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Siskinlik (bloating)-his- semptom-objektif
olcimlenebilir bir bulgu degil

Sisme (abdominal distention) - objektif bir bulgu-

Olcimi yapilabilen karin cevresinde artis




Rome |l Functional
Gastrointestinal Disorders (FGID)

A. Functional esophageal disorders C. Functional bowel disorders
A1. Functional heartburn

Az. Functional chest pain of presumed
esophageal origin C3. Functional constipation

A3. Functional dysphagia C4. Functional diarrhea
A4. Globus Cs. Unspecified functional bowel disorder

D. Functional abdominal pain syndrome

B. Functional gastroduodenal disorders E. Functional gallbladder and Sphincter of

Oddi (SO) disorders
E1. Functional gallbladder disorder
E2. Functional biliary SO disorder
E3. Functional pancreatic SO disorder
F. Functional anorectal disorders

= : . F1. Functional fecal incontinence
B2b. Unspecified excessive belching e e pain

B3. Nausea and.vo.m.ltlng cpsorders F2a. Chronic proctalgia
B3a. Chronic idiopathic nausea F2a1. Levator ani syndrome
B3b. Functional vomiting F2a2. Unspecified functional anorectal pain
B3c. Cyclic vomiting syndrome F2b. Proctalgia fugax

B4. Rumination syndrome in adults F3. Functional defecation disorders
F3a. Dyssynergic defecation

F3b. Inadequate defecatory propulsion

B1i. Functional dyspepsia
Bia. Postprandial distress syndrome
Bib. Epigastric pain syndrome

B2. Belching disorders
B2a. Aerophagia




ROMA Il SINIFLAMA-IBS

Semptomlar tanidan en az 6 ay once baslamali

Tekrarlayan karin agrisi veya rahatsizlik hissi, ayda en
az u¢ glin, son uc ay icerisinde ve asagidakilerden en

az ikisi ile iliskili olmak
Digkilama ile rahatlama
Sikayetlerin baslamasi ile birlikte digk: sikliginda
degisiklik
Sikayetlerin baglamasi ile birlikte digki seklinde ve
goruntusinde degisiklik




ROMA IlI SINIFLAMASI

[BS- K (KONSTIPASYON)

>25% kaka sert
<25% kaka gevsek ve sulu

IBS-D (DIiYARE)
>25% kaka gevsek ve sulu
<25% kaka sert

IBS- M (MIKS)
>25% kaka gevsek ve sulu
>25% kaka sert




IBS - Sigkinlik
IBS : %3 -20 prevelans
en sik sindirim hastalig1
ciddi saglik ve ekonomik ytikler
IBS ; % 50- 9o’'ni siskinlik
Kadin/ erkek ; 2/1
IBS-K daha siklikla ve siddetli

IBS tiim zamanlarinin %28inde siskinlikten ve
%33 tinde karin agrisi




Siskinlik- Hastalar

En iyi hissettikleri zaman sabah (%69),
aksamlar1 en berbat zamandir (%73),

gece kismen diizelme oluyor (%80),

yemek yemekle kotiilesme var (%82),

stres ile kottilesme oluyor (%34),
defakasyon ve yellenme ile iliskisiz (%82),

haftada birkezden daha fazla (%86)

kisa zamanda basliyor (10 dakikadan daha kisa) (%61)




Patofizyoloji
CEVA VAR s

Barsakta Gazin Sevk ve Idaresi

Duysal Fonksiyon Bozukluk; viseral hipersensitivite
Motor Bozuluk; motilite

On Karin Duvarinda Bozuk Muskiiler Aktivite

Karbonhidarat Intolaransi : laktoz, fruktoz ve sorbitol
Barsak Florasi Degisiklikleri: SBBO




sharmacological central
icting therapies
= Hypnotherapy
CBT and/or mindfulness
'sician—patient relation

Adsorbents
= Rifaximin
s Bile-acid modulators

BChioride channel REMAP (low]

activators

L
[ 2 Faecal minrnt:rta transplantation L @\
W




ALARM BELIRTILERI

Yas>50

Niyetsiz kilo kayb1

Ailede GI kanser hikayesi
Ateg/ titreme

Endemik bolgelere seyahat hikayesi

Noktiirnal semptomlar
Hematokeziya
Artirit, deri lezyonlar, LAP, abdominal kitle




ANTIBIYOTIKLER

SBBO: laktiiloz nefes testi?

