fewer than three spontaneous bowel movements per week

. Loose stools are rare|y present without the use of laxatives
st R

Functional defecation disorders

Criteria fulfilled for the last 3 mo with symptom onset at least 6 mo prior to diagnosis

1. The patient must satisfy diagnostic criteria for functional constipation and/or IBS-C

2. During repeated attempts to defecate, there must be features of impaired evacuation, as demonstrated by two of the following three tests:
e Abnormal balloon expulsion test
e Abnormal anorectal evacuation pattern with manometry or anal surface electromyography
* |mpaired rectal evacuation by imaging

3. Subcategories F3a and F3b apply to patients who satisfy criteria for a functional defecation disorderF3a. Diagnostic criteria for inadequate

defecatory propulsion

Inadequate propulsive forces as measured with manometry with or without inappropriate contraction of the anal sphincter and/or pelvic floor
muscles?
F3b. Diagnostic criteria for dyssynergic defecation

Inappropriate contraction of the pelvic floor as measured with anal surface electromyography or manometry with adequate propulsive forces
during attempted defecation®



Fonksiyonel Gaz

Diagnostic criteria for functional abdominal bloating and/or distension
include:

- Recurrent bloating and/or distention occurring at least 1 d/wk on
average;

- Bloating and distension should be the predominant gastroin-
testinal symptom;

- Patients should not meet criteria for irritable bowel syndrome,
functional constipation, functional diarrhea, or postprandial
distress syndrome;

- Symptom onset should have occurred at least 6 months prior to
diagnosis;

- Symptoms should be active within the preceding 3 months.

Brian E. Lacy et al. Clinical Gastroenterology and Hepatology 2021;19:219-231






IBS semptomlari
p

f Roma kriterlerine gére degerlendir _
Hemogram, CRP, TSH, Ca, ishal ise ¢6lyak testleri

/ \ Kriterlere uymuyor

>50 yas, kilo kaybiu, M
gece semptomu,

Diskida kan, Alarm semptomlari var |
Alarm semptomlari yok =, .ivotik kullanimi,

' Ailede KRK hikayesi, ﬂ
FM patoloji

Semptomatik tedavi
. \ Endoskopik inceleme

Kontrol altina alindi
ontrol altina alind Kontrol altina alinamadi

Tedaviye devam, kontrol






lyi Tedavi Cevabi

Psikososyal tedavi
Takip

/ Ciddi

Takip viziti
Stres kontrolu

llag tedavisi
/

Diyet, -
pozitif tani, H aflf
aciklayici bilgi




Fonksiyonel hastaliklarda
tedavi

semptoma yoneliktir



TEDAVI HEDEFLERI

Therapeutic Targets

3  Visceral
sensitivity

Smooth muscle
A Enteric | \ /, Motility
. * - neurons “5f

Secretion

Immune activation

Barrier function

me

Enterochromaffin
cell

Enterocytes

'r'\’ v‘.~ R 1 =3 - -
7\\:’) 4 '_)_..\5\‘\. :'-, /“"‘ | ———> Microbiome
'\ e = \v { \ “ 4 )'ﬂ\

Camilleri M, et al. Gastroenterology 2016;150:1319-1331



Altered Bowel Maotility: IBS-D Altered Bowel Motility: 1BS-C
Rifaximin, loperamide, Psyllium, osmotic laxatives
psyllium, SHT3 recepior {PEG), sorbitollactulose,
antagonists lubiprostona, linaclotide, SHT4
Emerging Therapies: receptor agonists, STWS

«Bile acid saquestrants Emerging Therapies
+«Crofelemer «[BAT

*ASA derivatives

Altered
Bowel
Motility

Antispasmodics,

antidepressants,

probiotice, STWS,

melatonin

Emerging Therapies :

R Bloating

opioid recaptor

agonists/antagonists, o
*Pragabalin Bloating:
*Selective viscoral K- '. Antispasmodics,

s probiofics, linaclotide,
«H1 receptor ) ) . rifauximin,
antagonists TEDAVI HANGi SEMPTOM BASKIN iSE antidepressants:
MK receptor citalopram, fluoxetine
antagonists ONA YONELIK OLMALIDIR......

Barboza JL, et al. Drugs (2014) 74:1849-1870



Eswaran S, et al. Am J Gastroente

Trofik etki

Mikrobiom
degisikligi

/ Fiber -]

Bakteriyel Fermentasyon

/ \
SZYA Gaz Uretimi

(butirat, proprionat,

Osmotik etki

Ldminal le Osmotik yiik?

/

/

Kutle artisi

!

Pasaj hizlanmasi

|

Gl semptom

*Agri

*Gas-sigkinlik

*Barsak hareketi degisikligi

(CH4, H2, CO2)

Etki

*Motilite

*Viseral duyarlilik
«immun aktivasyon
Permeabilite

Kognitif ve
emosyonel faktorler

=)




Singh et al. Am J Gastroenterol 2022;117:947-957.

High FODMAP
diet

Acute effects | Chronic effects
) J ) l
Osmotic Bacterial t Abundance of Advanced
effects Fermentation Gram-negative glycation
| | bacteria |
b 3 v t Expression
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r ‘ L of AGER
| Drop in luminal pH r :,a \{
W v T Barrier 1T Mast cell
' Possible effect on loss activation
microbial composition \
Acceleration of gastrointestinal "
At LY Visceral /

Colonic distention Hypersensitivity

!
L IBS symptoms

(pain, bloating, change in bowel habits)




a Large intestine

Small intestine

R v
:
-

. -
FODMAPs 2

~ =

T Gas production distends bowel

Shepherd SJ, et al. Am J Gastroenterol 2013; 108:707-717

FODMAP diyet
(oligo-di-mono-pol
sakkaridlerin

Kisitlamasi)

Diyetten fruktoz ve

laktozu kaldirmak



Fodmap Diyet Nedir?

