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Irritable Bowel Syndrome (IBS)
®

 Functional bowel disorders characterized by
— Recurrent abdominal pain, bloating or distension
— Alteration in bowel habits

 Without any evidence of underlying damage
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Pathophysiology

* IBS pathophysiology is not clear




Rome IV (2016) Definition of IBS

Gastroenterology 2016;150:1393-1407




Subclassifications of IBS
()

IBS-D (IBS with diarrhea) — & AFH&

IBS-C (IBS with constipation) - HHI &

IBS-M (IBS with mixed bowel habits or a cyclic pattern) - E&&
IBS-U (Unsubtyped IBS) - HISO0I &
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Diagnostic Algorithms of IBS
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1 Patient with recurrent |
abdominal pain associated

*Alarm features
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Treatment
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Treatment
()

« Lifestyle modification
o=

— o

— 2]0][: exclusion of symptom provoking foods & low FODMAP diet

 Pharmacologic therapy
— &I 34 (pain, diarrhea, constipation) Of| [Ct2}
— Zf M= &= : probiotics, antibiotic

 Psychological intervention
- X WERY, ASHMNa Y AU Y 5




Dietary modifications

. A2 ABNL F U= B4 T
— JX|EA0|, RHE, 7|50 ElZl 24, =58, B, 3=, 7t 9
dntkA ¢l A AEH(NICE 7lel==kgl 201549)
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20153 7™ National Institute for Health and Clinical Excellence 7}0| E2}€l

e O W W G uui




Low FODMAP diet

« FODMAP: A10| Et=3}E9| &dF o
Hokes 22| o|lE s e =
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Exercise

@
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Pharmacotherapy

Abdominal
pain/discomfort/bl Constipation Diarrhea
oating
* Antispasmodics * Fiber * Loperamide
« Antidepressant » Lactulose, PEG « Ramosetron
* Rifaximin * Prucalopride » Alosetron
- Probiotics * Lubiprostone . CES AL SAHH|

* Peppermint oil Linaclotide

 Eluxadoline




Abdominal pain in IBS

Increased bowel motility

®

« Antispasmodics

Visceral hypersensitivity

« Antidepressants




Antispasmodics

ol

o 2™ a1t
» Scopolamine
Cimetropium
Blurred vision, dry mouth, urinary retention/BPH, =L{%&

Anticholinergics

Alverine citrate

Calcium channel

e Pinaverium bromide =A%, 13/ HES 90|
blocker « Octylonium bromide
. e Papaverine
Direct smooth P i
« Mebeverine
AU R CE | peppermint oil
e Trimebutine X2ty AAHZEl FAIK|/0|SEE

 Tiropramide MZL{ cAMP 57t 28 BEd &5
« Phloroglucinol COMT &3} X{df, = = nt
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Antidepressant

-

ASHA| SR 2H|(tricyclic antidepressant)2t MEHH A
EEH g+ 2AHH(selective serotonin reuptake
inhibitor)= 28 M0y FE2T X9 K=0 =22
ZL}, (Grade 1A, A3l = kgl &4 4+ =92)

HEZ YA AA o5 Fol3H30%), A= 523H52%),

AR FAFTR), WA Tl k2%, AHOE 5

Qx-S 2B (cognitive behavioral therapy), 944
AMQ®¥(dynamic  psychotherapy), ZIHE(hypno-
therapy)2 Y5 MY HESL 2o K=0 =2 &
Ct. (Grade 2B, U3l /<= 2R}, $4 T 55
HE7L oA AH oz S23H7%), WA= S2]3H54%),

L FelRh29%), AR EelaA ke (11%), AHew

o3l k5 (4%).

- SS 71

- |BS: Brain-gut disorder

S 2eHA 5 0%).

« Overlapping psychological disorder (anxiety, depression, somatization)

« TCA & SSRI

— Effect on central pain & psychological distress

— Effect on bowel function
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Antidepressants

« Slowing Gl transit & diarrhea @ (IBS-C A} AFE F9))

« SIE: 8 AX, = BHY0, Hx/d7]s 0, X[HZ/EE, HH

SSRI : Fluoxetine, Sertraline, Paroxetine

« HEH Ol well-being sense 37, HH| =™
- Accelerating Gl transit = constipation 2t=f

« SIE: U8R, =8 g0, 97| FOofl, At

Bupropion, mirtazapine, trazodone

* Diazepam, lorazepam (BZD) S2 ME2 HE X &
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Pain medications

* Pregabalin (Lyrica), Gabapentin (Neurontin)

« [Ease severe pain or bloating




Management of constipation

1st ot  Bulk laxatives (Fiber supplement)
S ep « Osmotic laxatives (lactulose, PEG)

* 5-HT4R agonist
(Prucalopride)

« CI- channel agonist
(Lubiprostone, Linaclotide)




| axatives

 Bulk laxatives (Fiber supplements)
— Psyllium (Mutacil, Agio)
— Polycarbophil (Sylcon, Wellcon)

MOl RE SR M3 Réls HASIE M|, SRBO (125 HHOR MAJY|
EEk)

 Osmotic laxatives
— Magnesium salts (MgO) : X g/tE2 0, 10 AHEYHS
— Lactulose (Duphalac)/ Lactitol (Ctrilactitol) : &£
— PEG (Mylax, Forlax)

e Stimulant laxatives
— Bisacodyl (Dulcolax)
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5-HT4 receptor agonists

MzEd 49 =84 ZExc= HHld 4oy 333
2Rt K20 =S ECh (Grade 2A, A3 77 43, 5
A T EF9)

27t oA AH o= Fo3H(12%), A = S5-218H(T76%),
L S2A8H12%), A= FelebA] $E(0%), FHE &
ofshA] 9E50%).