Rifaximin: emilmeyen, (yan etki ve resistans)

Kronik kullanim
Konstipe olmayan IBS hastalarinda
Yiiksek doz: 2400 mg/gtin

Neomisin: laktiiloz nefes testi diizelmesi (pimentel
et.al)

Doksosiklin, amox/clu, ciprofloksasin

Sure?, tekrar?




Table 2. Stades for Fifrmmin Treatment 1o Irntable Bowel Srodrome Paseats

Awthar (v7) Srudy design Diagaastc 1B subopes Female mtio (o) Dirag dosage dumtioa svmptoms  FUR for Bloatiog
s rifiimin v placebe (dar) irifasimin, %)
Shararmetal”  Diouble-blind, T0met  AN(IES D 20.0%, IBSC 422/524% (E3wm. 400 mghbid 10 413 NA (bloating scoce;
(200£) placebo—controlled, RomeII  30.3% IBZ M L17%) 38.9/57.4% (E1) 244208
single center (P = 0.001)
Pimensmleral " Diouble-blind, Rome Il Exchided IBZ.C AC2TEL%E (309w S50 mgeid 14 40.3 19.5%
{2011) placebo-conmolled, 45.5/70.7% (314)
mulo-center
(TARCET I3
Pimeamlesal” Double-blind, RomeIl Exchided IBS.C 459/721% (315w 550 mgeid. 14 40.6 41.0%
(2011) placebo-controllad, 4£.3/70.3% (320}
mnlt-center
(TARCET D)
Peralmetal''  Observadonal RomeIl All (IB3-D 352%, IBS.C NA (I 1,200 eng/day 7 NA NA (srmptom
2009 2nzlymis, single arm, 20.4%, IBS-M 4£.4%) score; 23—+ 0.8)
single center (P = 0.003)
Tangetal = Fewospectivesmudy, Romel N4 NA (B4 1,200 mg/dar NA (fllowup  £90(other  NA
(2008 single center dumtion; median  anohioacs,
11 moaths) 4m
Pimeateleral” Diouble-blind, Romel  All(%; NA) I 1ET A% (4w A mgtid 10 36.40 NA
(200£) mndomizad, I0.2/E59% (44)
placebo-coatralled
study, 2 ceaters
Jollepetal'®  Rewcspectivesmudy, FRome I AUNIEZD 20.0% IBSC SEOTT2% (16w L1200 mgderw. 10 90w 470 NA
(2011) single center 20.0%, IBS-M 15.0%, €0.0/72.8% (B1) 2400 mgiday (high dose
not reparted 1o 37.0%; (high dose groap) (high doze group) group}
1,200 mg/d group)

(30.0%, 20.0%, 14.0%
and 37.0% respecomely;
high dese groug)

IB%E, ormble bowel sndrome; BR, response rate; NA, not omikable; TBS-I, IBS with diarchea; TB5-C, TBS with corstipatian; IES-M, mized IES.



