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IBS Tanimi

IBS; Karn agrisi ve rahatsizlik, karinda
siskinlik ve barsak fonksiyonlarinda degisme
(kabizhik ve/veya ishal) ile karakterize, kronik

seyirli bir hastahktir.

IBS; diger GIS ve GIS dis1 hastaliklarla
ortisme gosterir.
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Fonksiyonel Barsak Hastaliklari

Irritabl Barsak Sendromu* mmmp Esas yakinma karin agrisi
Fonksiyonel Konstipasyon s ABr1 az/yok, kabiz
Fonksiyonel Diyare mmm) ASri az/yok, diyare

F. Abdominal Siskinlik/gerginlik s Agr| az/yok, siskinlik(gaz)
Nonspesifik Fonksiyonel Barsak Hastaligi

Opioide bagli konstipasyon

Functional

Ga%mintcslinal | i

IBS tanisi koyulduktan sonra alt gruplara ayrilir; [Pty
Konstipasyon dominant
Diyare dominant
Miks tip
Siniflandirilamayan 3




Agri

Fonksiyonel
Konstipasyon $|§ kl N | | k

Konstipasyon ishal

Fonksiyonel Distansiyon
Diyare

FC: Functional constipation Agn

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 DIC)




CL1. irritabl bagirsak sendromu igin tani kriterleri

Gecen 3 ayda ortalama en az haftada bir giin yineleyen Karin

ag‘jr|3| le birlikte asagidaki kriterlerden iki veya daha fazlasi:

1. Digkilamayla iligkili
2. Digkilama sikligindaki degismeyle iligkili
3. Digkinin formunda (gorunumunde) degisiklikle iligkili

Kriterler son 3 ay icin karsilanmis olmali ve semptomlar en az 6 ay once

baslamalidir



Tiirkiye’de IBS Goriilme

Calisma
Celebi S ve ark. (Elaz1g)

Akpmar H ve ark. (Izmir)
Yilmaz § ve ark (Diyarbakir)

Karaman N ve ark (Sivas)

Sikligi
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IBS; “Yasam Kalitesi” iizerine etkisi.
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IBS semptomlarinizda 1 aylik bir diizelmeye karsilik neler feda edersiniz?

internet

Ballou et al. Clin Gastroenterol Hepatol. 2019; 17(12): 2471
Cep

telefonu

39%
Sl E——

- 539%

30% 40% 50% 60%

185D (n=1587) MIBS-C(n=1667)

*p<0.004

IBS-D hastalarinin gogu durumlarinin %99 diizelmesi olasiligi i¢in %10’luk ani 6lum riskine gireceklerini ifade
etmis

(Shah et al. Lancet Gastroenterohepatol. 2021; 19, 80).



CL1. irritabl bagirsak sendromu igin tani kriterleri

Gecen 3 ayda ortalama en az haftada bir giin yineleyen Karin

ag‘jr|3| le birlikte asagidaki kriterlerden iki veya daha fazlasi:

1. Digkilamayla iligkili
2. Digkilama sikligindaki degismeyle iligkili
3. Digkinin formunda (gorunumunde) degisiklikle iligkili

Kriterler son 3 ay icin karsilanmis olmali ve semptomlar en az 6 ay once

baslamalidir



IBS fizyopatolojisinde yer alan faktorler

Stress (CRF)

Genetic polymorphisms anxiety, depression

(IL10, TGF-B, TNF-, IL-6 and SERT) Increased mucosal permeability
Gene expression (4zonula occludens-1)
,‘-f " v oogo °
C;{ \ L / g .
se Mucosal
)
& . — @ Q@ immune activation

Altered enteroendocrine —»
metabolism
serotonin \ %

Neuroplasticity ‘ Food 'hypersensitivi.ty
(substance P and nerve growth factor) ,_%_:?%e bile acid malabsorption
'V -

Transient infection
Altered and unstable microbiota



IBS’ de Fizyopatoloji

5-HT aracil viseral
hipersensitivite ve
barsak motilitesi

III#

Beyin-barsak etkilesimi
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Whitehead et al., 1980



IBS’NIN TiPIK DOGAL SEYIRI

Enterik
Stres ¢ enfeksiyon
_ e .
IBS olgusu '
IBS
semptomlar e o
Semptomsuz >tabil
|

Yillar



GIS Hastaliklarinda értiismeler

N = 2641
K-1BS Single GERD only 607 (23%)
/ (N=328) conditions D only 721 (27%)
. CIC only 207 (8%)
GORH IBS-C only 57 (2%)
(N=1337) Two GERD and FD 433 (16%)
conditons  CIC and GERD 56 (2%)
CIC and FD 185 (7%)
IBS-C and GERD 24 (1%)
IBS-C and FD 134 (5%)
Three CIC, GERD, and FD 104 (4%)
conditions  IBS-C, GERD, and FD 113 (4%)

™
F. dispepsi
N=1690

Kr Konstipasyon (N=552)

Vakil et al. UEG Journal 2015, 4(3) 413



Prognoz :IBS tanisi zamanla
degismez
IBS tanisi konduktan sonra gecen siirede

hastalarin % 97’ sinde taninin degismedigi

saptanmisgtir (Ort. izlem suresi: 29 yil).

Olmsted County, Minnesota Caligsmasi

Owens et al. Ann Intern Med. 1995;122:107-22



Index assessment 1 year 7 years

B s B Rreflux

. Symptom- free Dyspepsia
Minor 1000 olgu

Ficure 1: Representative diagram of the stability over time of IBS:
percentage of the patients reporting IBS after 1 and 7 years from the
first interview. Modified from [1].

[1] L. Agreus, K. Svardsudd, N. J. Talley, M. P. Jones, and G. Tibblin, “Natural history of gastroesophageal reflux disease
and functional abdominal disorders: a population-basedstudy,” The American Journal of Gastroenterology, vol. 96, no.10, pp.
2905-2914, 2001



Alarm bulgularn

>45-50 yas

Ailede kolon kanseri

Uykudan uyandiran veya rektal} AR
Defekasyon ile gecmeyen

Anemi, Rektal kanama, melena, GGK(+)
Barsak aliskanliginda ani degismeler
Norolojik, metabolik hst bulgular

Kilo kaybi, ates, halsizlik



Alarm bulgularn

>45-50 yas

Ailede kolon kanseri

Kotomnogk 0 o]

Anemi, Rektal kanama, melena, GGK(+

Barsak aliskanliginda ani degismeler
Norolojik, metabolik hst bulgular
Kilo kaybi, ates, halsizlik



Yavas
Transit

. ") (8] Ayrik sert topaklar Siddetli diizeyde
Tip1 SRy (gegmesi zor) konstipasyon
Tio 2 ‘ Topakl, sosis Hafif diizeyde

P seklinde konstipasyon
Tio 3 - Sosis seklinde ve Normal
P yuzeyinde catlaklar

. Sosis ve yilan seklinde;

TIP 4 - puridzsuz ve yumusak Normal

. Duzgln kenarli yumusak
Tip5 e parcalar (kolay gecis)

. ky Daginik kenarli kabarik
Tip6 ¥ parcalar; peltemsi kivam S

. ) Katl parca icermeyen Enflamasyon
TIP 7 a" tamamen sivi kivam ve diyare




Biyokimyasal degerlerle IBS-iBH aynimi yapilamaz. CRP, fekal k&lpl’OtEktiﬂ yardimci

olabilir.  Sedimentasyon ve laktoferrin yardimci degil !
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80% - — P (IBS)
70% — P (IBD)
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Menees SB. Am J Gastroenterol 2015; 110:444
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Tedavi

Altta yatabilecek muhtemel bir organik

hastaligin ekarte edilmesi

Diyete ait degisiklik
llac tedavisi

Alternatif tedaviler
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Plasebo ve iBS

Tx oncesi

=0.03

Kontrol

Kaptchuk, PlosOne 2010

Plasebo



IBS fizyopatolojisinde yer alan faktorler

Stress (CRF)

Genetic polymorphisms anxiety, depression

(IL10, TGF-B, TNF-0,, IL-6 and SERT) Increased mucosal permeability
Gene expression (4zonula occludens-1)
'{ oOgO [+]
Cs'{ \ I / g .
é‘ N @ Mucosal
. € & #¥ immune activation

Altered enteroendocrine —»
metabolism
(serotonin) o \ = g
Neuroplasticity T Food hypersensitivi.ty
(substance P and nerve growth factor) ,‘.'.‘,_t?,é bile acid malabsorption
S

Transient infection
Altered and unstable microbiota



Diyet

Gereken olgularda laktozsuz diyet dnerilebilir

Konstipasyonlu durumlarda gazi arttiran besinlerden kacinma

(fasulye, sogan, kereviz, havucg, kuru meyve, bugday tohumu, muz)

Diyet sakizlar ve sekerlemeler icindeki sorbitol ve mannitol gibi

yapay tatlandiricilar semptomlari artirabilir diyetten cikarilmahdir.
Yagl yiyecekler kizartmalar, asiri alkol kafein kullanimi kisitlanabilir.

