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Guidelines for the Treatment of Irritable Bowel Syndrome

Joong Goo Kwon, Kyung Sik Park®, Jung Ho Park’, Jae Myung Park®, Cheol Hee Park”, Kwang Jae Lee®, Hyo-Jin Park®,
Jong Chul Rhee® and The Korean Society of Neurogastroenterology and Motility

Department of Internal Medicine, Catholic University of Daegu School of Medicine, Keimyung University School of Medicine®, Daegu,
Sungkyunkwan University School of MedicineQ, The Catholic University of Korea College of Medicine3, Seoul, Hallym University College
of Medicine®, Chuncheon, Department of Gastroenterology, Ajou University School of Medicine®, Suwon, Department of Internal Medicine,
Yonsei University College of Medicine®, Seoul, Korea

Traditional symptom-based therapies of irritable bowel syndrome (IBS) are directed at the relief of individual IBS symptoms,
but they are often of limited efficacy in addressing the entire symptom complex. Combinations of drugs to target bothersome
symptoms are suggested as the first-line pharmacologic treatment. Increasing knowledge of the pathophysiology and molecular
mechanisms of IBS has resulted in the development of several new therapeutic approaches. Thirteen consensus statements
for the treatment of IBS were developed using the modified Delphi approach. Exclusion diets have modest efficacy in improving
symptoms in some IBS patients. Symptom-based therapies with dietary fiber, bulking agents, laxatives, antispasmodics and
laxatives are effective in the improvement of some individual symptoms, e.g. dietary fiber and bulking agents for constipation,
laxatives for constipation, antispasmodics for abdominal pain and discomfort, antidiarrheals for diarrhea. 5HT; receptor antago-
nists and 5HT4 receptor agonists are effective in the relief of global IBS symptoms and individual symptoms such as abdominal
pain and abnormal bowel habits. A short term course of nonabsorbable antibiotics may improve global IBS symptoms, particularly
in patients with diarrhea- predominant IBS. Some probiotics appear to have the potential benefit in improving global IBS
symptoms. Selective C-2 chloride channel activator is more effective than placebo at relieving global IBS symptoms in patients
with constipation-predominant IBS. Both tricyclic antidepressants and selective serotonin reuptake inhibitors are equally effective
in relieving global IBS symptoms, and have some benefits in treating abdominal pain. Certain types of psychologic therapy
may be effective in improving global symptoms in some IBS patients. Further studies are strongly needed to develop better
treatment strategies for Korean patients with IBS. (Korean J Gastroenterol 2011;57:82-99)
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Table 1. Grading Recommendations™

Grade of recommendation /
description

Benefit vs. risk and
burdens

Methodological quality of
supporting evidence

Implications

1A. Strong recommendation,
high-quality evidence

1B. Strong recommendation,
moderate-quality evidence

1C. Strong recommendation,
low-quality or very
low-quality evidence

2A. Weak recommendation,
high-quality evidence

2B. Weak recommendation,
moderate-quality evidence

2C. Weak recommendation,
low-quality or very
low-quality evidence

RCTs without important
limitations or overwhelming
evidence from observational
studies

Benefits clearly outweigh
risk and burden, or vice
versa

Benefits clearly outweigh
risk and burden, or vice
versa

RCTs with important limitations
(inconsistent results,
methodological flaws, indirect,
or imprecise) or exceptionally
strong evidence from
observational studies

Observational studies or case
series

Benefits clearly outweigh
risk and burden, or vice
versa

Benefits closely balanced RCTs without important
with risk and burden limitations or overwhelming
evidence from observational
studies

Benefits closely balanced RCTs with important limitations
with risk and burden (inconsistent results,
methodological flaws, indirect,
or imprecise) or exceptionally
strong evidence from
observational studies

Observational studies or case
series

Uncertainty in the
estimates of benefits,
risks and burden;
benefits, risk and
burden may be closely