PROBIYOTIKLER

Celiskili sonuclar

Kicik, iyi dizayn edilmemis calismalar

Bifidobacterium infantis siskinlige faydali olabilir

Doz onemli
Cok suslu preperatlar olumlu neticeler
VSL 3 yetersiz yanit




Table 3. Summary of Stadies for Probaotics in Irmtsable Bowrel Syndrome

Study . . Sampls Probiotc strains Crumtoa
Mobask a2l RCT Romel  AlIBSC, €D L slemtsvwe DSM 9343 (2997 4 Flamlsnce; improved in test group (P < 0,05}
(20007 IB5-D, IBS- M) {5 % 10" CFU/mL) Fain, bloating; o benefit over placebs
O'Mahomretal RCT RomeIT Al 75 L ralrvseies UCC 433 or 8 Abdominal pain, bowsl mevemen: difficulns significandy
{2005) B. inffamsir 35624 improved in B. apfess group (@l P < 0.08)
Bloating; improved in 5. igfiess group (P < 0,05
Mo benefitin L sslroarar group
Whorrelleral'?  RCT RomeIT Al 362 B iefeesir 3562403 groups; 1 30 1051 % 10° 4 Abdominal pain, bloating, incomplets svacuation, straining,
(2008} or l ® 10" CFLUmL) pazsage of gas; improved oaly in 1 % 10° group
fall P < 0.05)
Fim atal™ FCT RomeII Al 48 VIL#3 Flaralence: improved in test group (P < 0013
{2005} Failad to show improvement i bloasing
Neretal™ RCT RomeIl Al 54 L rewsers ATCC 55730 ¢ Abdominal pain, bloating, gases, visible abdominal swelling,
(2005) (1% 10° CFU frablet, twrice a dav) (353; improved, but oo bensfit over placebo
Cruglislmert RCT RomeIII Al 122 B bifidum MIMEBLTS 4 Pain diseasion/bloating, G35; signficansh reduced in test
eral " (20113 {13 10" CFL/capsule, oace a day) group (all P < 0.0001)
Choi et 2l RCT RomeIl IBSD, IBS-M 67 5 Powlondis 4 Cuality of bfe; significant improvement in test group
(20113 (2% 10" calls/day? (P < 0.05)
Bloanag; no benefic over placzbo
Fichaeral ™ RCT RomeITI IB:D 50 A momare of L sadssbilus, L. slesgaruwm, L ] Adequate rehief of overll IBS sympeoms 1o test group
(2012) rhamnasus, B, breve, B. leotiz B. lonpum and 5. (P < 005
shermgpiitis (1 % 10" CFU/day) Eloating; oo benefit over placsho
Ducromtetal . RCT RomeIII Al 214 L plowssews DSM 9343 (2997 4  Abdominal pain, bloating; improved in test group
(2012) (1 % 10° CFL/day) fall P < 0.05)
Tooaeral® RCT RomeIII Al 19 A miurs of B lonpue, B bfidum, B leaic L 4 G55 significanty relisved in test group (P = 0.01)
(2013) codabiluz, Lkomenaser and 3. shermeonbilu: Abdominal pain, bleating. improved, bur oo statistical

(5 % 10" cells/capmale, twice daily)

IBES, irriable bowel sndrome; RCT, mndomized conirolled trial; TBS5-C, IBS with constipation; IBE-T, TBS with diarrhea; IBS-I, mied IB%; L plosforem, Doxadealar Slostarem; L relmenior; Lastebeniler
raivvari; B pglen; Bfcelesonionm pgleni; L rewten), Lorideriar rewters; B. Bpldum; Biffcsbartonion bfishm; 5 dovlarsh, Secobarmmper boales; L soidashilor, Lamebeeilur aridaphiiur; L. rhomeans, Levpdeniar
rhamesnur; K Ao, Bifchbsmoniom farar; B, fowgeem, Bjfsedsmonion fngem, 5 thermeshifar, Sorepesesens themgadifer; G55, global spmpeom. scone.



PROKINETIKLER

Celiskili sonuclar

Cisapride (5- hidroksitriptamin 4) reseptor agonisti

Levosulpride

Acotiamide

Tegaserod : 5 HT4 parsiyal agonisiti- 2007
Neostigmin: potent prokinetik
Domperidon: faydasiz

Piridostigmine: kiiciik calisma, sinirda fayda




Table 4. Summare of Stodies for Proloneacs 1o Irntable Bowel Svadome

Study Diagnosic

IBS SGample Praokinetics used

Gchittze st al ™ RCT RomeI IESC 9L Ciapnde {§ mgeid | amated o Bloanag, 5355; not supenor to placeba
{15997 10 mg cid. f oo response Dufficulsy of stool passage; stgnificant improvement 1o test group
after 4 wi) P < 005
Maller_Lissner RECT RomeI All(IBSDI 88l Tegmserod (Imgor&mghid) Abdosmminal pan/dscomfort; improwved 10 both test groups (P = 0.057,
aral ™ IBS-C, IBS-M) more consstent eficacrover ime in higher dose group
{2001Y Eloating; frrorable trend in reduction 1a bach test groups
MWovicketal™ RCT RomeI All 1519 Tegaserod (& mg bad.) Abdominal pain bloanag, stool conmist=acy, G55, tmproared 10 test group
{2002y (all famale) @lP < 0.05
Helloweral ' RCT RomeIl Exchuded 5§20 Tegmserod (6 mgb.rd) G35 tmproved o mest group (P =< 0.0001%
{20033 IB3-I» Abdominal pain, bloatog, berd stools; impeoved 1o test group (all 2 =< 0.05)
Tack eral' BCT RomeIl IBS-C ZEED Tegzserod (& mgb.rd) Abdominal pain, bloanag, consapaton; improved 1o test group
(2005 (all famale) fall P = 0.0001%
Cheyeral™ BCT RomeII IBS-C, L6l  Tegmserod (6 mgbad) Chremall symptom; relieved 10 test groap (P < 00017
{2008 IB5-M {all feenala’y Eloanag; oo benshr over placebo
Georgeetal”” RCT Rome I IBSC 510 Reazapride (] mg, I mgorimg Stoal frequency, smal consistency; improved in I mgand £ mg o.d. groups
(2008 ad.) @lP < 0.05