Barsak bakterileri tarafindan Fermente edilebilen
OligoDiMonosAkkarid ve Poliyollerin diyetten uzaklastiriimasi

Monosakkarid: Glikoz, fruktoz, galaktoz, ksiloz, arabinoz

Disakkarid: Sukroz, laktoz, maltoz, izomaltoz, trehaloz

Poliyol: sorbitol, mannitol, isomalt, laktitol, mannitol

Oligosakkarid: Maltodekstrin, rafine sekerler, frukto-oligosakkarid, soya

O ligosakkaridleri iceren gidalar:
Bugday, arpa, cavdar, sogan, pirasa, sarimsak, enginar,
pancar, rezene, bezelye, hindiba, fistik, kaju, mercimek, nohut

D isakkaridleri iceren gidalar:
Sut, dondurma, yogurt, krema

M onosakkaridleri iceren gidalar:
Elma, mango, bal, yliksek fruktoz iceren misir surubu, armut, karpuz, kuskonmaz

P oliyolleri iceren gidalar:
Elma, armut, nektarin, karpuz, mantar, tatlandiricili sakizlar, kayisi, seftali, karnibahar, erik

Shepherd SJ, et al. Am J Gastroenterol 2013; 108:707-717



Geleneksel 6nerilen diyet de
semptomlari duzeltmede etkili

B | eoomar distvs. Traditions!
H B# distary advice
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EResponder & Non-respondsr E Reeporder & Non-espondesr

Bohn et al Gastroenterology 2015 Eswaran et al Am J Gastroenterol 2016



A Systematic Review and Meta-Analysis Evaluating the
Efficacy of a Gluten-Free Diet and a Low FODMAPs
Diet in Treating Symptoms of Irritable Bowel Syndrome

Joanna Dionne, MD, MSc, FRCF, PhD", Alexander C. Ford, MB, ChB, FRCP>?, Yuhong Yuan, MD', William D. Chey, MD, FACG#,
Brian E. Lacy, MD, PhD, FACG®, Yuri A. Saito, MD, MPHE, Eamonn M. M. Quigley, MD, FRCP, FACP, MACG, FRCPI” and
Paul Moayyedi, MB, ChB, PhD, FACG'#
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1 o in = 1726
The findings of this review demonstrate that, at present, thereis [
insufficient evidence to recommend a GFD to reduce global IBS | & Ao s J T e g
0= T N= il
symptoms. There is very low quality evidence that alow FODMAP ||
' ' ' . . . . k. J FulHet articles exchudad, wiih
diet is effective in reducing global symptoms in IBS patients. More ~ — P s e h suns
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CONCLUSIONS: There is insufficient evidence to recommend a GFD to reduce IBS symptoms. There is very low
quality evidence that a low FODMAP diet is effective in reducing symptoms in IBS patients.

Dionne et al. Am J Gastroenterol 2018



PHASE 1 PHASE 2
Reduce total Rechallenge
FODMAP to assess

intake tolerance

*Reduce FODMAP Individual rechallenge of

intake each FODMAP subgroup:
+2-8 weeks *Fructan, e.g. wheat,
onion

*Replace with suitable
low FODMAP
alternatives from the
same food group

«GOS, e.g.
legumes/pulses

eLactose e.g milk

»Excess fructose, e.g.
Honey

*Polyols, e.g. avocado
Challenge over 2-3 days

and monitor symptom
response. Order of

PHASE 3
Long
term

maintenance

Individualized diet based
on response to food
challenges:

» Tolerated foods —
reintroduce freely

¢ Foods causing
mild/moderate
symptoms —
reintroduce when able

*Foods causing severe
symptoms — avoid

Continue to challenge
poorly tolerated foods in
the long-term

If no response occurs,
return to usual diet and
trial alternate treatment

challenges based on
nutritional need and
patient preferences.

Singh et al. Am J Gastroenterol 2022:117:947-957.



Reduce intake of all FODMAP

subgroups
o Fructan Identify
* GOS triggers \ - Bottom-up
o Lactose afines

* Excess fructose
e Polyols (sorbitol, mannitol)

Monitor symptom
response

Restrict further
FODMAP subgroups
in a step-wise
approach, according
to dietary intake
e Any from step 1 not yet
restricted, and/or

Rechallenge
e Excess fructose and/or
all FODMAP ¢ Sorbitol, and/or
TO p'd own subgroups e Mannitol
Identify / Monitor symptom response \
triggers Reduce specific subgroups based on clinical picture

* Restrict fructan (all patients, unless limited dietary
sources consumed)

* Restrict GOS (in those with high pulses/legume or
soy intake)

* Restrict lactose (in genetically susceptible or those
suspecting as a trigger)

and
refine

Singh et al. Am J Gastroenterol 2022:117:947-957.