Lifli gidalar



Fodmap Diyet Nedir?

Barsak bakterileri tarafindan Fermente edilebilen
OligoDiMonosAkkarid ve Poliyollerin diyetten uzaklastirilmasi

Disakkarid: Sukroz, laktoz, maltoz, izomaltoz, trehaloz
Poliyol: sorbitol, mannitol, isomalt, laktitol, mannitol
Oligosakkarid: Maltodekstrin, rafine sekerler, frukto-oligosakkarid, soya

\\

Monosakkarid: Glikoz, fruktoz, galaktoz, ksiloz, arabinoz \\',3

*;7[
3 G o

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



Foods suitable on a low-fodmap diet

fruit vegetables  grain foods milk products other
fruit vegetables cereals millk tofu
barana. blusharry, alfalfa bambao ch glisten.dres bresd hitose fres milk?,
e T Sesiners Ananas, portakal, kavun,
canteloupe, cranberry,  carrog celery.choka, oo soy milk* S e
durian, grape, chay sum, endive, 100% =pelt bread Feheoch o wdditives SWREEEREFE MOt
:E'mhﬂ'ﬁ"ﬂ Einger. green bum'. rice cheeses e . -
e e e By st muz, mandalin, seftali,
o capsicum (bell polenta and camembert golden sjn.q::".
raspberry, rhubark, siber beet.spirach, yoghurt maple rrﬂ:mk
rockmelon, s@r anise,  squash, swede, sweet i hctose-fres varistss malasies,
strawberry, angelo potato, @ro, tomaco, :“‘T::T:‘r Ice-cream e m eyva S uyu
MeteiMhukls dledetie  UMMip, yam, 2ucchini : substitutes
- qmtin herbs i gelat, sorbet

basil, chili, corander,
ginper, lemongrass,

butter substitutes
olive oi

marjoram, ming,
oreganc. parsey,
e Eliminate foods containing fodmaps
et excess fructose  lactose fructans galactans polyols
w fruit milk vegetables legumes frult
apple, mango, nashi, milk from cows, poats  artichoke, asparagus,  baked beans, apple. apricot, avocado,
pear, tinned fruic or sheep, custard, beetrooe, brocceoli, chickpeas, blackberry, cherry,
in natural juice, ice cream, yoghurt brussels sprouts, kidney beans, longon, lychee, nashi,
F kt watermelon cheeses cabbage, emhn& lentils, necarine, peach, pear,
ru OZ, sweeteners soft unripened cheeses ek garlic, lesk.  soy beans [ PrMS e SO
fructose, high fructoze  eg, cottage, cream, ok, aaion (M), vegetables
corn syrup mascarpone, ricot shallocs, spring onion cauiflower, green
f kt S oo t I large total ::::::d e ! 2 capsicum (bell pepper),
n / "mw‘\mm
r u a n ) u ) e m a ) :::u‘::n:do;:'x SREKREY Q'r:_"d' > 4 sweeteners
sources, large serves crackers, cookies, sorbitol (420)
. offrit, dried it ot po mannicol (421)
karpuz sorbitol o — =
corn syrup, fruisana persimmon, xylol (367)
witermelon 1

miscellaneous
chicory, dandelion,
imlin. pistachi

azaltilmali

Glikoz alabilirler.




IBS-D Diisiik FODMAP Diyet

Karin Kivam Acil
i< [ile
Agnsi Sisli Stklrk (BSF) diskilama
£ 07
o
00 -0.5 7
v 5
:eo g '1 ]
% Z -1.5-
N g P=.0001 -1.48
g o -2— -1|-7 -1.67 P=.0177
| P=.0799
P=.032 P=.013

B Kontrol (n=38) B Diisiik FODMAP (n=45)

Eswaran SL et al. Am J Gastroenterol. 2016



Gluten Causes Gastrointestinal Symptoms in Subjects
Without Celiac Disease: A Double-Blind Randomized

Placebo-Controlled Trial Am ] Gastroenterol 2011

50 Overall symptoms

- Gluten
-= Placebo
VAS Score: 0=None 100=Worst

VAS (0-100 mm)

| | |
L o o ©
) \‘\% \‘\0 \,‘gb
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50 Pain 509 Bloating
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Gluten-ree

The Association for the Publication of the Journal of Internal Medicine
Journal of Internal Medicine, 2019, 286; 490-502



llac Tedavisi

Antispazmotikler

Laksatifler

Antidiyareikler

Seratonin reseptor agonisti / antagonisti
Antidepresanlar

Antibiyotikler

Diger alternatif tedaviler



Plasebo ve IBS

Tx Oncesi
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ANTISPAZMODIKLER

v'Ozellikle agri ve spazm semptomunda ve olasilikla siskinlik / gerginlik
ile kombine yakinmalarda ilk asamada kullanilirlar.

v'Kullanim sureleri 8-12 hafta olmaldur.

v'Kombine kullanimlari 6nerilmez.

v'Bazi ilaclarda bilimsel yayinlar azdir.

v'Kombine molekdller ile ilgili bilimsel veriler daha da eksiktir.



Global assessment

Treatment Control Peto OR Weight Peto OR
Study nfiN n/lN {95% CI Fixed) ] {95% CI Fixed)
111 Mebeverine
Connel 11722 1/22 —s 2.1 9.39[2.5%, 14.4A]
Tasman-]ones 15/24 Ti24 —_— 1K 3.72[1.21, 11.45]
Berthelot i1/3h 14433 — . 2k 2.26[0.70, 7.25]
Kruis 640 12/40 _— 3.3 043015 1.21]
Subdotal (95% CI) K122 44/119 10.8 2.04[1.15, 1.63]
Chi-squared 1496 (dL = 3 P =000 2= 243 P =01
02 Cimetropinm
al 815 1413 —_— 1.5 B,57[1.85, 39.79]
Centonzs 20124 5/24 — 2.8 11.61[3.79, 35.62]
Passaretti_¢ a/13 4/12 P e — 1.5 3.98[0.85, 18.533]
Passaretti_d 4/7 4/8 0.9 L3018, 9.32]
Dobrilla 21/35 24735 _— 3.8 L69[0.26, 1.53]
Subtotal (95% CI) £2/%4 18/94 - 1.6 287161, 5.13]
Chi-squared 16,96 (df, = 4) P =000 Z = 3,36 F = 0,0004
013 Trimebutine
B T o 27740 2/40 | — 44 14.45(5.84, 35.78]
Moshal 11/20 4/20 —_— 22 4.29[1.21, 15.18]
Luitecke_2 11/26 S/ | I 24 249090, 9.29]
Fielding 13130 17430 ———n 1 (.59[0.22, 1.01]
Subtotal (95% CI) (21160 28116 el 12.8 3.45[2.03, 5.86]
Chi=squared 21.65 (df = 3) P =000 Z = 4,39 P < 000001
(04 Otilonium
Barbier 10136 LTET e 25 L6511, 12.04]
Castiglione 22130 1030 —ie 1.5 4.86[1.75, 13.25]
Battaglia S 160D ffi' ] (5 I —— 15.9 1.91[1.24, 2.96]
Subtotal (95% CI) 122/226 79/231 | - 25.0 133160, 3.40]
Chi=squared 3.38 (df = 2} P =034 F = 4.38 P = 0.00001
(15 Hyoscine :
Ritchie 2248 14i4H e 5.3 2.02[0.89, 4.601]
Nigam 1804 15/84 — 4.2 1.93[1.03, 3.549]
Schafer 106/1582 91/178 1a 20.8 1.33[0.88, 2.02]
Subtotal (95% CI) 166/314 131310 e 333 1.56[1.14, 2.15]
Chissquared 138 (df = 2y P =071 2= 2.74 P = 0.006
06 Pinaverium
Ly 1925 725 _ . 24 1.48[0.43, 5.01]
Dehmont 24730 17630 il i1 289]0.98, 5.49|
Subtotal (95% CI) 43/55 /55 - 5.5 2.15[0.96, 4.83]
Chi=squared 0,65 (L. = 1) P=072Z =186 P =0.06
Total (95% CI 518927 353/925 - 10600 213177, 58]
Chi-squared 67,10 (d.L = 20) P = 0L00 Z = 7.86 P < 000001
01 02 5o