Strong recommendation, can apply to most
patients in most circumstances. Further
evidence is unlikely to change our
confidence in the estimate of effect

Strong recommendation, can apply to most
patients in most circumstances. Higher
quality evidence may well change our
confidence in the estimate of effect

Strong recommendation, can apply to most
patients in most circumstances. Higher
quality evidence is very likely to change
our confidence in the estimate of effect

Weak recommendation, best action may
differ depending on circumstances or
patients’ or societal values. Further
evidence is unlikely to change our
confidence in the estimate of effect

Weak recommendation, best action may
differ depending on circumstances or
patients’ or societal values. Higher quality
evidence may well change our confidence
in the estimate of effect

Very weak recommendations; other
alternatives may be equally reasonable.
High quality evidence is very likely to
change our confidence in the estimate of
effect

balanced

RCT, randomized controlled trial.
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Table 2. Studies of antispasmodic agents for treatment of IBS

Author Study design and ITT population

Treatment Key findings

Baldi et al.>* 4-week, randomized double blind;

Rome criteria not used

Battaglia et al.?? 15-week, randomized, double blind,
parallel (378 IBS; subtype not

specified); Rome | criteria

Glende et al.>® 15-week, randomized double blind
(378 IBS; subtype not specified);

Rome | criteria

Luttecke et al.*® Trials 1 and 2: 3-day, randomized

double blind cross-over (45 IBS:

not used

Centonze et al.*®
IBS); Rome criteria not used

Dobrilla et al.*’ 3-month, randomized, double blind,
parallel (70 IBS); Rome criteria not

used

Awad et al.*® 3-week, randomized, double blind,
parallel (40 IBS; all subtypes); Rome

| criteria

Cappello et al®
IBS); Rome |l criteria

Liu et al.*® 1-month, randomized, double blind,

(110 IBS); Rome criteria not used

Trial 1: Trimebutine 200 mg
t.d.s. vs. placebo

subtype not specified); Rome criteria Trial 2: Trimebutine 100 mg

t.d.s. vs. placebo

6-month, randomized double blind; (48 Cimetropium bromide 50 mg
t.d.s. vs. placebo

Cimetropium bromide 50 mg
t.d.s. vs. placebo

Pinaverium bromide 50 mg
t.d.s. vs. placebo

4-week, randomized, double blind, (57 Peppermint oil 2 capsules
b.i.d. vs. placebo

Otilonium bromide 40 mg t.d.s. Improved pain and bloating (p<0.02);
vs. placebo

frequency of bowel movements (NS)

Otilonium bromide 40 mg t.d.s. Reduced pain episodes (p<0.01); distension
vs. placebo

(p<0.05); improved well- being (p<0.05);
global symptoms (p<0.01)

Otilonium bromide 40 mg t.d.s. Higher response to treatment within 2-4
vs. placebo

months (p=0.007)

Trial 2: improved abdominal pain
/distension/flatulence/ constipation
(p<0.001)

Reduced abdominal pain (p<0.01) and
anxiety (p<0.05); improved global
symptoms (p <0.01)

Reduced abdominal pain (p<0.0005) and
pain episodes (p<0.001); improved global
symptoms (p=0.039)

Improved pain duration, stool frequency and
consistency (p=0.01)

Improved global IBS symptoms (p<0.01)

Peppermint oil 187 mg 3 to 4 Improved abdominal pain, distension, stool
times vs. placebo

frequency, borborygmi and flatulence,

IBS, irritable bowel syndrome. ITT, intention to treat.