Gaz

* Diyet ile iligkisi sorgulanmali

Test meal

10 g Lactulose

+

20 MBq 99mTc-sulfur

colloid

. Laktoz ve fruktoz intoleranst’

degerlendirilmeli

Threshold
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H2 breath test
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H, gas ppm

>
#x27/ Colonic (

y \ ”
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camera
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1
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Minutes

Laktuloz alimindan 90 dk sonra Hidrojen konsantrasyonu >20ppm
SIBO yu isaret eder.



Pek cok calismada nefes testi IBS de
patolojik

Type of
Author breath test . OR (95% CI) % Weight
Grover sUCrose ] i 2.29 (0.89, 5.87) 18.65
Lupascu glucose I- 10.89 (3.52, 33.71) 16.82
Pimentel lactulose E B 20.67 (5.29, 80.69) 14.68
Parodi glucose o i 4.30 (1.24, 14.98) 15.71
Scarpellini lactulose i = 2427 (7.35, B0.15) 16.20
Coliin lactulose i = 18.04 (6.55, 49.71) 17.94
Overall (I-squared = 67.9%:; P = 0.008) $ 0.64 (4.26, 21.82) 100.00
I ! [ 11

01 02 05 1 2 5 10 20

Pimentel M. Aliment Pharmacol Ther 2016; 43 (Suppl 1): 37-49



Aziz |, et al. Curr Opin Gastroenterol 2017, 33:196-202
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lschemia
Madications
Trauma

Chronic or acute isfoctions
Bctena {o.g. sprochetes)
Viruses

Parasies

Béo acsd malabsorption

Possible Intestinal Causes of the imitable Bowe! Syndrome

Chronic or acete isflammation Akergtions in on chansals

Sodiom

Type 2 chierids (CIC-2)

Cuanylate gyclase C IGO0
Food-modiated (0.8,
fructams, giuton)
Disaccharidase daficiancy

Ford AC, Talley NJ. NEGM 2017
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oral emilmeyen rifaximin olasi etki

I

~..' mekanizmalari...

O, OH
S OH OH

* florayi degistirerek mikrobiotadaki cesitliligi azaltir

e Kolonik Fermentasyon azalir

* lleumda da flora degisir mukozal inflamasyonu énler,

gecirgenlik degistirir ve hiperaljeziyi azaltir

Aziz |, et al. Curr Opin Gastroenterol 2017, 33:196-202
Xu D, et al. Gastroenterol 2014; 146:484-496.



Jin J, et al. Journal of Gastroenterology and Hepatology 33 (2018) 443—-452
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FD4 ng/mi/ cm2 /min
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Adhesion of bacteria Internalization of bacteria
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- Untreated HEp-2 =
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=
0.25 T
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: ’\56 &
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FIGURE 3. In an in vitro model, rifaximin treatment of HEp-2 (laryngeal) cells decreased EAEC bacterial
adhesion (A) and nfaximin treatment of A549 (lung) cells after incubation with Bacillus anthracis decreased
bacterial intemnalization (B). EAEC = enteroaggregative Escherichia coli. ¥P<.002. From Antimicrob Agents
Chemother,™* with permission.

DuPont et al. Mayo Clin Proc. 2015;90(8):1116-1124
Brown EL, et al. Antimicrob Agents Chemother. 2010;54(1):388-396.



O Control M Rifaximin B 30 days after rifaximin
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FIGURE 2. In an animal model, treatment with rifaximin for 10 days and subsequent assessment 30 days
posttreatment indicated a decrease in bacterial counts as measured by gqPCR, but a long-term effect was
restricted to the duodenum. qPCR = quantitative polymerase chain reaction. ¥*P=.08. From Dig Dis Sci,"
with permission.

DuPont et al. Mayo Clin Proc. 2015;90(8):1116-1124
Kim MS, et al. Dig Dis Sci. 2013;58(6): 1676-1682.
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Rifaximin Therapy for Patients with Irritable

Bowel Syndrome without Constipation

Mark Pimentel, M.D., Anthony Lembo, M.D., William D. Chey, M.D.,
Salam Zakko, M.D., Yehuda Ringel, M.D., Jing Yu, Ph.D.,
Shadreck M. Mareya, Ph.D., Audrey L. Shaw, Ph.D., Enoch Bortey, Ph.D.,
and William P. Forbes, Pharm.D., for the TARGET Study Group*

N Engl J Med 2011;364:22-32.
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Efficacy Outcome

Proportion of Patients with a Response

Placebo Rifaximin
ne. ftotal ne.
Frimary end point
Weekly global 1BS symptoms
TARGET 1 33/314 126305
TARGET 2 1037320 1281315
Combined 2017634 234/624
Key secondary end point
Weekly 1B5-related bloating
TARGET 1 30/314 123§309
TARGET 2 102/3320 123)315
Combined 1321634 2517624
Secondary end points
Daily global 185 symptoms
TARGET 1 96/314 132/305
TARGET 2 317320 113§315
Combined 1877634 2517624
Diaily 1B5-related bloating
TARGET 1 1027314 1217309
TARGET 2 35/320 137j315
Combined 2017634 258/624
Daily I1B5-related abdominal pain
TARGET 1 1147314 1377309
TARGET 2 1104320 1357315
Combined 2241634 2721624
Daily abdominal pain and stool consistency
TARGET 1 1214314 144309
TARGET 2 116320 1477315
Combined 2371634 2311624
Daily abdominal pain
TARGET 1 132/314 159305
TARGET 2 138/320 165/315
Combined 70f634 324/624
Daily stoel consistency
TARGET 1 212/314 2447305
TARGET 2 206320 2337315
Combined 418634 477/624