Favour plecebo

Favour treatment

Martinez-Vazquez MA et al; Rev Gastroenterol Mex 77 (2): 2012

GENEL

DEGERLENDIRME



Diyare-baskin IBS

Loperamide |

Eluxadoline
(Viberzi®)

Alosetron

mik kolit

eatit



IBS fizyopatolojisinde yer alan faktorler

Stress (CRF)

Genetic polymorphisms anxiety, depression

(IL10, TGF-, TNF-a, IL-6 and SERT) Increased mucosal permeability
Gene expression (4zonula occludens-1)
.‘.f A A oogo [+]
Cs;t \ L / g .
s ' ' Mucosal
)
& . — @ 9 immune activation

Altered enteroendocrine —»
metabolism
serotonin \ i

Neuroplasticity
(substance P and nerve growth factor) A

Food hvnersensitivit

hile aid malabsorption
Nk

Transient infection
Altered and unstable microbiota




_ APgI' Alimentary Pharmacology and Therapeutics

Systematic review with meta-analysis: the prevalence of bile acid
malabsorption in the irritable bowel syndrome with diarrhoea

S. A. Slattery*, O. Niaz', Q. Aziz*, A. C. Ford*¥' & A. D. Farmer*! Aliment Pharmacol Ther 2015; 42: 3-11

Proportion meta-analysis plot [random effects]

Smith 2000 B 0.34 (0.27, 0.41)
Kurien 2011 B 0.35 (0.26, 0.45)
Gracie 2012 B 0.24 (0.18, 0.32)

Dhaliwal 2013 B 0.33 (0.28, 0.39)
Bajor 2014 0 0.23 (0.14, 0.36)
Aziz 2015 B 0.17 (0.11, 0.25)
Combined AN 0.28 (0.23, 0.34)

—71 r r v r 1 r 1 v 1 1 T 73
0.1 0.2 0.3 0.4 0.5
Proportion (95% confidence interval)

IBS-D hastalarinda Safra asidi malabsorbsiyon orani = %28.1 (95% Cl: %22.6 — 34)



IBS fizyopatolojisinde yer alan faktorler

Stress (CRF)

Genetic polymorphisms anxiety, depression

(IL-10, TGF-B, TNF-o, IL-6 and SER'S
Gene expression

creased mucosal permeability
(zonula occludens-1)

,‘-f A -oogo ]
S L / b
\.;L \ o
é‘ ‘ ' P Mucosal
. — » 9 immune activation

Altered enteroendocrine —»
metabolism
serotonin i = ¥

Neuroplasticity ‘ Food .hypersensitivi.ty
(substance P and nerve growth factor) G}é?%e bile acid malabsorption
'\’ (<

Transient infection
Altered and unstable microbiota



Global IBS semptomlarinda SSRI

RR (%95 Cl)

yeri
Calisma (y1l, ilag, doz) Tedavi Kontrol
(n/N) (n/N)
Kuiken (2003, fluoxetine, 20 9/19 12/21
qd)
Tabas (2004, paroxetine, 10-40 25/44 36/46
qd)
Vahedi (2005, fluoxetine, 20 6/22 19/22
qd)
Tack (2006, citalopram, 20-40 5/11 11/12
qd)
Talley (2008, citalopram, 40 5/17 6/16
qd)
Subtotal (%95 Cl) 113 117

-
——
- : RR =0.62
.| (0.450.87)
"
@ |

]
0.1 0.2 051 2 5 10

Tedavi lehine Kontrol lehine

Total etki Z= 2.74, p=0.006

Calismalar arasinda sureden baslayarak (6 -12 hafta izlem) belirgin farkliliklar var

Ford. Gut, 2009: 58, 367



Pratik SSRI ipuclarn

e Kab1z olgularda
Sertraline (MISOL, SELECTRA.....)
Fluoksetin ( PROZAC) Bunlar sabah icilir !

e Az GIS yan etki istersen
Escitalopram ( CIPRALEX)




Pratik SSRI ipuclarn

e Fibromyalji bulgulan var ise:

® Duloksetin 30 mg (CYMBALTA, DULOXX...)




Stress (CRF)

: , iety, depression
Genetic polymorphisms AIRE epresiol

(IL-10, TGF-B, TNF-a, IL-6 and SERT) Increased mucosal permeability
Gene expression ($zonula occludens-1)

.)00 0
& ’
0

g Mucosal
— a @ immune activation
Altered enteroendocrine —» ,

metabolism
(serotonin) '\

Neuroplasticity Food hypersensitivity
(substance P and nerve growth factor) ol bile acid malabsorption
I\,n_,"

Transient infection
Altered and unstable microbiota




Infeksiydz Gastroenterit sonrasi IBS gelisimi

Koruyucu etki Artmus risk {
OR (%95 CI)
Calisma

Ji (2005) + 2.8 (1.0-7.5)

Mearin (2005) + 8.7 (3.3-22.6)

Wang (2004) B 10.7 (2.5-45.8)

Okhuysen (2004) | i 10.1 (0.6-181.4)

Cumberland (2003) B 6.6 (2.0-22.3)

linyckyj (2003) u 2.7 (0.2-30.2)

Parry (2003) B 9.9 (3.2-30.0)

Rodriguez (1999) —J— 11.3 (6.3-20.1)
Toplam olasilik == 7.3 (4.8-11.1)

| | |

0.1 0.5 1 10 50
Halvorson. Am J Gastroenterol 2006:101:1894—-1899




[BS de Inflamatuvar Yanit ve Mast
Hiucrelerinin Rolu

Histamine

Abdominal pain
Hypersensitivity
Bloating

Tryptase

Enteric
nerves

Diarrhea

Source: Curr Opin Gastroenterol ® 2011 Lippincott Williams & Wilkins



Inflamasyon yelpazesinin bir parcasi olarak IBS’'nu gdsteren
gastrointestinal hastaliklar “piramidi”.

High-grade
Inflammation
& damage

High-grade
microscopic
inflammation

Low-grade
microscopic
inflammation

"Physiological”
inflammation




Rifaximin Metaanaliz Verileri

Agrhik oo oh95 Cl RR (%95 CI)
(%)
Sharara 1.4 3.7 | 0.92-14.89 0.07 i__.;._
Pimentel 1.6 4.83 | 1.44-16.18 0.01 | —o——
1
Lembo 25.2 1.39 | 0.92-2.07 0.11 HT
1
Target 1 34.9 1.56 | 1.12-2.17 0.01 E-EI-
Target 2 36.8 1.48 | 1.07-2.05 0.03 s
1
Toplam 100 |1.57|1.29-1.91 | 0.0038 K
0.1 0.2 05 1 10
Plasebo lehine 100 Rifaximin
lehine

RR=1.57,Cl1=1.29-1.91 NNT =10

Menees. DDW 2011



Konstipasyon-predominant IBS

Osmotik Klor kanal
laksatifler Gua ny|ate aktivatoru
cyclase-C

agonistleri

Lubiprostone
(Amitiza®)

Linaclotide
(Constella®
Linzess®)

Stimulan laksatiflerle ilgili cok RCT yok |



Prucaloprid:HT-4 agonist

men



Laksatifler: kanita dayah tip?

Doz/glin Kamt Oneri
Kitle olusturucular
Bran 5-15 ¢ Il C
Natural (psyllium) o7 8 I f
Sentetik(methylcellulose) -7 g Il C
Calcium polycarbophil L tabs 1l C
Emollients
Docusate o0-500 mg ll C
salinfosmotik
Milk of magnesia 1.3-0@ Il E
Magnesium citrate 200 mL
Osmotik
Lactulose 15-60 mL Il B
Sorbitol 25-50 mL I C
Polyethylene glycol 17¢ I A
stimulan
Bisacodyl 5-15 ¢ I B
Senna B-16 ¢ I B

Famkumar &, Rao 550 Am J Gostroenterol. 2005



Probiyotikler

Probiotics Contral Risk ratio Risk ratio
Study or subgroup Events Total Events Total Weight M-H, random, 95% Cl Year M-H, random, 95% CI
1.1.1 Combination
Kim, 2003 8 12 -] 13 26% 1.08 [0.60, 1.85] 2003 o
Kajander, 2005 21 52 34 51 4.1%  0.61[0.41,0.88] 2005 -
Enck, 2008 47 149 g2 148 53% 051[0.39, 0.66] 2008 -
Drovault-Holowacz, 2008 33 53 3 53 4.9% 1.06 [0.78, 1.45] 2008 T
Hong, 2009 16 36 17 34 3.1% 089054, 1.46] 2009 1
Simren, 2010 23 ar a7 ar 4.8% 0.85 [0.62, 1.17] 2010 -
Ringel-Kulka, 2011 11 17 9 16 27% 1.15[0.66, 2.01] 2011 -1
Sondergaard, 2011 25 3z 23 32 5.1% 1.08 [0.82, 1.44] 2011 T
Cha, 2012 13 25 22 25 39% 059[039, 0.88] 2012 I
Cui, 2012 13 ar 16 23 30% 051[0.30, 0.84] 2012 -
Roberts, 2013 70 az &7 a2 6.4% 1.04 [0.88, 1.24] 2013 T
Bagtrup, 2013 32 67 aa B4 4.T% 0,80 [0.58, 1.11] 2013 —
Subtatal (95% GI) 609 588  506%  0.81[0.67, 0.98] »
Total events 3z 384