Eloanng; reduction 10 log o.d. group (P = 0.01%

ECT, mandomized controlled trial; G553, giobal sympom scare; 155, rrable bows] sndrome; IB5-T, IBS with dirrhes; IB5-C, IBS with cons@pation; IB5-M, miped IES.




ANTISPAZMOTIKLER

IBS tx sik kullanilanlar
Motilite ve duz kas spazmi

Sigkinlik icin bazilarinda fayda gosterilmis

Otilinium icin data saglam

Daha biiytik, iyi dizayn edilmis calismalar gerekli




Table 5. Summary of Studies for Spamolhcs 1o Irntable Bowel Zrodrome

Sample Spasmolybics used

Stady e
- IBS subrpes (dlsily dose)

A =) demagn coterm size

Dhuranon
(weeles)

Blesults

Bamaglaeral*' RCT Drossman’s NA 125 Otlominm bromide (40 mgeid)
(1998) criteria for [BS

Doballaetal” RCT Clinical disgnosisand NA 70
(19907 imestgatons

Cimetropm (50 mg tid.)

Cilends szal'™
2002)
Mlitchel ezal ™
{2002)
Clave st al'™
{20113
Chang eral ™
(20113

Rome All (IBS-D,
IB3.C,IBS-M)

Fome IT Al

Cralomum brosude (40 mg c1.d)
Abranine (150 mgead)
Fome [T Al Craloninm bromide (40 mgted}

RCT FRomeIl Al Craloninm broouds (40 mgtad.)

Crrmebevenine (100 mg eo.d.}

15

1z

Abdoounal pain distenson; stgmficent reductoa (all P =< 005

Severntyand frequency of abdominal pain; sigarficandy decreasad
(P = 0.0005 and 0.001, respactireh)

Abdeminal drissension; decreased, but aot statsocally significan:
P =005

Abdeounal pun, disseasion; improted 1a tesz groap
fall P = 0.05Y

Abdoninal pain, bloating, geoemal well being: failed to show
bensfiz over placebo

Abdeminal paia (F = 0.03), bloanag (P = .02}, global efficacy
(P = 0.047}; significant benefit over placeba

Abdeminal pain flamnlencs bloatng, global assessment; raliesed
in both treatment group {all P < 0.05)

MNA, not mvailzble; RCT, rmandomized controlled tmal; IBS, irmiehle boeel spodrome; IES-D, TBS with diarrbea; IES-C, IBS with constipaticn; IES-, mined 155




DIYET TEDAVILERI

Yuksek derecede fermente edilebilen, kisa zincirli
karbonhidrattan fakir diyet (FODMAB)

Fruktoz intolaransi

Faydali olabilir




Table 6. Summary of Studies for Thetary Interventions 1in Irntakle Bowel Srodrome

Ayther () Smdy desiga ZSubjects inchoded T Chstary interreanons Fasuls

Chaieral ™ Prospectnre study, single IBS (Faome ITH I8 Fructose-restricted dies Abdominal pain, belching, fullness bloatag; sgnificant
(2008 arm, single center {mean follow-ap of 13 mo) rebief (all P = 0.02%

Shepherd etal® RCT IBS (Fome= IT) z Low FODMAP diet before mal Abdomunal pan, bloanng; sgmficandy moreased 1o frucaa,
(2008} {medizn 24 mo) fractose, and mix group compared with glucose group

Frucon focmee, fucon-focose mix orgho- (2l P = 0.01)
cose drnkes (for 2 i)

Cng et al™ Sangle blnd, crosscrer IBS {Rome [T} w=s. 15w 15 Low (% giday) or ngh (50 g/der) in FODMAPs Abdommunal parn, bloanng, excessme flams; mereased wath
(20100 ioterventon wal healthy subjeces for 2 days HFD 1o IBS pateas (ol P = 0.01)

de Roesteral”’ Prospectrs smudy, single IB3 90 low FODMAP dist Abdominal pain, bloadag, flavalence, diarrhea; significandy
2013 arm {mean follow-up of 15.7 mo) improved compared to baseline fall P = 00017

RCT, randomized controlled stady; IBS, imiable bowel spndrome; FODMA P, fermentable aligo-, di-, and meno-saccharides and paheols HFD, high FODMAF diet.