Odds Ratio (95% Cl)

1.00 1.50 200 2.5

1.53
1.45
1.43

1.62
1.49
1.56

176
1.59
1.61

1.41
1.76
1.52

1.45
1.46
1.42

1.40
1.55
1.47

1.48
1.46
1.46

1.80
1.57
1.67

Treatment
Effect

0.01
0.03
=001

0.005
0.02

=0.001

=0.001
0.007
<0.001

0.05
=0.001
=0.001

0.03
0.0z
0.003

0.04
0.00E
=0.001

0.0z
0.0z
=0.001

0.002
0.01
<0.001
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%40.7 vs %31.7
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Metaanaliz

Menees SB, et al. Am J Gastroenterol 2012; 107:28-35;



IBS genel semptomlar ve gaz/siskinlik
lvilesmesinde placebo’va ustln

Table 2. Primary outcome: global improvement of IBS symptoms, rifaximin vs. placebo

Study Dase duration Response rate, % (response/M) Therapeutic OR
Rifaximin Placebo Gain, %
Sharara et al. 400me b.l.d.; 10 days 21001037 9.1 (3733) 17.5 3.70
Fimentel et al. 400mg tid., 10 days J2.6(14/43) 0.1 (4/44) 235 4.83
Lembo et &l EROme b..d.; 14 days 523 (100/191) 44 2 (87/197T) 8.1 1.3%
Target 1 A0 mg ti.d., 14 days 408 (126/309) 31.2 (9R314) 9.6 1.5
Target 2 550mgtid., 14 days 40.6 (128/315) 32.2 (103/320) 84 1.44
Pooled OR — 42.2 (378/895) 32.4 (255/908) 0.8 157
IBS, irritable bowel syndrome; MMT, number needed to treat; OR, odds ratic.
Table 2. Secondary outcome: improvement of bloating, rifaximin vs. placebo
Study Response rate, % (response /N) Therapeutic OR
Rifaximin Placebo Gain, %
Pimentel et al. 41.9 (18/43) 159 {7/44) 26 3.81
Lembo et al. 451 (BE/191) 39.6 (78/197) 6.5 1.33
Target 1 3895 (122309) 287 [90/314) 108 i.62
Target 2 41.0{129/315) 31.9{102/320) 9.1 148
Fooled OR 41 6 {257/858) 1T (2T 78T5) a5 i.55

MMT, number needed to treat; O, odds ratio.
Menees SB, et al. Am J Gastroenterol 2012; 107:28-35;



Mu-opicid receptor agonists
= | operamide
— Chardosing associabed with cardiotoxicity
and pancreatitis
* Diphenoxylate/atropine
— Drwerdosing associated with severe
respiratory depression

Mixed mu-cpicid recepior
aponist'delta-opicid antagonist
» Eluadodine
— Risk of pancreatitis (patients
lacking gall-bladder)
— Risk of sphincter of Oddi dysfunction
and colonic ischasmia
—MNNH =25 (75 mg), 23 (100 mg)

Distary modification
= [ ow FODMAP diet
— Potential for dietary insufficiency

Antidepressante (MNH = 8.5)
* Tricyclic anbdeprassanis
— Cwerdosing associated with cardiac AEs
(=g, electrocardicgram abnomalities,
arhythmias, hypotension)
—NNH =0 and 18
* Selective serotonin reuptake mhibitors
— Headache, poor sleap, anxiety, and naussa
have been reporied

5-HT; receptor antagonists
» Alosatron (womsn only)
— Marketed under 2 REMS program
= Rizk of ischasmic coliis and senous
complications of constipation
—HNNH =10 and 19
+ Ondansstron
— Maost common AE: constipation

Bilz acid saquestrants
= Common AEs with
— Colesovelam: headachs, flatulence, naussa

—E‘hl::hﬁl]ﬂ'amm mrlahpﬂnm nausea.

Probioti
» Safsty profiles difisr by probiosc strain
« NNH =35

= Favourable safety profile and lacks clinically
i et
= NNH = 8871

Complementary and altemative therapies

= Herbal therapiss
— Peppermint oil
= Favourable safety profile
* Mind-body interventions
* Mechanical interventions

Lacy BE Aliment Pharmacol Ther. 2018;1-14.




RIFAXIMIN TEKRARLAYAN KULLANIMLARDA DA ETKIN
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Lembo A, et al. Gastroenterology 2016



RIFAXIMIN TEKRARLAYAN KULLANIMLARDA YASAM
KALITESINDE [YILESME SAGLAMIS
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Cash B, et al. Ther Adv Gastroenterol 2017, Vol. 10(9) 689— 699



240% improvement from baseline
=50% improvement from baseling
50 483 260% improvement from baseline

Patients with improvement from
open-label baseline in weekly average
abdominal pain score, %

=2 of 4 weeks =3 of 4 weeks All 4 weeks

Time after open-label treatment

Figure 3. Mean improvement from baseline in average weekly abdominal pain score by responder threshold (open-label treatment phase).