oh! 7t opA] M By PEFE B o AR ans

3}oldte] B M trimebutine,” cimetropium bromide,*®* pi-

4960 .y .
otilonium bro-

mide,”"™ hyoscine™® 5 @77t £oI8lL o EEout
B¥ BWIS THATIE D37} AdchTable 2. AAAS)
Z50] w2 & aye] Xolo tdt g REF; M
A3AIsk BRE Aol iy Agtel doln A
gl W5 Aol gt AR7}F fEste] L3t Hrk= ofHot
AR U e AAES Tt & uff o] oFAe T
O QulE, oA e e, Al Aol
% glo] Mo}

o T4 AT WAl A Fofet Wiz Fol7l Aasict

. .. 48 . .
naverium bromide,” peppermint oil,

t

oo it rek ox
>,
N
3
i
_|>i
ofo
Flo

40
_10
2
=
el
Jo
1o
ok
)
A
offl
HE
J
dr e
ik
E)
oyl
10
=
r>~
ot
i)
N
Hir

(p<0.05)
ou], ool TAY AR RG-S QI ulwA QhA of

w2 gzt
5) IAHH
RAPHIE T2 HESZ0M b SEIS SHA7|D oY

Ol=dl =88 L. (Grade 2B, AILFE: oF

HE7h oA A2 FAH19%), HAR ST E1%),
=) =
an [

a5 5 oetA] oF&(0%), Ao F
SHA 2F5(0%)

i
2
ofk
f;l.
=
ox,
o
ofN
T
M
rick
2
1o
oM,
Ho
b
o3l
A=
rl
Ho
o 4z
)
o2

The Korean Journal of Gastroenterology



Kwon JG, et al. Guidelines for the Treatment of Irritable Bowel Syndrome 89

Table 3. Studies of antidiarrheals for treatment of IBS

Author Study design and ITT population Treatment Key findings
Lavo et al.>® 13-week, randomized double blind, Loperamide 2-8 mg q.d. vs. Improvements in stool consistency (p<0.001),
parallel (25 IBS); Rome criteria not placebo pain (p<0.01), urgency (p<0.05) and overall
used response (p<0.03) all vs. placebo
Hovdenak et al.*® 3-week, randomized, double blind, Loperamide 4 mg qg.d. vs. Improvements in stool frequency and
parallel (58 IBS); Rome criteria not placebo consistency (p<0.01), fewer painful days
used (p<0.01)

Efskind et al.®’

Cann et al.®®

5-week, randomized double blind (69 Loperamide 2-6 mg q.d. vs.

IBS; subtype not specified); Rome placebo
criteria not used

5-week, randomized, double blind, Loperamide 2-12 mg q.d.
cross-over (28 IBS); Rome criteria not  vs. placebo
used

Improvements in stool frequency
(p<0.0001)and consistency (p<0.01)

Improvements in stool frequency (p<0.001)
and consistency (p<0.01), diarrhea (p<0.01)
and urgency (p<0.01)

IBS, irritable bowel syndrome; ITT, intention to treat.