Heterogenaity: 2= 0.07; 3* = 39.53, df =
Test for overall effect £=2.15 (P =0.03)

1.1.2 Lactobacillus
Nobaek, 2000
Miedzielin, 2001
Sinn, 2008
Dapoigny, 2012
Ducrotte, 2012
Farup, 2012
Subtotal, (85% C1)
Total events
Heterogenaity: t° = 0.10;
Test for overall effect 2

1.1.3 Bifidobactenium
Whorwell, 2006
Guglisimetti, 2011
Subtotal (5% C1)
Total events

21 30
11 20
4 20
19 26
61 108
[ ]
213

143 270
26 &0
330

169

25

13
16
105
3

54
49

103

30
20
20
26
106
T
209

g2
62
154

11 (F=00001); *=72%

5.1%
36%
1.3%
41%
6.4%
1.2%

21.7%

179
#=20.20,df =5 (F=0.001); I° = 75%
172 (P=0.08)

6.0%
4.8%
10.8%

Heterogenaity: 1°=0.11; x* = 6.72, di = 1 (P=0.010); /= 85%
Test for overall effect £=1.35 (F=0.18)

1.1.4 Escherichia
Enck, 2009

Kruis, 2012
Subtotal (95% C1)

Total events

i1 148
33 60
208

154

143
ar

180

150

60
210

T1%

4.9%
121%

Heterogenaity: %= 0.00; x* = 0.08, df = 1 (P=0.78); P =P

Test for overall effect £= 365 (P = 0.0003)

1.1.5 Streplococcus
Gade, 1989
Subtotal (95% C1)
Total events

20

20

Heterogenaity: Mot applicable
Test for overall effect Z=2.01 (F=0.04)

Total (85% CI)
Total events

Hetarogenaity: t° = 0.05; y* = 78.60, df = 22 (F = 0.00001); I = 72%
Test for overall effect £=3.85 (P < 0.0001)

32
32

1392

7T

19

1
BES

22
22

183

4.8%
4.8%

100.0%

Test for subgroup differences: 2 = 2,16, df =4 (P=0.71), F = 0%

0.90 [0.74, 1.11]
0.55 [0.40, 0.75]
0.71 (0344, 1.16]

0.86 [0.79, 0.93]

0,89 [0.66, 1.21]
0.86 [0.79, 0.93]

0.72[0.53, 0.99]
0.72[0.53, 0.99]

2008
2011

2009
2012

1939

-

-

-]

*

01 02 05 1 2 5 10

Favors probiotics  Fawors contral

NNT=7 (95 % Cl: 4 — 12.5)

Ford CA, et al. Am J Gastroenterol2014



Table 2. 1BS-risk genes prinritized based on existing studies.

Gene Gene Name Region Chromosome Phenotype References
Codi
KLB Klotho Beta-Like Protein e 4pl4 IBS-D [114]
polymorphism
TLR-9 Toll-like receptor 9 Intron and 3p21.3 PI-IBS [115]
upstream
Sodium channel protein, Rare codine
SCN5A cardiac muscle e & 3p2l IBS, IBS-C [116]
alpha-subunit ukations
Twmor Necrosis Factor
TNFSF15 Ligand Superfamily, Intron 9p32 IBS, IBS-C [117]
Member 15
( Lys-Asp-Glu-Leu)
: Endoplasmic Reticulum
KDELRZ Protein Retention Intron fp2ll 1BS [118]
Receptor 2
5-Hydroxytryplamine . _
HTR3E  (Serotomin) Receptor3, :f“““;}":_'l’;ii 3q27.1 IBS-D [119]
Family Member E region (3 )
CDC42 *ﬁf::‘”:‘z":;;:ﬁ! Intron 1p36.1 IBS-C [120]
o &

KLB = Klotho Bete-Like Protein, TLR-9 = Toll-like receptor 9, SCN5A = Sodium channel protein, cordiac muscle alpha-subunit,
TNFSF15 = Tumor Necrosis Factor Ligand Superfanuly, Member 15, KDELRZ? = {Lys-Asp-Glu-Leu) Endoplesmic Reticulum
Protein Retemtion Receptor 2, HTR3E = 5-Hydroxytryptamine (Serotonin) Receptor 3, Family Member E, CDC42 = Cell

dision control protein 42 homolpg, IB5-D = diarthea-predominant irritable bowel syndrome, PI-IBS = post infectious
irritable bowel syndrome, IBS-C = constipation-predominant irritable bowel syndrome.

Medicina 2020, 56, 38: doi:10.3390/medicina56010038
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rritable bowel syndrome

(Gene mutation Stem cells

Colonogeny

L BS

Differentiation

progeny
Gene mutation

Secretory lineage

|

e

%
‘ L Stress \
»‘) TN
o ORI \\

Absorptive ling
® VInﬂammation) ‘
% “ . »

Microbiota
- 7\-

e N
&3

Gene mutation

Edocinecels  Panethoels  Gobetcels  Enterocyes Figure 7 Schematic drawing to illustrate the hypothesis that intestinal stem cells play a cen



World Jowurrial of
Gastroenterology

World J Gastroenterol 2020 April 7; 26(13): 1427143

ISSIN 10079327 (print) ISSIN 2219 2840 (online

RF= AT T

Possible role of intestinal stem cells in the pathophysioclogy of
rritable bowel syndrome

“Nagdy El-Salhy

CLINICAL IMPLICATIONS

Assuming that IBS is caused by abnormalities in stem cells, which in turn caused by
genetic and environmental tactors, intestinal stem cell transplantation might be an
effective tool in the treatment of IBS.

CONCLUSION

The intestinal stem cells appear to play a central role in the pathophysiology of IBS.
Factors that are known to be involved in the pathophysiology ot IBS exert their etfects
probably through atfecting the intestinal stem cells.




Roma IV Tedavi Ozet

Symptom

Therapy

Dose

Diarrhea

Abdominal
pain

Opioid agonists

Diet
Bile salt sequestrants

Probiotics
Antibiotics
5-HT; 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; antagonists

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

Low/no gluten; low FODMAP
cholestyramine (9 g bid—tid)
colestipol (2 g gd—bid)
colesevelam (625 mg gd—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 ghs)

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 mg bid




Kabizlik nedir?

Doktorlara gore: diskilama sayisi<3/hft

Hastalara gore yakinma (“kabizim”)



HANGILERI DOGRUDUR?

1) Hastaar bol su icmelidir

2) Kabizlik bagirsek kanseri risjgfii artirir
3) ilaca tolerans gelis;

4) Uzun bagirgdk bir kabizlik nedenidir
5) Kalfzlik zehirler

6) Mushillerin strekli kullanimi zararhdir



neurogastroenterology & motility

Neurogastroenterol Motil (2010) 22, 150-¢48

Constipation: a potential cause of pelvic floor damage?

C. AMSELEM,* A. PUIGDOLLERS,{ F. AZPIROZ,} C. SALA,* S. VIDELA,} X. FERNANDEZ-FRAGA,} P. WHORWELL &

J.-R. MALAGELADAY

*Pelvic Floor Institute, Barcelona, Spain
tHospital de Mollet, Barcelona, Spain

iDigestive System Research Unit, University Hospital Vall d'Hebron, Centro de Investigacion Biomédica en Red de Enfermedades
Hepaticas y Digestivas (Ciberehd), Department of Medicine, Autonomous University of Barcelona, Barcelona, Spain

doi: 10.1111/j.1365-2982.2009.01409.x

§Department of Medicine, University Hospital South Manchester, Manchester, UK

n=600
Pelvik taban hasari=61

Table 1 Frequency and risk (adjusted* odds ratio 95% CI) for pelvic floor damage in relation to constipation and to potential obstetric injury

Constipationf

Yes (n = 105) vs No (n = 491)

Obstetric injury

Yes [n = 102) vs No (n = 494)

Pelvic floor damage
>2 alterations

>3 alterations

=>4 alterations

35% (n =37) vs 19% (n = 94|
2.38 (1.47-3.85); P = 0.0001
18% (n =19) vs 9% (n = 42)
2.43 (1.32-4.47) P = 0.004
11% (n = 12) vs 4% (n = 20|
3.16 (1.45-6.87) P = 0.004

32% (n = 33) vs 20% (n = 98)
1.18 (0.71-1.98) P = 0.51
19% (n =19) vs 9% (n = 42)
1.51 {0.80-2.86) P = 0.20

9% (n=9) vs 5% (n = 23)
1.07 (0.45-2.53) P = 0.87

Comparisons of values in women with vs without constipation and with vs without risk factors for obstetric injury.