Table 1. Demographic and baseline disease characteristics (open-label treatment phase)

P At Y 1

Overall populati ABdorsinal pakn resp pain -
Parameter (N = 2,579 n=1,3840° (n = 1,054)°
Age, yr. mean (SO 46.4 (13.7) 47.0(13.8) 45.7 (13.5)
Female, n (%} 1,760 (68.2) 952 (6B.8) 708 (67 3)
Race, n (%)
White 2,155 (83.6) 1,177 (85.0) 857 (81.3)
Black 289 (11.2) 129 (9.3 146 (13.9)
Other 135(5.2) 78 (5.6 51 (4.8)
Average dally bowel movements, mean (SD) 39(22) 3720 4.0({24)
Buration since the first onset of 1BS 109 (10.8) 1140111} 10:1 (10:2)
symploms, yr, mean (SD)
Auerage daily score, mean (S0}
Abdominal pain 55(1.7) 5.5 (1.8 56(L7)
Stool consistency 56(0.8) 56008 56(09)
Bloating 4.1 (0.9) 4.1(0.9) 4.1(10)
IBS symptoms 4.2(09) 4.110.8) 4209

IBS, iitable bowel symdrome.

"Ciata from Lembo A, Pimente| M, Rao 55, et al. Repeat treatment with rifaximin is safe and effective in patisnts with diarrhes-predominant imtable bowel syndrome.
Gastroenterology 2016;151(6):1113-21 (21),

"Atdominal pain responders cefined as patients with a =30% impravement from baseline in the mean weskly abdomnal pain score during =2 weeks of the first 4 weeks
post-treatment.

“One hundred forty-one patients were excluded because of insufficient data fo delerming responsa fie., observed case methodology).

Lembo et al. Clinical and Translational Gastroenterology 2020;11:e00144.



Emilmeyen antibiyotikler
(Rifaximin)

« Hafif orta siddetli vakalarda gaz ve siskinlikte
yararli

« 1200mg/gin x 10 gun

Antibiyotik direnci, C.difficile??

Simren M, et al. Gut 2013:62:159-176. 0



Dig Dis Sci (2017) 62:2455-2463 @ CrossMark
DOT 10.1007/4 10620-017-4598-7

ORIGINAL ARTICLE

Repeat Rifaximin for Irritable Bowel Syndrome: No Clinically
Significant Changes in Stool Microbial Antibiotic Sensitivity

M. Pimentel' - B. D. Cash® - A. Lembo™ - R. A. Wol® - R. ]. Israel® -
P. Schoenfeld®

Tekrarlayan rifaximin antibiyotik duyarliligini
degistirmiyor

II‘—!J—.—.-.-.-—..—.-I-JJ el B d ehE d Rl R e il e B F R e el =

Conclusions In this study, short-term repeat treatment
with nfaximin has no apparent long-term effect on
stool microbial suscepubility to nfaximin, rifampin, and
nonrfamycin antibiotics.

ChinicalTrials.gov Identifier NCT01543178.

TARGET 3 hastalari
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Antispazmodikler

« 22 calisma, 12 antispasmodik, 1778 hasta
« NNT: 5

« Semptom iyilesmesi %61 vs % 44 placebo



>tudy Samplesize Mean Proportion Medication Diagnostic Treatment MQS Outcome Primary
Country]  (pinaverium, age of female dosage criteria duration assessed outcome
placebo)? lyears) patients [schedule) (days)
\wad etal. 40 (20, 20 31 1 50mg (tid] Romel 21 8.11  OSR, API, ADI,  Significant API
Mexico]'® SFl1, SCI, ASI (p<0.01)
Jelmont 40 (30, 30 56 0.67 50mg [tid) Clinical 28 5.72 OSR, API, ADI, Significant OSR
France]'® TPN (p<0.01) and
API [p<0.05)
Jubarry 20 (10, 10 40 0.5 50mg [tid]  Clinical 6 4.86 APR Significant APR
ind Quinton (p<0.01)
France)'’
evyetal. 4422, 22) 50 0.59 50mg [tid] Clinical 15 6.63  OSR, API, ADI,  Significant OSR
France)® TPN (p<0.01)
firatetal. 7839, 39) 4h 0.51 50mg [tid) Clinical 7 6.98 OSR, API, ADI, Significant API
France]™ SFI (p<0.05)
’hang et al. 2818, 10] 40 0.5 50mg [tid] Rome Il 28 6.06 OSR, API, ADI,  Significant API,
China)2 SFI, AS| ADI and SFI
(p<0.05)
’hao etal. 60 (30, 30) 37 0.5 50mg [tid] Romell 28 250 OSR, APR, ADI, Significant OSR
China)? TPN (p=<0.01)
’heng etal. 427 (218, 209) 37 0.47 50mg [tid) Rome Il 28 9.24  0OSR, APR, ADI, Signifiant APR
China)2 SFl,-SCI (p=0.01)

3Sample size: number of patients in the pinaverium group and placebo group.
ADI, abdominal distension improvement; AP, abdominal pain improvement; APR, abdominal pain resolution; ASI, additional symptoms
improvement; MQS, overall methodological quality score; OSR, overall symptoms response; SCI, stool consistency improvement; SFI, stool

frequency improvement; tid, three times daily; TPN, transit problems normalization.