GAZ AZALTICI ILACLAR

Kopuiklesmeyi engelleyen (antifoaming) ajanlar

Simeticone: silocon turevi
FGID etkili ; Bernstein et al.
Aktif kotir- simeticone: RCT etkili




Table 7. Summary of Studies for Gas-reduong Substances 1o Fuschonal Gastrontestinal Disorder
Anthor (37)  Study desga Subjects tnchaded Sampls size Dirugs wsed (daaly dose) Dhuratioa Besuls
Bermstsinetal'™  RCT  FGID 4l imethicons 10 dayz  Fullasss, bloating, disreasion: significant improvement in test
(19747 {50 mg, smaumber of tablets unclsar) group (all P =< §.005)
Holtmana eral ™ RCT FD methicons (105 omg t1.d) or Bwk  Crerllsymptom, fullness, pain; improved 1o both test groups
(20021 casaprude (10 mg t1.d]) Eloanng; oo beoshis
Lecuysr stal'™ RCT Panenrs wnth fullness, Smethicone and acovated charcoal 3 mo Chenll complaes; oo improvemesnt over plicebo

(2009 bloamng, nausea or slowr {Ca:bn:}dmlzj Fullness, bloanng; significant reprosrement o test group
digestoa {all P = 0.05)
Wittmaan stal ™ IES (Faome III) Alverine cisrare Simethicons t  Abdominal pain, discomfarst; supenor sficacy in =st group
(2010 {60 mg300 mg eid) P =0.047
Eloanng; oo sndence

RCT mndomized contralled shady; FCID, flanctional gastrointestinal disorder; FD, fonctional dyspepsia; IBS, irmtble bowel syondrome.




SIVI SEKRESYON ARTIRICILAR

Lubiprostone
Linaclotide FDA onayhi

Barsak limenine sivi sekresyonunu artirir ve barsak
transit zamanini hizlandirir

Konstipasyonda etkili,

Sigkinlikte de etkili




Table 8. Summary of Studies for Samulants of Flnd Secrecaon 1o Funchoaal Gastroantestinal Dhsarder

Anthor {77} Study dewgn Subjects mcloded  Sample wze  Dirug used {daly dose) Duranoa (wk) Resule=

Johznsan sz al'™® FCT  Chronic constpation 129  Luhiproatons 3 Bloating; significant relisf ia all st groups (F = 0.035)
(2007} (24 pg'day, 48 pg'day, SEM frequeacy; improved 1o a dose-dependeas manner
or 72 piday)
Drosmmanetal”™  RCT  IBS-C (by Rome IT) y Lubiprostone 7 Crowrall response mes: higher in test group (P = 00000
(2009 (2 ug twuce daalyd Abdomminal pain, bleanag, constpanon severisr; sgaficant relef aaly ia
responders
Lembo etal'™ RCT Chronic constpation 1276  Lisaclotide ] CSBM; improved 10 both tnals (all P =< 0,001
(2011% (145 pgor 290 pg cace Abdominal discomfort, bloanag, coastipanea sevenisy; wmproved 1o both
daiby) wials (all P = 0.05)
Chaigley =t ol RECT  IBS-C 1£08  Linaclonds 122s 26  Abdominal discomfoct, bloatiag, stool consistencys significant improvements
(2013 (290 g oace daiky) in beth taals (all P < 0.0001)

RCT, modomized coatrolled trial; SBM, sponanecas booel morement; ISS-C, IRS with constipation; CEEM, complece ZEM.