* Prucalopride (Resolor®)

HSH2 opAof BtS0| Bls 8




Chloride channel agonists

My HASS2N= W™ 1oy FE5ER 28Xl e T
XI20| EIEO|CL (Grade 1B, F3L 55 24, 57 55 e —
ZEE - AP ~o
MBI} o|A4: AR o7 Zoldh12%), vlHE £o)3HT73%), 25 ol E ztaAlzich g, QI

ATP

"

2] _6_]-.11 ?;-:I-; —‘C::‘(O%}‘ Lubiprostone (Chloride channel activators)
Linaclotide (Guanylate cyclase C agonist)

A FARAS%), WA FshA 955(0%), A H e &

* Lubiprostone (Amitiza®)
— Chloride channel activator
- YY=H| S75t0 HitiE FASID &
— Chronic constipation, IBS-C
- ROMAEE
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* Linaclotide (Linzess®)
— Guanylate cyclase activator
— MZLU cGMP 57— ZHZEH| S7i5t0 HiH = FAHStE 25 %
— Visceral hypersensitivity | = abdominal pain/bloating

— Chronic constipation, IBS-C
GCR: guanylate cyclase
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Targeting diarrhea

Eluxadoline

Bile salt
sequestrant

y

Loperamide Antibiotics (Rifaximin)

5-HT; antagonist

-

Low FODMAP

Probiotics




Probiotics

DZHO|QEAE U DY HFSF #XL9| :tuaon
T8 & & UCL (Grade 2C, UL 7 oFg, 57

2)

HMEJ} oJ74: Ao 5o8H19%), Xl 52]3H73%),
A5 %'°:|°]’(3% EH A2 ZosA] okS(0%), 21 Aowg &

2l o];{] P O%)

* |actobacillus, bifidobacterium

MM ol A M 2 E/distension O] 22
— Control IBS-D/IBS-C




Loperamide

« Loperamide

— Opioid agonist

E

30| SIS XY, HU 228 =
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— Does not cross the BBB & No analgesic properties & No potential for
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addiction

— 2-4 mg/day -> titration (max 16 mg/day)

— SJ/E: constipation, bloating, nausea, abdominal cramps




5-HT3 receptor antagonists

M=zEY 38 =24 dgd= dArd atld 3522
o] X0 =82 ECI. (Grade 2A, il g SAF
= oE)

HE7t 2d: AH ez F23h12%), WA= S23HT7%),
B T2 E%), HAE F2skA k5e%), AHoE &
2JetA] eF50%).

o THIMO| ZSMINMA EE HAL ST
* Alosetron (Lotronex®)
o oiThHH] 585 gd EE > AlH EH3
. 20044 X|BHA 5L
- 04, 1BS-D
- Ramosetron (Irribow®, 5 & 2.5uQ) e
- Ljofd A otdo]l 2 o
- =4 Z[CH 10ug, - Z[CH 5ug
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Rifaximin (Normix)

HE+d 348 A SV[7F A2 L8 ald &

-E BIXte| X|20| =88 FL} (Grade 2B, #13L G
S/ T TR

:'r o|A: AH o w FolFH12%), thHlE 52l §HT77%),

o138 %), AR FosA kFu%), AR &

s
A 252 0%).
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Wide-spectrum antibiotic

|:|| Q_Jl\_g 7=|__|.I. SHAH X—”

« Abdominal pain/bloating, global symptoms
« 550mg= 1¢ 32|, 237t
« Effect persist over 12 weeks

 Re-treatment reproduce initial outcome




Eluxadoline (Viberzi®)

“Viberzi

103 M0 pER TARLET

* M- and k-opioid receptor agonist and &-opioid receptor antagonist
« IBS-D : improving diarrhea & abdominal pain (20153 FDA & ¢l)
« CIx.: Hx. of pancreatitis, cholecystectomy, alcohol abuse

A Primary Efficacy End Point, Wk 1-12 B Primary Efficacy End Point, Wk 1-26
100 Placebo Eluxadoline, 75 mg Eluxadoline, 100 mg 1009 Placebo Eluxadoline, 75 mg Eluxadoline, 100 mg
90 90|
30 80
704 A=8.0 A=13.4 A=10.3 704 A=103 A=125 A=115
= I I [ | - [ | [ I
9_\0’ 604 A=6.8 A=12.7 A=95 g' 60— A=4.4 A=10.2 A=72
‘g 50 ‘2 504 *ik
@ *% w T ek . w
3 __— b=t 32.7
= 404 289 296 © 404 29.3 30.4 31.0
- 239 251 I 262 27.0 S 234 I i %67 2
i b 20.2
VAT - 16.2 I 16.7 il 190 I 0 195
0] 7 I T 04 T s I
104 10
0 0
PO PO & P W IR P A A R
P / 7 7 P P P
& SR & SR R & S R
1BS-3001 Trial IBS-3002 Trial Pooled Data 1BS-3001 Trial 1BS-3002 Trial Pooled Data




Bile acid sequestrants

 Cholestyramine

- HEMUO 2ol =

Ijot

+2 ofx

itfy

o| Xi

— Bile acid diarrhea: ileal disease, ileal resection, cholecystectomy,

SIBO, pancreatic insufficiency

— 4 g/day - increase to 4g bid to qid

— Gl side effects: bloating, flatulence, constipation
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