Bor et al. Ther Adv Gastroenterol 2021,

Selected studies

Favours pinaverium --——>

SMD [95% ClI]

Levy, 197747

——t 1.10 [ 0.44, 1.76]
Dubarry, 1977%¢ | — 1.48 [ 0.49, 2.47)]
Delmont, 1981 H—— 0.67 [ 0.15, 1.19]
Virat, 1987'% —-— 0.27 [-0.18, 0.71)
Awad, 1995 ——a— 0.35 [-0.29, 0.99]
Zhao, 20042° — et 0.59 [ 0.07, 1.11)
Zhang, 201112 ——e—t 0.56 [-0.22, 1.35]
Zheng, 20152! - 0.68 [ 0.48, 0.87)
RE Model - 0.64 [ 0.45, 0.82)
-1.00 '~ 1.00 ' 3.00



A Abdominal pain

Antispasmodics

Eluxadoline

Antispasmodics

1.24 [0.88; 1.76] Eluxadoline

146 [1.24;1.72] 1.18 [0.86; 1.60]

B Relief of global IBS symptoms

Antispasmodics

Eluxadoline

Antispasmodics

1.23 [0.73; 2.08]

143 [1.15;1.78] 1.16[0.72; 1.87]

Eluxadoline

Number of
Treatments patients RR (95%Cl) P-score

Antispasmodics 1594 146 [1.24,1.72] 0.94
Eluxadoline 2540  1.18[0.86; 1.60] 0.48

Placebo

Number of
Treatments patients RR (95%Cl) P-score

Antispasmodics 929 1.43[1.15;1.78] 0.89
Eluxadoline 2381 1.16[0.72;1.87] 0.47

Placebo

Qin D, (2022) Eluxadoline. Front. Pharmacol

Favors Favors
Placebo Treatments

e
r 1
0.76 1 1.5

Favors Favors
Placebo Treatments

075 1 1.5



A

Eluxadoline 25mg

Eluxadoline 5mg

Eluxadoline 75mg

Abdominal pain

Eluxadoline 100mg

Eluxadoline 200mg

Mebeverine

Otilonium

Cimetropium

Alverine

ACS

Trimebutine

Scopolamine

Placebo

Pirenzepine

Treatments

Drotaverine
Pinaverium

ACS

Cimetropium
Eluxadoline 100mg
Trimebutine
Otilonium
Eluxadoline 75mg
Alverine
Eluxadoline 25mg
Scopolamine
Eluxadoline 200mg
Mebeverine
Pirenzepine
Eluxadoline 5mg

Qin D, (2022) Eluxadoline. Front. Pharmacol

Number of
patients

87
297
427

RR (95%Cl)

2.71[1.70; 4.32]
1.76 [1.37; 2.27]
1.73 [1.28; 2.34]
1.56 [0.95; 2.54]
1.26 [1.02; 1.57]
1.28 [0.94; 1.75]
1.27 [0.84; 1.93]
1.19 [0.87; 1.62]
1.19[0.77; 1.84]
1.01 [0.70; 1.46]
1.00 [0.70; 1.42]
0.93 [0.63; 1.35]
0.82 [0.36; 1.87]
0.67 [0.24: 1.86]
0.78 [0.51; 1.19]

P-score

0.99
0.86
0.84
0.74
0.60
0.59
0.58
0.51
0.51
0.34
0.33
0.26
0.24
0.17
0.13

Favors
Placebo

Favors
Treatments
_._

—-
_._

-

-
X

._._
-
-




Antidepresanlar

Antidepresan etkisi

Viseral analjezi

Motilite degisimi

Duz kas relaksasyonu




_tea sR s\

Potential benefit # Pain reduction » Depression # Pain reduction
~ Depression » Panic #» Depression
» Anxiety
# (Pain reduction)
Side effects » Sedation ~ Agitation » Nausea
» Constipation » Diarrhea » Agitation
# Hypotension # Insomnia # Dizziness
# Xerostoma # Night sweats # Sleep disturbance
» Arrhythmias » Headache » Fatigue
» Weight gain » Weight loss # Liver dysfunction
# Sexual dysfunction # Sexual dysfunction

TCA, Tricyclic antidepressants; SSRI, Selective serotonin reuptake inhibitors; SNRI, Serotonin-norepinephrine reuptake inhibitors



Diarrhea

Dret x

Constipation

Abdominal
pain

ROME IV

Opioid agonists

Loperamide; 2—4 mg; when necessary
Titrate up to 16 mg/d

Low/no gluten; low FODMAP

Probiotics
Antibiotics
5-HT5 antagonists

Mixed opioid agonists/antagonists
Psyllium

PEG

Chloride channel activators
Guanylate Cyclase C agonists
Smooth muscle antispasmodics

Peppermint oil

Tricyclic antidepressants
SSRIs

Chloride channel activators

Guanylate cyclase C agonists
5-HT. antaqonists

cnoesyramme @ g ooy
colestipol (2 g qd—bid)
colesevelam (625 mg qd—bid)
Multiple products available
Rifaximin, 550 mg po tid x 14 d
Alosetron (0.5—1 mg bid)
Ondansetron (4—8 mg tid)
Ramosetron 5 ug qd
Eluxadoline, 100 mg bid

up to 30 g/d in divided doses
17-34 g/d

Lubiprostone, 8 ug bid
Linaclotide 290 ug qd
dicycylomine (10—20 mg qd—qid)

Otilonium (40—80 mg bid—tid)

Mebeverine (135 mg tid)
Enteric-coated capsules, 250—750 mg, bid—tid

Desipramine (25—100 mg ghs), amitriptyline (10—50 mg

LOV%—EGEIIOSI@IOZ ASojoJa1uaoJsisen ‘je 19 ‘39 Adeq

paroxetine (10—40 mg qd)
sertraline (25—100 mg qd)
citalopram (10—40 mg qd)
Lubiprostone 8 ug bid
Linaclotide 290 ug qd
Alosetron 0.5—1.0 ma bid