ANTIDEPRESANLAR

SSRI
TCA... viseral analjesik etkiler

Fluoxetine: siskinlikte etkisiz bulunmus

Parixetine: IBS'de etkili fakat siskinlikte yetersiz

Citalopram: etkili olabilir
Celigkili sonuclar var

Daha biytik ve iyi dizayn edilmis calismalara ihtiyac
var




Table 9. Summary of Studies for Anndepressants 1o Functonal Gastountestinal Disorder

Author (77 Study design Subjects included Sample size  Antidepressant used (daily dose)  Crurasen Rl

Euiken eral'™ RCT IBS 40 Fluazenine {20 mog'darh fwlk  Threshold for abdominal parn, bleanng; ao ugnificant changes
2003y

Tabaseral . RCT  IBS, notresponding m i1 Parmetine (10 mg/day) 12wk Oherall well-being; sgmificantly improved (P = 0.01)
(2004 high fiber dist Abdominal pain, bloating; oo bensfit over placsho

Vahedietal RCT  IBS-C (Rome I 4 Fluamstine (20 mg/day) 12wk  Abdominal discomfart, stoal coasustensy, bloatiag, significant relisf
(2005} in test group fall P < 0.05)

Tacketal'® RCT  IBS (RomeII) 23 Citalopram (20 mg/day far 3 wh, Ewk Abdominal pain, bloating, overall well-being; significant relief in
(2006} then 40 mg/d for 3 wi) test group (all P < 0.05)

Vahedietal™ RCT  IBS-D (Rome I 54 Amitipeyline (10 mg/day) Imo  Abdominal pain, loose stools, diarrhea; significant improvement in
2008} test group (2ll @ < 0.0

Flatuleace 7 o benefit over plal::l:rn
Bloanng; oot svahiased

RCT, modomized contrlled shady; TBS, irmimble bowel spodrome; TB5-C, IBE with constpation; IBS-D, IBS with diarrbea.




OPiOID AGANIST iLACLAR

IBS’de opioidlerle ilgili az calisma

Fedotozine: kappa reseptor agonisti: kolonik
distansiyon ve viseral hissi azaltir

Yemek sonrasi dolgunluk ve sikinligi azaltiyor
Asimadoline:kappa opioid agonist: IBS-D’de siskinlikte
mitkemmel basari

Naloxane: kii¢tik calisma, basarili (IBS-D ve IBS-M'de)




Table 10. Summary of Studies for Opimd Agents 10 Funcoonal CGastrountestnal Descrder

Fruimgeral RCT NUD 14€ Fedotozine (10, 30 or 70 mg [ Prossprandial fallness, bloanng, abdominal parn and nowses; signaficant
(19947 tid) reliefin 3 mg and 70 mg groups

Feadecal RCT FD 271 Fedotozne {30 mgead.} [ Epigastnc pan, postpraadial fullosss, nausea; sgaficant impronvement
(1997} in test group

Bloanag; oot svahiared

Hamrkes atal ™ RCT IB5-C, IBS-M 18 Naloorones (10 mg b.ad} ] Abdomenal pain bleating, stravmng, urgeacy to defecate; improved, bt
(2002 {Rome IT) oo ugnificant differences over placebo

Mlangel eral'™ RCT IBS {Rame IT) §he A=rmadobine (0,15, 0.5 ar 1.0 mg 12 Abdominal pain, bloatiag; improved aaly in TBE- D) wath both (.5 ma
(20087 bad and 1.0 mg dos=

Szarkaeral " RCT  IES(RomeID 100 Asimadoline (oo demandiop to 4 Abdominal pain/discomfort, frequency of bowel movements: not
(2007 1.0 mgqid) improsed

Bloatog; oot saluared

RCT, randomized cantrolled tmiak NUD, ranulcer dyapegaiz; FD, fanctional drapepsiz; IB5.C, [B% with consSpation; TBS-M, mized TBS; [B5.D, TES with disrrhes.




TAMAMLAYICI-ALTERNATIF TIP
HERBAL TEDAVI

Geleneksel tedaviler, Cin, Hint, Orta Dogu: Aktar

Kismi fayda
Doz?
Sure’?

Tekrarlanabilirlik?