* Adjusted for age.
+Constipation with three or more criteria.




neurogastroenterology & motility

Neurogastroenterol Motil (2010) 22, 150-e48

Constipation: a potential cause of pelvic floor damage?

doi: 10.1111/j.1365-2982.2009.01409.x

Pelvik taban hasari=61

n=600

C. AMSELEM,* A. PUIGDOLLERS,T F. AZPIROZ,{ C. SALA,* S. VIDELA,] X. FERNANDEZ-FRAGA,{ P. WHORWELL§ &

J.-R. MALAGELADA]

*Pelvic Floor Institute, Barcelona, Spain
tHospital de Mollet, Barcelona, Spain

iDigestive System Research Unit, University Hospital Vall d'Hebron, Centro de Investigaciéon Biomédica en Red de Enfermedades

Hepaticas y Digestivas (Ciberehd), Department of Medicine, Autonomous University of Barcelona, Barcelona, Spain
§Department of Medicine, University Hospital South Manchester, Manchester, UK

Table 2 Unadjusted and adjusted odds ratios and 95% CI for risk of having pelvic floor damage

Unadjusted Adjusted”

OR 95% CI p OR 95% CI p
Age 1.05 1.03-1.08 <0.0001 1.05 1.03-1.08 <0.0001
Constipation 2.36 1.31-4.26 <0.0001 2.35 1.27-4.34 <0.0001
Obstetric trauma 2.46 1.37-4.45 0.0028 1.37 0.72-2.62 0.3398

*Adjusted for age, constipation and obstetric trauma.

Pelvik taban hasarinin olusmasinda konstipasyon
en az obstetrik travma kadar etkilidir




Defecation Frequency and Cardiovascular Disease
Mortality in Japan: The Ohsaki cohort study

45112 hasta
e Yas:40-7/9
e Takip stresi 13.3 yil

» Baslangictaki defekasyon sikligina gére 3 grup
o >1kez/1gln
’ 1 kez / 2-3 gun 585 Atherosclerosis
o Sl kez / 4 gUn 1 SF . joliknallhomepags: wwwielsevisrcom/latatefatherosclarcais

Contents lists available at ScienceDirect

o TO p I am 2028 Defecation frequency and cardiovascular disease mortality in Japan: @Cmm
. . The Ohsaki cohort study
CVD Mortalitesi

Kenji Honkura', Yasutake Tomata, Kemmyo Sugiyama, Yu Kaiho, Takashi Watanabe,
Shu Zhang, Yumi Sugawara, Ichiro Tsuji

Division of Epidemiology, Department of Health Informatics and Public Health, Tohoku University School of Public Health, Graduate School of Medicine,
Sendai, Japan




OV mortality according to defecation frequency (n = 45,112).

Defecation frequency

1 rime/day 1 rime|2—3 days 1 time/d days

Person-years 305 256 BbESET B213
All cardlovascular disease
Mo, death 1558 413
Crude 1 (reference) 121
HE1 [95ECT] 1 (reference) 130
HELE [95%0C1) 1 (reference) 121
Ischemic heart disease
Mo. deaths 356 a5
Crude 1 {reference) 122
HEL1 (95%C1) 1 (reference)
HEZ [95%CT) 1 {reference)
Siroke
M. deaths BY9E
Crude 1 {reference)
HE1 [95%C1) 1 {reference)
HEZ (95%C1) 1 {reference)
Hemorrhage stroke
No. deaths 1B5
Crude 1 {reference)
HE1 [95%CT) 1 {reference)
HEZ (95%01) 1 ( reference)
Ischemic stroke
Mo. deaths 316
Crude 1 ( reference)
HE1 [95%CT) 1 {reference)
HEZ (95%01) 1 (reference)
Subarachnold hemorrhage
Mo. deaths 103
Crude 1 (reference)
HE1 [95%CT) 1 {reference)
HEZ [95%C1) 1 {reference)

P05 P 0,015 °F < 0001,

HR1 adjusted fior age (in years) and sex

HRZ adjusted for age [in years], sex, body mass index (<185 kg/m”, 18.5—24.9 kg/m®, 25 kg/m* or more, or missing], hypertension (yes/no), diabetes mellitus (yes/no),
smoking status at baseline [currently smoking, smoked in the past, never smoked, or missing), alcohol consumption [currently drinking, drank in the past, never drank, or
missing ), education level (junior high schood or less, high school, college, higher than college, or missing ), time spent walldng per day (1 h or more, 30—59 min, <30 min, or
missing ), baseline job status (employed, unemployed, or missing ), stress awareness [high, normal, low, or missing ), marital status {currently married, divorced or widowed,
never married, or missing], fruit and vegetable intake (sex-specific tertile categories, or missing)




C2. Fonksiyonel konstipasyon i¢in tani kriterleri

1. Asagidakilerden iki veya fazlasi olmali:
a. Diskilamalarin >%25 zorlanma (Straining)
b. Diskilamalarin >%25 topak (Lumpy) veya sert (hard) diskilama (BSFS; 1-2)
c. Diskilamalarin >%25 tam bosalamama hissi
d. Diskilamalarin >%25 anorektal blokaj / daralma hissi
e. Diskilamayi kolaylastirmak icin >%25 diskilamada el manevralari (parmakla
bosaltma, pelvik tabana baski)
f. Haftada <3 spontan diskilama
2. Laksatif kullanmadan yumusak gaita ¢ok nadirdir

3. IBS kriterlerine girmemelidir



Dissinerjik defekasyon

Dinlenme Normal defekasyon Disinerjik defekasyon

Anorectal angle T, rising of pelvik floor , elongation of anal channel

61



IBS-K

Primer konstipasyon —|

Fonksiyonel

defekasyon

1 bozukluklari
Yavas transitli l

konstipasyon Dissinerjik

defekasyon

Miyopati Noropati

Konstipasyon

Sekonder konstipasyon

Metabolik

*Hiperkalsemi
*Hipotiroidi

llaglar
*Opiatlar
*Kalsiyum K BI
*Antipsikotikler

Norolojik Hastaliklar
*Parkinson
*Spinal yaralanmalar
*DM
Primer kolon hastaliklar

*Striktlr
*Kanser
*Anal fisslr

*Proktit



Sekonder konstipasyonda Etyoloji
Diyet
Yetersiz lif
Sosyal sorunlar
Hareketsizlik
Cevre degisikligi (hastane, tatil)
Defekasyon hissini erteleme
Yashlik

Endokrin-metabolik: DM, Hipotiroidizm, hamilelik, hiperkalsemi,

hipokalemi, Gremi, hipopituitarizm, kursun intoksikasyonu, porfiri
Santral sinir sistemi patolojisi

Otonomik noropati (DM), porfiri, Parkinson hast.
63



Konstipasyonu artiran ilaglar:

eTrisiklik antidepres. e Al ve Ca antiasitler
e MAO inhibitorleri eKalsiyum kanal blk
e Antipsikotikler eDiliretikler
eOpioidler eDemir

e Antikonvulzanlar eBaryum

e Antiparkinsonlar eSukralfat

eBeta blokerler

64



Semptomlar
Asiri tkinma (% 84)

Yetersiz bosalma (% 76 )

Batinda dolgunluk, siskinlik (% 74)

Sert diski (£=%60, AN =%41)

Parmak yardimiyla diskilama (2 =%54,5=%25)
Anal bolgede agri

Makat agzinda tikac hissi

Perinede dolgunluk
65



Taniya yonelik islemler

Anamnez

Rektal muayene

Balon atma testi

Kolon transit zamani tayini
Anorektal manometri
Defekografi

Ayirici taniya yonelik diger testler

-Sedimentasyon

-Hemogram

-Rutin kan testleri

-Gaitada gizli kan

-Tiroid fonksiyon testleri (gerek gorulirse)

-Fleksibl sigmoidoskopi veya kolonoskopi

-Kolon grafisi 66



Konstipasyonda alarm bulgulan

>45 yas

Ailede kolon kanseri

Uykudan uyandiran veya rektal _
AGRI

Defekasyon ile gecmeyen

Anemi, Rektal kanama, melena, GGK(+)