T ST gEEIYe] 37 5o aae yeErdch I AZEYS $3e] £ 7|5 543 J8g o= 4
g A5t A4 loperamide?] A5 RIS F7I3H BAAGEAR 2hgol, 15004 787kA] 2] Thofdt A2 Ed
SoFf 27 ATELS AA7IA 479 Hav) glon % 9 F8H F F2 1Y, 38 9 48 AV AT &5, T
ofo] wlef THUIA A5Tate] HHbEQl Sl JHAS ¢igle 7F 4l 5] 7]50] fojdteh ¥ A4 Aol S FA] oF
U, i e SHAIZ] I v SRS S0l B0l H O WA $PATe] AREY f8Ho) Aeyoz Agoh= &
AtHTable 3). U AFoA= $iofof vle] EFont ¥ F SAY A A 75 AgERe] ey T S
Hizto] Goet ZHAS BTk ®® g o)E dFES o Apol zA-of o] &H I Utk AREY 38 84 ddA=
Troll 29k 2Ape] 7 A, B 2up|Eg A8 o A A7 F] Agste] 1w A 9 o 53t Al
Ao AL, A Ho| 2] grom, tiio] 53 o] Zkol A%, A% Sodutatel IhA, WA 7Hzbe] Wit 53t
yeo] @r)zkel A aYE griston, A7)7ke] A & 2o ohofst 248 vehfie % Aty s A5 3
e Grgk A= op7] gt Ao Al gIHA Q] ASAZ AZE Il Qlck
Loperamides 83 AAA 9] kA dat W&o st Alosetron A2 EY 38 842 7rejst Azl 4%
AT o] gloy, HulE T 4= glo] Wy ExjofA A= A A A 5wt oo dist ARAR S90S
£ 5ol g fgjof o, wrfy A ST ARA R gke obgo|tt HH|PS A9t A F5Id e o
FolA] Fol7t B Qs Loperamide: & x4 (blood- Ao Zupy|es Hgotal dFe] dol vl Erial dd
brain barrier)& F3}5}A] ¢k7] wji£] diphenoxylatel} co- = ofg 29 9okl Rt AFEoA alosetronS AuE
deineXt} H2-go] FHc}, 29l SA] NI B 9 BRENT W FEite] o4&
QoFstH loperamidet= $]oFol H]&| IRl STl o] $jeko] g ot Eokow, il Wk, WHo| #7]
QLA FAFo] Aol B, BEREFNTO fodt v 5ol QoA = f-oJ3t H3lE L ¢lck(Table 4).7° 871¢]
glout v JejES THA L B S fosH Eol= Aok 2t AFE el A3 Aol A= $jofof| vl Tt
AIE Holck agAN WuE fakek = 9lof Haly yul A A SAel A4E AHYEE 0.79 (95% CI1=0.69-
A AEIo] ofd Aol FoAl Fo7F g sict 0.90), NNT+= 8 (95% CI=5-17)& & $4F 28 2344 0]
6) NZEH 38 £2X ZEH|(5HT; receptor antagonist) don, FASAALE 4T 2o X8 aE HAck”
HEEH 33 £88 ZYM= SAE HoIY IB2T0l|  FA§oRL v/l 1Y B0 FHoE Jeld glon] Kol
K20 =8 &Lt (Grade 2A, FiLpFE: oFe, AL Sofo] wheh WA W) S71ske A Heloh! Alg W]
=2 oF 584 thFE 59 FAgo] Ui xto| A WA &=
METL o HA 0= 5o3H12%), HAE 52TH77%), ¢lo]” Alghe Haleiiht 49l X o whgo] gl of
UK FTHB%), AR FoAHA] 2 (4%), DY o7 F2] A A I AT 5o ATt A5 obdA T
S}2] o-3(0%) Lolof A5l grop AREE T 9tk
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90 HET 5. UUY HEST AR0) U YNTRAA
Ramosetron AAFY IHIA A5 ASAE 7N 4, HiH S 59 o] AHAQl AR Azt ey
o A2 OFARE floF tixt AtollA] HubAQl F4 A alosetron> HH|, 94 o184 tidd 59 A% #4185
3, W o] 2 ol flerol S OISt e HUE 2 sle] BN Nael Wl G A Y
A0S R chTable 4).” R4 5398E Ao 125 FoTat SAo] ARtA o g AREE I gt Ramosetron
7 A gl a3 Aol A Abel F4e) THE AT AUEL BE Az Bakgo] glo] AN ThA
©] ramosetron ‘FO:] ] 47%= 9JoF Folte] 27% ] B3| AFHwe] v S T kol He dew Hel
oo Egrom, Azt A RIEA Qgkth o] ok
oFA|e} T s]o] HHAYRE S1E i obd] EalE|A] ook 7) NEEY 4 8HM| ZEH(5HT, receptor agonist)
ow, vt FHollA 7Rl 34 A7 AY Feoltt NEEH 43 +8H| Z8H= HHIY oY ¥3Ss &
foFlH AREY 3% 784 A= WnES AlQlet Xt X220 =22 FC (Grade 2A, AL 7 oFF, SA
g et A A AREASl S, Be 3 EREF T ED)
Table 4. Studies of 5HT; antagonists for treatment of IBS
Author Study design and ITT population Treatment Key findings
Bardhan et al.%? 12-week, randomized double blind, Alosetron 0.1, 0.5, and 2 Increased pain-free days and decreased VAS
parallel (462 IBS-D); Rome | mg b.d. vs. placebo score for diarrhea (p<0.05)
Hardened stools and reduced stool frequency
(p<0.002)
Camilleri et al.®® 12-week, randomized, double blind, Alosetron 1 mg b.d. vs. Greater relief of pain/discomfort (p<0.001),
parallel (626 IBS-D); Rome | placebo decreased urgency and stool frequency, and
improved stool consistency (p<0.001)
Chey et al.® 48-week, randomized double blind, Alosetron 1 mg b.d. vs. Greater 48-week average relief (p<0.01) and
parallel (714 IBS-D); Rome | placebo urgency control (p<0.001)
Lembo et al.?® 12-week, randomized, double blind, Alosetron 1 mg b.d. vs. Greater urgency control (p<0.001); improved
parallel (492 IBS-D); Rome I placebo global symptoms (p<0.001) at 4, 8, and 12