Table 3. Single Herbal Medicines for IBS

Sample | Sample
Reference size characteristics Dose of active Outcome

Enteric-coated peppermint oil capsules
Capello et al (2007) | 57 AINBS forms, 1B5 275 my peppermint il per Significant reduction in 1S
determined by cap: 2 caps bid symptoms after 4 weeksin

Rome |l criteria peppermint ol growp vs.
placebo group

AllIBS forms, 1B5 187 mg peppermint oil tid,
determined by 30 min before meals
Fome Il criteria

Turmeric extract (standardized)

AIIBS forms, 1BS 2 dses, 72 ma (1 tablet} Significant improvement in
determined by aor 144 mg (2 tablets] daily |B5 Q0L &t end of trial

Rome Il criteria comipared to baseline for both
treatment goups

Walker et al (2007} AIVIBS forms, 330 mig artichake leaf Significant reduction of
meeting at least extract percap; 2 caps tid IBS-related symptoms

3 out of 5 Rome wi meals evaluated on a Likert scale at
Il criteria

AIlIBS forms,
meeting at least
3 out of 5 Rome
I criteria

R: Randomized, D: Doubde-blind, F- Placebo-controlled
NDI=Nepean Dyspepsia Index




BEKLENEN TEDAVILER




Table 3 | Selected emerging and possible future pharmacological and nonpharmacological treatments for IBS

Drug class Example of drug name Comments

Drugs targeting visceral hypersensitivity

Serotonin synthesis inhibitors  LX-1031 Positive phase Il trial data including favourable adverse event profilel™

MNeurokinin 1 receptor AVED8 Further research on this molecule suspended due to safety

antagonist concerns; '™ other neurokinin 1 receptor molecules might be useful

Cholecystokinin 1 antagonists  Dexloxiglumide Limited human data emerging®

Peripheral opioid receptor Asimadoline and Promising findings from animal data not replicated in human studies

antagonists JN-38488502 thus fart®®

Drugs targeting motility

5-HT, agonists Velusetrag, prucalopride, Prucalopride effective in chronic constipation; data from trials in
naronapride patients with IBS awaited

Corticotrophin releasing factor Pexacerfont Did not alter colonic transit in a large phase lla studyl22

antagonists

Bille-acid modulators

Bile-acid binder Colesevelam Case reports of efficacy and limited trial datg13

Bile-acid-transporter inhibitor ~ A3309 Promising data from patients with chronic constipation!®”

Bile acid Chenodeoxycholate Healthy volunteer data demonstrating accelerated colonic transit*

Drugs targeting Inflammation

S-aminosalicylic acid Mesalazine Mo data from well-designed trials in patients with IBS

Mast cell stabilizers Ketoifen Promising data from small uncontrolled trialsiie

Sodium cromoglycate
Centrally acting drugs

Benzodiazepine receptor Dextofisopam Improved stool consistency in 2 small trial, but concerns about higher
modulators rates of abdominal pain than with placebo®

Antiepileptic Pregabalin and Physioclogical effect on rectal sensory threshold,**® but no clinical trials
gabapentin s0 far

Nonpharmacological treatments targeting the microblota or motility

Faecal microbiota Mot applicable Limited data from nonrandomized trials only*t®
transplantation

Biofeedback Mot applicable Promising data from uncontrolled trial including patients with
constipation-predominant IBS5




Table 8. Summary of Studies on Herbal Combinations for IBS

Reference

Sample
size

Sample
characteristics

Study
design

Dose

Iberogast™

Madisch et al
(2004

AlNES forms, [BS
determined by
Rome |l criteria

STW 5, STW S5-I, or
bitter candytuft extract,
20 drops tid

Significant reduction of
IBS symptoms and
abdominal pain in
Iberogast and research
solution compared toe
placeho

Padma Lax*

Salllon et &l (2002)

IBS-C, IES
determined by
Rome | criteria

487 myg Padma Lax
{n=34]} or placebo
{n=27], bid {once daily
insubjects w loase
stool)

Significant reduction in
SYMpLom Severity scores
and abdominal pain in
Padma Lax compared to
placeho

AINIBS forms,
determined by
Rome criteria

[not specified)

Standard TOM mincture of
33 herbs (n=43),
individualized formula
{n=38), or placebo
{n=35], 5 capsules tid

Significant reduction in
bowel symiptom scomes
and increase in Q0L for
individual preparation
and standiard TOM
compared to placebo

24 g Shugan Jianpi
aranules tid, 249
Shugan Jianpd granules
plus 15 g Smecta® tid, or
cognitive therapy and
lactein treatment
standard care

Significant reduction in
serotonin pasitive cells in
both Shugan Ranpi
groups comipared to
standard care

See Tabie 7 for daily
dose of each herb
{n=60]} or placeta
{n=5%)

Mo significant improwe-
ment in 5F-34 or global
symptoms compared to
placeho

R: Randomized, [': Double-blind, P: Placebo-controlled
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