Barsak aliskanliginda ani degismeler

Norolojik, metabolik hst bulgular

Kilo kaybi, ates, halsizlik

67



Dissinerjik defekasyon

Dinlenme Normal defekasyon Disinerjik defekasyon

Anorectal angle T, rising of pelvik floor , elongation of anal channel

68



Disinerjik defekasyon

Normal

Dinlenme




Genel Onlemler ve Yasam Tarzi Degisiklikleri

e Fiziksel aktivitenin artirilmasi

e Gunlik 1.5-2 L sivi alinmasi

o Diyetle fiber alimi tedricen 20-30 gr

e Sabah uyandiktan sonra en gec 1 saat icinde kahvalti

e Tuvalet hissi olustugunda ertelenmemeli, 6zellikle
yvemek sonrasi olusan barsak hareketlerinden
yararlanilmali

e Diz kalcadan yuksek ve

. vl &3 90°
one egilmis olarak oturulmali

& 35

e Asiriikinilmamali ve
5 dk’dan fazla kalinmamali




Kiwi

25 = —

20

15

Bowel
movements,
n 1

10 5

(,__Ii—I I

1 2 3 4 5 6 7
Bristol score
(] off-kiwifruit B on-kiwifruit

Caballero et al. Neurogastroenterology & Motility. 2020;32:e13874



Particip

Study Numt

Reference design (gend

Tinker RCT (crossover, 41 (ma
et al?® 2 arms)

Lucas RCT (parallel, 58 (fen
et al?® 2 arms)

Howarth  RCT (crossover, 26 (fen
et al?’ 2 arms)

Attaluri RCT (crossover, 40 (3 r

et al*® 2 arms) 37 fem:

Kuru erik; metaanaliz

I and comparator

Water (16 oz,
473 mlL/day)

ion Comparator Duration
Grape juice 4 weeks
y) (360 mL/day)
Dried apple 3 months
y) (75 g/day)
) kcal, Cookies (100 kcal, 2 weeks
y) 64 g/day)
0z, Water (8 oz,
day) 236.5 mL/day)
Psyllium 3 weeks
y) (22 g/day)

Lever et al. Aliment Pharmacol Ther 2014; 40: 750
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SIMETHICONE

Dimethecone ile silicon dioxide karisimidir

Antifoam 6zelligi ile intestinal sistemdeki gazin ( sivi+gaz bilesimi) yapisindaki siviyi su
tutucu ozelligi ile baglayarak gazin serbestlesmesini ve vicuttan atilmasini saglar umeican sociey o
Health-System Pharmaciss 2015; Drug Information 2015, Bethesda, MD. 2015

2000-2018 Ocak ayina kadar “simethicone” yayinlarindan 67 / 200 endoskopi temizligi
hakkinda. Digerlerinin ¢ogu infantil kolik, kozmetik.

FBH’da tek basina kullanimi hakkinda hi¢ yayin yok. Az sayida kombine kullanim yayini var.

73



Probiyotikler

A ,., <\
I e
/4/;// S ’,\ 1)

bulgaricus propionibacterium streptococcus thermophilus
N,Z,f\\

X 7‘*6 / AN Ly
k:f \%\ 1 %} ‘s S
~r\‘%1 )=
bifidobacterium lactobacillus lactococcus

e Probiyotikler IBS, gaz-siskinlik ve diyare tedavisinde etkilidir

eHangi tlir veya cinsin en fazla yararli oldugu bilinmemektedir (which

particular combination, species or strains of probiotics are effective for IBS remains, for the most part, unclear)

e Number Needed to Treat (bir hastayi iyilestirmek icin gereken tedavi

edilmesi gereken hasta sayisi) = 7

e Global semptomlarda, karin agrisinda, siskinlik ve gerginlik

skorlarinda anlamli diizelme gorialmdastir

Ford et al. Aliment Pharmacol Ther. 2018;48:1044
Ford et al. Am J Gastroenterol. 2014; 109: 1547
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Gastroenterology 2023;165:1206-1218

FUNCTIONAL GI DISEASE

Efficacy of Probiotics in Irritable Bowel Syndrome: Systematic
Review and Meta-analysis

Vivek C. Goodoory, ** Mais Khasawneh,"** Christopher J. Black,"*
Eamonn M. M. Quigley,® Paul Moayyedi,* and Alexander C. Ford'+

'Leeds Gastroenterology Institute, St. James’s University Hospital, Leeds, United Kingdom; 2Leeds Institute of Biomedical and
Clinical Sciences, University of Leeds, Leeds, United Kingdom; SDivision of Gastroenterology and Hepatology, Lynda K. and
David M. Underwood Center for Digestive Disorders, Houston Methodist Hospital and Weill Cornell Medical College, Houston,
Texas; and “Gastroenterology Division, McMaster University, Health Sciences Center, Hamilton, Ontario, Canada




Farmakolojik tedavi

Kitle olusturucular

(suyla lif artigi saglar)
Psilyum, metilselltloz,
polikarbofil

76



Ozmotik laksatifler -

Kitle olusturanlar

Stimulanlar

Nasil
calisir?

Yan
etkileri

Etkisi mekaniktir;
kolondaki suyu cekerek
fecesin yumusamasina ve
kolonda rahat ilerlemesine
yardimci olur.

Kolonda
ilerlemesiicin
fecesin hacmini
artirir.

Kolondaki sinir
sistemini
kullanarak etkisini
gosterir.

Siskinlik, kramp
veya ani
sikistirmaya
neden olmaz.

Siskinlik ve gaz
sikayetlerine
neden olabilir.

Ani sikistirma
gibi sindirim
sikayetlerine
neden olabilir.

J

77



KITLE OLUSTURAN LAKSATIFLER

GIS’den absorbe olmayan bitkisel kaynakli polisakkaridlerdir
Hidrofilik su ile temasta siser, kitleleri artar
Etki 2-3 glinde ortaya cikar, bol su ile alinmalidirlar

Yeterli su alinmadiginda abdominal distansiyon ve paradoksik

olarak barsak obstriksiyonuna neden olabilirler




Yetiskinlerde 2x1 olcek. Bol suile...

\ - Iﬁ”i : th_
\ ’l'ulhsdttll.'

O_ptu’ Fibre

LiF KAYNAG!

0 e e St

72 teaspoons

NETWT 15 02 (425 9)

NETWT 266 02 (17 LBS) 74

Net Miktar 2509 Metamucil Sugar-Free, 4-In-1 Metamucil 4 In 1 Fiber Sugar Free
Psyllium Fiber Supplement 754 gr 425 gr

3.490,00 TL 2.299,90 TL

)

TAKVIYE EDICi GIDA t

Nestle Optifibre Bitkisel Kokenli Lif Kaynadi Takviye Edici Gida 250gr
Optifibre

Henliz degerlenc

302,31 TL (3 ilk sen deg



OZMOTIK LAKSATIF-PURGATIFLER

eKitle olusturucu ajanlar ve nemlendiricilerin yetersiz kaldigi
durumlarda 6énerilirler

eGIS’ den absorbe olmazlar

eHiperozmolar 6zellikleri nedeniyle beraberinde su tutarlar

eBarsak ceperi gerilir, motilite T
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Polietilen glikol (PEG) 3350:

Etki 24 -72 saatte cikar,

Ani ve abartili degil, ithmli bir diizelme saglar
Gebelik, yaslilar ve ¢ocuklarda (>3 yas) kullanilabilir
Cok nadiren bulanti, siskinlik ve diyare olusturabilir

Ozellikle yasli hastalarda disik dozla baslanip titrasyon énerilir

Dlzenli olarak kullanildiginda diskilama sikligi glinde bir kez oluyor

MyralLax, Constipass, BarsolLax



Eriskinlerde organik olmayan konstipasyonda PEG vs Plasebo

(Haftalik defekasyon)

PEG Placebo
Study Stools Stools Mean difference (random effects) Weight MD (random effects)
per week per week 95% ClI % 95% CI
Di Palma 1999 (long stay/low dose) 35 3.15 35 413 - 9.1 -0.98 (-0.2;-1.76)
Freedman 57 6.87 57 649 —— 8.7 0.38 (-0.62;1.38)
Di Palma 1999 (ambulatory/low dose) 50 3.78 50 3.15 Hll- 9.3 0.63 (-0.06;1.32)
Di Palma 1999 (long stay/high dose) 35 4.90 35 413 +il— 8.7 0.77 (-0.22;1.76)
Di Palma 2000 80 450 71 270 - 9.1 1.80 (1.02;2.58)
Corraziari 25 4.80 23 280 —— 8.4 2.00(0.89;3.11)
Andorski (low dose) 16 8.13 16  6.10 & 38 2.03 (-1.27;5.33)
Di Palma 2007a 204 7.90 100 5.60 —i— 8.1 2.30 (1.06;3.54)
Di Palma 1999 (ambulatory/high dose) 50 5.60 50 3.15 —— 8.0 2.45(1.15;3.75)
Di Palma 2007¢ 50 8.10 50 540 —a— 76 2.70(1.26;4.14)
Cleveland 23 7.00 23 360 —— 6.9 3.40 (1.68;5.15)
Klauser 8 1425 8 925 1.1 5.00 (-2.35;12.35)
Baldonedo (Group 2) 17 11.87 17 6.45 —_— 4.0 5.42 (2.24,8.59)
Baldonedo (Group 1) 17 1061 17 4.84 = 34 5.78 (2.13,9.42)
Andorsky (high dose) 16  13.38 16  7.53 L 36 5.85(2.39;9.31)
Total 683 568 < 100.0 1.98 (1.16;2.81)
Test for heterogeneity: Chi2= 78.30; df=14; p<0.0001
Test for overall effect: z=4.71; p=0.00034
T