66

Camilleri et al. 12-week, randomized double blind;

(370 IBS-D or IBS-M); Rome |

Chang et al.®’ 12-week, randomized double blind;

(662 IBS-D, male); Rome |

68 12-week, randomized double blind;

(647 female, IBS-D or IBS-M); Rome |
and negative Gl investigations within
the last 5 years

Camilleri et al.

Krause et al.®® 12-week, randomized double blind;

(705 female, IBS-D); Rome Il

Lembo et al.”® 12-week, randomized, double blind,

(801 female, IBS-D); Rome I

Matsueda et al.” 12-week, randomized, double blind,
parallel (539 IBS-D); Rome I

Matsueda et al.”® 12-week, randomized, double blind,
parallel ( 418 IBS-D); Rome Il

Alosetron 1, 2, 4, 8 mg
b.d. vs. placebo

Alosetron 0.5, 1, 2 and 4
mg b.d. vs. placebo

Alosetron 1 mg b.d. vs.
placebo

Alosetron 0.5 or 1 mg
o.d., or 1 mg b.d. vs.
placebo

Alosetron 1 mg b.d. vs.
placebo

Ramosetron 5 pg q.d. vs.
placebo

Ramosetron 1, 5, 10 ug
q.d. vs. placebo

weeks

Females: greater relief of pain/discomfort,
(p<0.05); decreased urgency and stool
frequency, and improved stool consistency
(p<0.05)

Greater relief of pain/discomfort, (p<0.05);
improved stool consistency (p<0.001)

Greater relief of pain/discomfort (p<0.05),
decreased urgency and stool frequency, and
improved stool consistency (p<0.001)

Improved global IBS symptoms (p <0.02);
Greater relief of pain/discomfort (p=0.038)

Improved global IBS symptoms (p <0.001);
Significant relief of bowel urgency (p<0.001)

Improved global IBS symptoms (p <0.001)

Ramosetron 10 pg; Improved global IBS
symptoms (p <0.026), Greater relief of
abdominal pain/discomfort (p<0.002),
Improved abnormal bowel habit (p=0.038)

IBS, irritable bowel syndrome; ITT, intention to treat.
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T2 o AH o= FOH(12%), AR FAH(76%), W ey SRS HaskE ] Sl et s
AR EOIGH12%), AR BOJBHA he0%), AHoR 5| £ Xo|g Kol gkgkr}”
o FA] 2<(0%). Tegaserod®] ok A F24g-of WA = ¢]oF