Gaz/siskinlik

Diyet degisikligi
rifaximin, probiyotik



Conservative
management

Management targeted at predominant symptom
(order of use according to 1BS subtype)

Lifestyle and dietary modifications

fusually tried BEFORE the phammacological interveniions and advanced managemant
strategies outlined balow)

If no responsea or refractory to these measures, base the sequence of treatmeants on:

Loperamide
Eluxadokne
Chdlestyramine
Ondansetron
Hifaximin

Constipation
Wafer-soluble fibre
lLaxatives
Linaciofide
L ubiprostone
Prokinetics

Laxative user
Stop laxaive

Rifaximin
Eluxadofine
Low-FODMAR diat
Probiofics

Bloating

Linaclotide
{ ubprostone

Low-FODMAP det
FProbiotics

Loperamide user
Stop lopermamde
Low-FODMARP det

Tack J, et al. United European Gastroenterology Journal 2017

Prafarence
and avallabiiity

Antispasmodics
Eluxadbfing
TCAs
Psychological therapy
Bile acid saquastrarts
Probiotics

Pain
Antispasmodics
[ inadlofide
S5RIs

Psychological therapy
Probiotics

Pain
Antispasmodics

SSAIs or TCAs
Psychological therapy



Explain the

Identify key patient Reassure that
characteristics diagnasis and PI-IBS has better Stggast ieetyle Reassess at 4-8
the mechanism roanosis than = ¥ and dietary = ——3» Wedki
* Predominant of post-infectious prog IBS modifications
symptom dy sfunction
* Previous therapy,
- Preferences and «/
patients expectation
Propose Low
FODMAPs diet* . Re-assessatdd _ ~ Positve L5  FollowUp
No Response Altered bowel habit Abdominal pain Bloating
Stop laxatives or anti- || . Antispasmodics
IBS-M diarrheal drugs TCAs dj or Probiotics
Consider options bolow 3 Rifaximin
for IBS-D / IBS-C Psychological
Propose therapy
Pharmacological ook Antispasmodics
Saatrant™ BRh If:lpmnﬂ e Elu;gnlim Probiotics
Ondansetron . Rifaximin
Ramoseatron Paychological
Eluxadoline therapy
Water-soluble Antispasmodics Improve bowel
fibers Linaciotide habit i
NG P [JE0]] |
Lubiprostone wﬁﬂ.gﬁ o Rifaximin

Barbara G, et al. Gastroenterology 2018




Responder rate of rifaximin (0368222 to 0,4467643)

Average wholesale eluxadoline price (21.03219 to 0)
10.516
Responder rate of eluxadoiine (0.5679869 to 0.4959842)

Rifaximin retreatment interval (wks) (52 to 10)

Average whelesale rifaximin price (0 to 40.68213)

Annual health utility gain with treatment response (0 04 t0 0.1)

| Eluxadoline vs Rifaksimin
Discontinuation rate of rifaximin (0 0879443 to 0.0474834) Daha etkili Ve daha ucuz

Added annual healthcare costs in poorly controliad IBS (0 to 20000,

Annual rsk of pancreatitis on eluxadeline (0 to 0.005576208)

Caost of mild pancraatitis hospitalization (10428 986488 to 0)

- Discontinuation rate of eluxadcline (0.3048955 to 0.371207)

ICER

Rifacamin retreatment interval (wks) (52 to 10Q)

Average wholesale rifaximin price (D to 40.88213)

Annual health utility gan with treatment response (0.1 to 0.04)
Adeled annual healtheare costs In poatly cantrelied 85 (0 ta 20000)

TCA VS RifaXi m i n et ki I i a m a pa h a I I Discontinuation rate of rifaximin (00474834 to 0. 0878443)

Average wholesale TCA price (0,734 to 0.09219)

oo Discontinuabion rate of TCA (0 2208465 to 0 3808211)
o0 Responder rate of TCA (0. 368222 to 0 5763343)
WTF: 0.0
& & & & & & & &
AN SN A A A ﬁ
~ & ﬁ d's "g)
ICER

Shah ED, et al. Clinical Gastroenterology and Hepatology (2020),



IBS-ishal

We recommend the use of rifaximin to treat global IBS-D
symptoms. Strong recommendation; moderate quality of

evidence.

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

New or updated recommendations®

Strength of recommendation

Certainty in evidence

1. In patients with IBS-D, the AGA suggests using eluxadoline
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

2b. In patients with IBS-D with initial response to rifaximin who develop
recurrent symptoms, the AGA suggests retreatment with rifaximin

3. In patients with IBS-D, the AGA suggests using alosetron

4. In patients with IBS-D, the AGA suggests using loperamide
5. In patients with IBS, the AGA suggests using TCAs

6. In patients with IBS, the AGA suggests against using SSRls
7. In patients with IBS, the AGA suggests using antispasmodics

Conditional

Conditional

Conditional

Conditional
Conditional
Conditional
Conditional

Conditional

Moderate

Moderate

Moderate

Moderate
Very low
Low
Low

Low

@For all recommendation statements, the comparator was no drug treatment.

Lembo et al. Gastroenterology 2022;163:137-151



IBS-kabiz

9. Should Antispasmodics Be Used in Patients
With Irritable Bowel Syndrome?

The AGA suggests using antispasmodics in patients
with IBS.
(Conditional recommendation, low certainty)

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

?For all recommendation statements, the comparator was no drug treatment.