T T T T T T T
-4 -2 0 +2 +4 +6 +8  +10 +12
<= Favours placebo Favours PEG =>

Belsey et al. Systematic review and meta analysis: polyethylene glycol in adults with non-
organic constipation. Int J Clin Pract. 2010; 64(7): 944 82



PEG gebelerde defekasyon sikligini artirir

28 ile 34 yas (ort 29.7), 40 kadin

Ortalama gebelik yasi 8 ila 37 hafta

Haftalik olarak defekasyon sikhgi,
defekasyon sirasinda agri, anal agri ve
karin agrisi 15 glinlik tedaviden 6nce ve

sonra degerlendirildi

Haftalik ortalama
defekasyon sikhg

PEG sonrasi defekasyon sirasinda Caligma baslangici Calisma sonu

agri, anal agri ve karin agrisi 6nemli

Olctide iyilesmistir

Neri |, et al. ) Midwifery Womens Health. Jul-Aug 2004;49(4):355-8.



Efficacy and Safety of Over-the-Counter Therapies for
Chronic Constipation: An Updated Systematic Review

Satish S.C. Rao, MD, PhD' and Darren M. Brenner, MD?

Ramkumar/Rao 1966-2004 (14) Current review 2004-2020

OTC products for constipation Level of evidence Recommendation grade Level of evidence Recommendation grade
Osmotic laxatives

PEG | A | A
Stimulants

Senna 11l (6) | A

Bisacodyl [ © |

Sodium picosulfate 1] @ | B
Magnesium

Magnesium hydroxide [ (63 NA NA

Magnesium-rich water NA NA |

Magnesium oxide NA NA | B
Fruit-based laxatives and foods with
prebiotics

Kiwi NA NA | B

Mango NA NA Il B

Ficus NA NA Il B

Prunes NA NA Il B

Rye bread with yogurt NA NA Il (@

Yogurt with galacto-oligosaccharide + NA NA Il B

prunes + linseed oil

ilk asamada PEG veya Senna énermek icin kanit diizeyleri iyi
Fiber, meyvalar, stimulant laksatifler, Mg kokenli ilaclar icin kanit diizeyi orta
Rao et al. Am J Gastroenterol 2021;116:1156



/ L m——

BISEROTL ~Ca, ..

Bisakodil

Oral alinir,ince barsaklardan emilir, karacigerde glukuronat ile konjuge

edilir, safra icerisinde atilir

Mide mukozasini tahris eder —> Enterik kapli tablet, sipozituvar, enema

seklinde kullanihr

Kontrolli calismalarda plaseboya karsi Gstinligi gosterilmistir
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Magnezyum hidroksit (Milk of magnesia)
Kronik konstipasyon tedavisinde etkinligini gosteren kontrollG
calisma yok!

Bobrek yetmezlikli hastalarda kullanilmaz
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Antrakinon turevi glikozidler

Senozin A, Senozin B, Senokot —» Senna bitkisi (= Cassia angustifolia= sinameki)

Kazantranol —>Rhamnus purshiana agaci kabugu (Ayi Gzimu)
Aloin — Aloe yapragi (Sarisabir)

Dantron — Sentetik tlrev

Pursennid®

Laksatif

12m 40 draje Uy NovARTIS

P

- s ™




Farkli kilavuzlara gore ilaglarin kanit degeri

ACG Chronic ROME IV

Constipation & WGO \Wele ACG Monograph ACG Monograph

DM Consensus

Monograph

Oneri diizeyi Oneri diizeyi Kanit diizeyi  Oneri diizeyi Kanit diizeyi Maliyet KO.PXS tsizseti‘lgll:lljrrida
Lactulosel?34 Giigli B 2 Diisiik
PEGL234 Guclii A 1 Yiksek Maliyetli ? X
Psyllium1.2:34 Guglu B 2 Diisiik X
Bisacodyl1234 Guelu N/A B 2 Orta
Sennat234 N/A A C 3 N/A
Prucalopridel.234 Giglu N/A A 1 Orta Maliyetli
References:

1.American College of Gastroenterology Monograph
2.Management of Chronic Constipation in Patients
3.World Gastroenterology Association

4.ROME IV Consensus



Tedavi

* Prospektus =>»

 Bilimsel Kanit =3

Experimental Control
Study or Subgroup Mean SD Total Mean

Mean Difference

SD_Total Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

2.1.1 Bisacodyl vs. placebo

Kamm 2011 52 46 239 19 32 117 47.7%
Subtotal (95% CI) 239 17 47.7%
Heterogeneity: Not applicable

Test for overall effect: Z = 7.86 (P < 0.00001)

2.1.5 Sodium Picosulfate vs. placebo

Mueller-Lissner 2010 34 3 229 1.7 16 133 523%
Subtotal (95% CI) 229 133 523%

Heterogeneity: Not applicable
Test for overall effect: Z = 7.03 (P < 0.00001)

Total (95% CI) 468 250 100.0%
Heterogeneity: Tau? = 1.16; Chi® = 10.91, df = 1 (P = 0.0010); ¥ = 91%
Test for overall effect: Z = 3.08 (P = 0.002)

Test for subgroup differences: Chi* = 10.91, df = 1 (P = 0.0010), P = 90.8%

3.30 [2.48, 4.12)
3.30 [2.48, 4.12)

1.70[1.23, 2.17)
1.70 [1.23, 2.17]

2.46 [0.90, 4.03]

<

on

AN uE [ |

“1 haftadan daha uzun siire
kullanilmamalidir. Uzun sureli kullanimin
barsak tembelligi ve su-elektrolit dengesi
bozuklugu yapabilecegi gbz 6nlinde
bulundurulmahdir.”

Long term treatment with stimulant
laxatives — clinical evidence for effectiveness
and safety? Scand J. Gastroenterol 2019

* Toplam 5 ¢alisma saptanmis

e Tedavi suresi 4 calismada 4 hafta, 1
calismada 8 hafta

 N:1008

e Sikhk, Form, Tatmin, Yasam Kalitesi
yonlerinden plaseboya gore anlamli
olarak Ustiin

e Advers Event %60 — Son Hafta %1-4

Ciddi AE ilagla iligkili yok
4-8 haftalik ¢2lismanin Gergek Hayat’i

yansitma potansiyeli disik




American Gastroenterological Association
Medical Position Statement on Constipation

Normal or slow
transit constipation

Normal or slow
transit constipation

\d

Laxatives (eg, PEG,
MOM, bisacodyl)

Improvement I No improvement

v

Continue
regimen

Modify regimen -
consider newer

pharmacological agents

Impryyvement

No improvement

L]

v

Continue
regimen

Repeat colonic transit
test (on medications)

Delayed I Normal

v

v

Consider gastric
emptying if necessary

Adjust medications
as needed

=
D

subtotal

o

appropriately

L L
loop ileostomy

.

colectomy + ileorectal

anastomosis




Yaslilarda Konstipasyon Tedavisl

Chronic constipation

-
g \\

NO " Fecal ™ YES
.. impaction -
'\\\ //
\.\,//
¥ )
Remowve constipating medications
(if possible) Manual disimpaction
Increase fluid intake P Enemas andior suppositories
Increase aclivily or exercise Bowel regimen to prevent recurrence
Increasa fiber intake (20-30 giday)
Timed toilet training
Milk of magnesia
Laclulose
Saorbitol
Senna compounds
Bisacadyl

| ves /
— Q\ Effactive

Paolyethylens glycol
(PEG)

o]

o
S~
r
Caonfinue regimen
x
AT,
YES o e
Effective
L

Continue regimen

r r L
Lubiprostone Biofeadback Alvimapan
tharapy mathylnalirexone
{dyssynergic {opigid-induced
defecation) constipation)




Yaslilarda Konstipasyon Tedavisl

[' YES

Chronie constipation

Milk of magnesia
Lactulose
Sorbitol
Senna compounds
Bisacodyl

|

Effective

gimen

YES

[‘ NO

’\

s

|

Polyethylene glycol

(PEG)

Effective

YES

Manual disimpaction
Enemas andfor suppositories

Bowel regimen to prevent recurrence

L

Lubiprostona

Biofesdback Alvimopan
tharapy methylnalirexone

(dyssynergic [opigid-induced

defecation) canstipation)




Pratik tedavide neler yapabiliriz ?

