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Some IBS Symptoms May Be Mediated
by 5-HT Receptors in the Colon
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Effect of tegaserod on additional
dysmotility symptoms of IBS-C?

' Improved stool consistency

' Increased number of BMs/wk

l Reduced straining

l Relieved bloating

l Reduced abdominal pain / discomfort

= In adouble-blind RCT (tegaserod n=1645; placebo n=405): IBS-C QoL was significantly
better in patients treated with tegaserod, p=0.005 vs placebo?
m Efficacy beyond 12 weeks has not been studied
® Response rates vs placebo were greater at month 1 than at month 3
1Kellow et al, Gut 2003; 52: 671
2Patrick et al, Gastroenterol 2005; 128: A287




Therapeutic effects of fluoxetine in IBS-C
patients: A randomized-controlled study

u Atweek 4, all (bloating, di t, stool , change in bowel habit
<3 bowel movements / week) less frequent in the fluoxetine patients vs placebo (p<0.05)

® Mean number symptoms per patient decreased from 4.6-0.7 in fluoxetine patients vs 4.5-2.9 in
control patients (p<0.001)

® Low dose fluoxetine effective in IBS-C patients, but there is need for further studies
Vahedi et al, Aliment Pharmacol Ther 2005; 22: 381

Efficacy of rifaximin for chronic
bloating and flatulence in IBS patients

O Rifaximin 400 mg bd (n=37)
O Placebo (n=33)

NB 38% IBS-C

*p<0.05 vs placebo

m Antibiotic

mModest effect in short term management of gas-related abdominal symptoms
mStudy limitations: short duration of treatment and follow-up, small sample size

Sharara et al, Am J Gastroenterol 2006; 101: 326




Prevalence and incidence of
constipation in the US

® Prevalence:

+ estimated
55 million Americans

(prevalence 28%)"
» men 12%2

» women 16%2

» elderly individuals  40%?

® Onset rate 40/ 1000 person-years*

Overlap in IBS-C and
chronic constipation (CC)

p—
At least 12 weeks, which need not be consecutive, in the preceding 12 months:

IBS-C

® Abdominal pain / discomfort
associated with two or more
of the following:

® <3 BMs per week

e hard or lumpy stools

o relieved with BM

= May also be associated with:
e bloating, feeling of abdominal
distension, passage of mucus,
straining
e incomplete evacuation
e may alternate with diarrhea

Thompson et al, Gut 1999; 45: 1143

BM = bowel movement

Functional subtypes

of idiopathic constipation
e ————

Slow
transit
constipation

Irritable
bowel

n North Am 200
roenterol

Measurement of colonic transit:

Distribution of radiographic markers

<6 markers

Normal Slow-transit Functional

Rings are

remain scattered

throughout
the colon

Rings are
gathered In the
rectosigmoid

Faigel et al, Clin Cor = 2002; 4: 11

Manometry in patients with dyssynergia

Rectal

Normal Dyssynergic defecation

f Il'j Rectal i
A "

‘a0, Gastroenterel Clin North Am 2003; 32: 659

Summary:

Pathophysiology of chronic constipation

m Slow-transit constipation:

.

.

impaired colonic and rectosigmoid contractile response
reduced colonic propulsion of stool with slower transit
fewer serotonin cells in the colon

abnormalities in serotonin receptor protein

absent or decreased number of interstitial cells of Cajal

mDyssynergic defecation:

.

impaired co-ordination of muscles involved in defecation
impaired sensation

m |BS with constipation:
* primary complaint is abdominal pain
+ altered release and re-uptake of serotonin




Summary:
Tegaserod in chronic constipation

n chronic constipation, tegaserod:

m Normalizes impaired motility and stimulates
intestinal secretion

B [ncreases bowel movements

B Provides effective and sustained relief of:
= straining
* hard / lumpy stools

= [mproves global constipation relief score

® Has a favorable safety profile

Johanson el

Lubiprostone in the treatment
of chronic idiopathic constipation

W Phase lIl, double-blind, placebo-controlled trial of lubiprostone vs placebo 28 days

SBM 24 hours post-first dose (%)
80

o [ Placebo

613 (n=118)
M Lubiprostone 24 ug bid

(n=119)

0
*p<0.0001¢

Chronic constipation = <3 SBM per week. Minimum of 6-month history
SBM = Any BM that did not occur within 24 hours of rescue laxative use

Johanson et al, Am J Gastroenterol 2005; 100: S324
Johanson et al, Am J Gastroenterol 2005; 100: S328

Comparison of lubiprostone
and tegaserod in CC

Lubiprostone® Tegaserod?
Description Chloride channel activator 5-HT, agonist
Mechanism of Increases intestinal fluid secretion | Stimulates the peristaltic reflex
action Stimulates intestinal secretion
Inhibits visceral sensitivity
Indications CC in male and female patients CC in male and female patients
<65 years, IBS-C in female
Administration Twice daily orally with food P88 aily orally before meals
Patients Lubiprostone 61.3% Tegaserod 62%
experiencing SBM
in first 24 hours34"
Adverse Diarrhea (13%) Diarrhea (7%)
Events in CC* Headache (13.2%) Headache (15%)**
Abdominal pain (6.7%) Abdominal pain (5%)
Nausea (31.1%) Nausea (5%)

Different endpoints make the trials difficult to compare 1L ubiprostone Pl

*AE rates for tegaserod in IBS-C are not listed here p
*Rate reported in IBS-C, only aggravated ‘Tegaserod Pl
headache listed for CC (1%) 2Johanson, Am J Gastroenterol 2005; 100: $324
“Kamm, Am J Gastroenterol 2005; 100: 362




FDA-approved prescription
medications for constipation

All constipation
< Duration=—=

— 1

Laxatives Chronic IBS with
.p idiopathic ;
EG [ constipation constipation

« lactulose l

!
Tegaserod
Lubiprostone

THE END