Chang et al.Gastroenterology 2022;163:118-136
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Functional bowel disorders with diarrhoea: Clinical
guidelines of the United European Gastroenterology and
European Society for Neurogastroenterology and Motility

Edoardo Savarino! | Fabiana Zingone! | Brigida Barberio! |
Giovanni Marasco®® | Filiz Akyuz® | Hale Akpinar® | ©Oana Barboi®” |
Giorgia Bodini® | Serhat Bor® | Giuseppe Chiarioni®® | Gheorghe Cristian®® |

Maura Corsetti'®*'® | Antonio Di Sabatino™? | Anca Mirela Dimitriu™® |
Vasile Drug®’ | Dan L. Dumitrascu®® | Alexander C. Ford'”''® | Goran Hauser®® |
Radislav Nakov?® | Nisha Patel?* | Daniel Pohl?? | Citdlin Sfarti®” |
Jordi Serra?®2425 | Magnus Simrén?® | Alina Suciu®® | Jan Tack®? |
Murat Toruner?® | Julian Walters??3° | Cesare Cremon®? | Giovanni Barbara®?
Low FODMAP diet * —
D Strong recommendation
Eluxadoline * = ] Weak/Moderate recommendation
D Consensus recommendation
Lapsramide | — Gluten free diet
Rifaximin * = — Mesalazine
Patient with Irritable bowel syndrome
Gut-directed psychological FOR with predominant diarrhoea (IBS-D) AGAINST
therapies * : or Faecal microbiota transplantation
L Functional diarrhoea (FDr) J
Tricyclics antidepressants * e - SSRIs
Bile acid sequestrants ° —
Antispasmodics agents * ==
5-HT3 antagonists o
Probiotics * —

United European Gastroenterol J. 2022 Jul;10(6):556-584.

* No / limited evidence for FDr
° in patients with proven bile acid diarrhoea or as initial trial in patients with persistent unexplained chronic diarrhoea



Standard gastroenterologist versus multidisciplinary > ()
treatment for functional gastrointestinal disorders B
(MANTRA): an open-label, single-centre, randomised

controlled trial

Chamara Basnayake, Michael A Kamm, Annalise Stanley, Amy Wilson-O'Brien, Kathryn Burrell, Isabella Lees-Trinca, Angela Khera, Jim Kantidakis,
OliviaWong, Kate Fox, Nicholas | Talley, Danny Liew, Michael R Salzberg, Alexander | Thompson

Standard-care Multidisciplinary- p value
group care group
Primary outcome 26/46 (57%) 82/98 (84%) 0-00045
(modified intention-
to-treat analysis)
Intention-to-treat 26/56 (46%)  82/112 (73%) 0-001
analysis
Per-protocol analysis 18/34 (53%) 58/69 (84%) 0-001
Much better 13/46 (28%)  50/98 (51%) 0-010
(Likert 5/5) only Standard-care Multidisciplinary- p value
Patient had adequate  29/46 (63%)  81/98 (83%) 0-010 group care group
relief of symptoms in
IBS*
the past 7 days
Glohal symptom improvement 17/26 (65%) 50/59 (85%) 0-044
Table 3: Primary outcome and global symptom improvement Mean IBS-SSS score at baseline (SD) 233(99) 246 (94) 030
Mean IBS-SSS score at discharge (SD) 193 (128) 152 (92)* 018
50-point reduction in IBS-555 from baseline 10/26 (38%) 39/59 (66%) 0-017
50% reduction in IBS-5SS from baseline 5/26 (19%) 21/59 (36%) 013
Functional dyspepsia
Global symptom improvement 6/11 (55%) 23/28 (82%) 0-076
Median Nepean Dyspepsia Index at baseline (IQR) 59 (35-89) 47 (31-67)* 0-33
Median Nepean Dyspepsia Index at discharge (IQR) 35 (18-59) 20 (7-33)% 0-11
50% reduction in the Nepean Dyspepsia Index 3/11 (27%) 13/28 (46%) 0-47

All data are n (%) or n/N (%) unless otherwise specified. IBS=irritable bowel syndrome. S5S=Severity Scoring System.
*Within group reduction from baseline to discharge p<0-05.

Lancet Gastroenterol Hepatol 2020

Table 4: Symptom outcomes in IBS and functional dyspepsia




because of gut symptoms during follow-up

patients with primary outcomes.

Standard-care Multidisciplinary-  p value
group (n=46) care group (n=98)
Health-care use in hospital (AU$)
Median hospital cost per patient (IQR) $2421 (470-2485)  $2485 (878-2895) 0-0085
Average cost per primary outcome® $3136 $2549
Health-care use outside hospital
Median number of visits to their GP for 1(1-3) 1(0-2) 0-0072
any reason
Number of patients who saw their GP for 35 (76%) 52 (53%) 0-008
any reason
Median number of visits to their GP for 0 (0-1) 0 (0-0) 0-015
gut symptoms
Number of patients who their GP for gut 16 (35%) 16 (16% ) 0-013
symptoms
Blood tests 13 (28%) 5(5%) <0-0001
Gastroscopy 7 (15%) 5(5%) 0-041
Colonoscopy 5(11%) 4(4%) 0-15
Ultrasound 3 (7%) 1(1%) 0-096
Number of patients absent from work 17 (37%) 25 (26%) 0-16

Data are n (%) unless otherwise stated. GP=general practitioner. *Calculated as total costs divided by the number of

Table 6: Costs and health-care use

Lancet Gastroenterol Hepatol 2020
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