AeEd 49 +#8A 28A= otHEE, calcitonin HI8l o3t Aol & Kol okAlnt, AA) &t FAgo R
gene-related peptide (CGRP) 59| 914 25 Hoidh= UEPdtE ™ 0.1%2] Tajol| s AN &S A= =
N7 AdBAY Gole AR YT o5 % Bul o 4R Rakgo] Buslo], Awg AsletArks} 554
e A8k W 44 A4S 2Eske anE vE njeke] of g WY AN FSIt £ W WH &
o % gh e sy g S-S Sk (g & o AlE Sl AREEHIL A
Zo] "tk A2EY 4% 5849 A i 284 (partial Renzapridew A|2EY 3% 784 At AIZEY 4
agonist)?l tegaserod= WH[Fo|L} Wy AW A5 @ 84 A8AY AE-E FAlol 7HAL Yl FHER cis-
A HideR 3 ofg] 7] dizdt dF-solA ARkl apride®} "¢ AL £405 ZHAAL ok WHIE 22
S 2oy Ao Hidt tEE, By, SREHA, W g g AT SRS dAde® 3 a7]ef ffefrixat
oF T2 S Tl ffofel g oA w2 Aow Aol A HREAQL S AiAdEol fiokel HIs) frofet Ao
HuEcKTable )7 11709] B49] tx A74ES o 2 oA gglon, AR AdA g FIAIE] W, g
oz WAL AWYS f tegaserodS Fofdk Fol o 27| wjul W= Sol A foldt oS MLk of
A A Sl A14E v EE 0.85 (95% CI=0.80-0.90)5 ATF=S R vERRAS oFgs ol & 4ol A&
Qfefoll w3 & S -] antAo|glon, MY St H WY TS 0.99 (95% CI=0.79-1.23)& ZA4F 7Alo] glo]
Table 5. Studies of 5HT4 agonists for treatment of IBS

Author Study design and ITT population Treatment Key findings
Nyhlin et al.” 12-week, randomized double blind, Tegaserod 6 mg b.d. vs. Greater overall relief from IBS symptoms over
parallel (647 IBS, no IBS-D); Rome Il placebo weeks 1-4 (p=0.0049) and weeks 1-12

Muller-Lissner et
al 76

12-week,
parallel

randomized double blind,
(881 IBS-C); Rome |

Novick et al.” 12-week,

IBS-C, female); Rome |

Kellow et al.”®
IBS, no IBS-D); Rome I

Tack et al.”
IBS-C, female); Rome I

Harish et al.®’ 12-week, randomized double blind,
parallel (40 male, IBS-C); Rome Il and

negative Gl investigations

Chey et al® 4-week, randomized double blind, (661

IBS, no IBS-D, female); Rome Il

Tegaserod 2 or 6 mg

b.d. vs. pla

randomized double blind, (1519 Tegaserod 6

placebo

12-week, randomized double blind, (520 Tegaserod 6

placebo

10-week, randomized double blind, (2660 Tegaserod 6

placebo

Tegaserod 6

placebo

Tegaserod 6

placebo

cebo

mg b.d.

mg b.d.

mg b.d.

mg b.d.

mg b.d.

VS.

VS.

VS.

VS.

VS.

(p<0.0001)

Improved global IBS symptoms (p <0.005),
Greater relief of abdominal pain/discomfort
(p<0.05), Increased number of bowel
movement (p<0.05), Decrease in stool
consistency (p<0.05)

Improved global IBS symptoms (p<0.033),
Greater relief of abdominal pain/discomfort
(p<0.003) and bloating (p<0.05), Increased
number of bowel movement (p<0.05),
Decrease in stool consistency (p<0.05)

Improved global IBS symptoms (p <0.0001),
Greater relief of abdominal pain/discomfort
(p=0.0134), Increased number of bowel
movement (p=0.0002), Decrease in stool
consistency (p<0.0001)

Greater global symptom relief and/or abdominal
pain/discomfort during initial and repeated
treatment (p=0.0001), Improved bowel habit
and quality of life

Significant difference in colonic transit time
(p<0.05), Decrease in stool consistency
(p<0.05)

Significant improvement in satisfactory relief of
IBS symptoms (p<0.001)

IBS, irritable bowel syndrome; ITT, intention to treat.
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