*|BS-K; metaanaliz bulunan bir antispazmodik+laksatif (TCA??? SSRI?)

eFK; yavas transit varsa hastanin ekonomik durumu nasil?
*SGK sart ise laktuloz (siskinlik yoksa) yanitsiz ise stimulan laksatif

eUcretli alabilirse dnce PEG yanit az ise Sodyum pikosiilfat ekliyorum, fiber

alabilir

eYanitsiz ise 6nce prucalopride (RESOLOR 1-2 mg tb)(kadinlarda ruhsatlh !!)

sonra linaclotide (CONSTELLA 145, 290ugr) yurt disindan

e Antispazmodik VERECEKSEM PINAVERIUM, MEBEVERIN, nefes ekzersizi

herkese 6neririm.

e Kolsisin Mucizesi geliyor !!



Tedavide neler yapiyorum?

eRektal hiposensitivite; “gliserin+sorbitol” veya “Sodyum Dihidrojen

Fosfat, Disodyum Hidrojen Fosfat lavmani” ve laksatif, nefes ekzersizi?
eRektal hipersensitivite; TCA ve semptomatik tedavi

*FDB; nefes ekzersizi, laksatif, biofeedback



e

Kilavuzlar

British Society of Gastroenterology (BSG): A guide to refractory constipation —

% | Diagnosis and evidence-based management (2020) @ 90 & s
™
Chronic Constipation
1 4
| What do you mean by constipation> | | Questions to better characterise v ,_
! Infrequent bowel movements, difficult defecation | constipation " intestiets plachiad The heattnier way 10 8it
\or both? How many bowel movements per | and blocked in the toilet
| week/month? What Bristol Stool Form? ! ¥

""""""""""""""""""""""" : ' Pain relieved/related to defecation suggests IBS-C;

o cc_)nstlpauor? assoqaa;ed i note that pain/discomfort presenting after many
with abdominal pain? E days of no bowel movements can also occurr in FC

INO Yes l ------------------------------------

:C / IB:—C

| Lifestyle modiﬁcatio,{ (fibre, fluid, exercise) | ‘i BsC. ———y

| PEG (1-’;’ sachets daily) | . r
Combine with bisacodyl or picosulfa Linaclotide 290 pg daily E constipation improves but

(5 mg 1-2 tablets daily) enmnasuont oo scsasmiadBD

Y N e

Switch to prucalopride 1-2 mg da‘il((, or
combine with laxatives

________________________________________

________________________________________

Switch to combined prucalopride 1-2 mg E E Combine or switch to rectal irrigation E
daily and bisacodyl 5 mg 1-2 tablets daily ; =~ 77T TTTTTTTTTTTTTTTTTTTITTTTTOOS

_________________________________________

Notes: Parts inside dotted lines are suggestions based on expert opinon.






Tablo 1. Sigkinlik-gerginlik tedavi algoritmasi.

Kronik siskinlik-gerginlik

Uygun sekilde test et ve tedavi et:
-Lab Alarm isaretleri var mi?
- Endoskopi
- Goriintiileme @
Sikayetler agirlikh olarak
degigmis bagwsak aligkanhklan >
ile mi iligkili? V v
Konstipasyon Diyare
predominant ise predominant ise
Spesifik diyete basla Garhikhs olarak rektal muayene yap ve
(6m. laktoz/fruktoz kisitla, 4—@— Semptgynzlglrlllll:nhﬂ HRAM yapmay diigiin
FODMAP diyeti) v
A/ Ampirik tedavi et veya Colyak igin
Semptomlarda iyilesme biofeedback igin sevk et serolojiyi degerlendir
| Anormal viserosomatik refleks ¥ ¥
veya viseral hipersensitivite Geligme yok ise Negatif ve
igin tedavi et pasaj ¢aligmasi yapmayi semptomlar israrc
Tedaviye Antibiyotik, probiyotik veya diisiin ise ampirik tedavi et
devam et antispasmodik ile \ \
ampirik tedavi diisiin Yine geligme yok ise Semptomlar
v fazla metan gazi igin persistan ise
= 6% nefes testini degerlendir hidrojen nefes testi
Semptomlarda iyilesme Semptomlarda iyilegme yap ve uygun sekilde
el
Hayir Evet Evet Hayir
Anormal viserosomatik Tedaviye devam et Hidrojen nefes testi
refleks veya viseral yapmayi diigiin

hipersensitivite igin tedavi et

HRAM: Yiksek cozunuriiukiu anorektal manometri.

1- Lacy B. E.,, Cangemi D., Vazquez-Rogue M. Management of Chronic Abdominal Distension and Bloating. Clin Gastroenterol Hepatol.

2021;19:219-231.



	Slayt 1
	Slayt 2: İBS Tanımı
	Slayt 3
	Slayt 4
	Slayt 5
	Slayt 6
	Slayt 7: İBS;  “Yaşam Kalitesi” üzerine  etkisi.   
	Slayt 8
	Slayt 9
	Slayt 10
	Slayt 11: İBS’ de Fizyopatoloji
	Slayt 12: Visseral Hipersensitivite (ağrı eşikleri)
	Slayt 13: İBS’NİN TİPİK DOĞAL SEYİRİ
	Slayt 14
	Slayt 15: Prognoz :İBS tanısı zamanla değişmez
	Slayt 16
	Slayt 17
	Slayt 18
	Slayt 19
	Slayt 20
	Slayt 21: Tedavi
	Slayt 22
	Slayt 23
	Slayt 24: Diyet
	Slayt 25
	Slayt 26
	Slayt 27: IBS-D Düşük FODMAP Diyet
	Slayt 28
	Slayt 29
	Slayt 30: İlaç Tedavisi
	Slayt 31
	Slayt 32
	Slayt 33
	Slayt 34: Diyare-baskın IBS
	Slayt 35
	Slayt 36
	Slayt 37
	Slayt 38: Global IBS semptomlarında SSRI yeri
	Slayt 39: Pratik SSRI ipuçları
	Slayt 40: Pratik SSRI ipuçları
	Slayt 41
	Slayt 42
	Slayt 43: İBS de İnflamatuvar Yanıt ve Mast Hücrelerinin Rolü
	Slayt 44: İnflamasyon yelpazesinin bir parçası olarak İBS’nu gösteren  gastrointestinal hastalıklar  “piramidi”. 
	Slayt 45: Rifaximin Metaanaliz Verileri
	Slayt 46: Konstipasyon-predominant IBS
	Slayt 47: Prucaloprid:HT-4 agonist
	Slayt 48
	Slayt 49: Probiyotikler
	Slayt 50
	Slayt 51
	Slayt 52
	Slayt 53: Roma IV Tedavi Özet
	Slayt 54: Kabızlık nedir?
	Slayt 55: HANGİLERİ DOĞRUDUR?
	Slayt 56
	Slayt 57
	Slayt 58: Defecation Frequency and Cardiovascular Disease Mortality in Japan: The Ohsaki cohort study
	Slayt 59
	Slayt 60
	Slayt 61: Dissinerjik defekasyon
	Slayt 62
	Slayt 63: Sekonder konstipasyonda Etyoloji
	Slayt 64
	Slayt 65: Semptomlar
	Slayt 66: Tanıya yönelik işlemler
	Slayt 67
	Slayt 68: Dissinerjik defekasyon
	Slayt 69
	Slayt 70: Genel Önlemler ve Yaşam Tarzı Değişiklikleri
	Slayt 71
	Slayt 72
	Slayt 73
	Slayt 74
	Slayt 75
	Slayt 76
	Slayt 77
	Slayt 78
	Slayt 79
	Slayt 80
	Slayt 81
	Slayt 82
	Slayt 83: PEG gebelerde defekasyon sıklığını artırır
	Slayt 84
	Slayt 85
	Slayt 86
	Slayt 87
	Slayt 88
	Slayt 89: Tedavi Süresi
	Slayt 90: American Gastroenterological Association  Medical Position Statement on Constipation
	Slayt 91: Yaşlılarda Konstipasyon Tedavisi
	Slayt 92: Yaşlılarda Konstipasyon Tedavisi
	Slayt 93: Pratik tedavide neler yapabiliriz ? 
	Slayt 94
	Slayt 95: Kılavuzlar
	Slayt 96
	Slayt 97

