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Abstract

A Alosetron isa potent and highly selective serotonin
5-HT3receptor antagonist which has been evaluated
for the management of irritable bowel syndrome
(IBS). It blocked thefast 5SHT3-mediated depol arisa-
tion of guinea-pig myenteric and submucosa neu-
rons in vitro, with half-maximal inhibition at
approximately 55 nmol/L.

A Alosetron attenuated the visceral nociceptive effect
of rectal distension in conscious or anaesthetised
dogs. It increased the compliance of thecolonto dis-
tension in patients with IBS and delayed colonic
transit in patients with IBS or carcinoid diarrhoea
and in healthy volunteers.

A Asingledoseof aosetron4mgincreasedinvivofluid
absorption in norma human small intestine.

A Inclinica tridsin patientswith IBS, alosetron 1mg
twicedaily waseffectivein relievingabdominal pain
and discomfort. Alosetron was most effectivein fe-
male patients and particularly in those with diar-
rhoea-predominant IBS.

A Inpatientswith IBS and healthy volunteerswho re-
ceived alosetron, the most common adverse event
was constipation.

Indication

Management of irritable bowel
syndrome

Mechanism of action

Dosage and administration
Usual dosage in clinical trials
Route of administration

Frequency of administration

Peak plasma concentration

Time to peak plasma
concentration

Oral bioavailability (2 or 4mg
oral dose)

Elimination half-life

Adverse events

Most frequent

Features and properties of alosetron (GR 68755)

Phase III; submitted for
regulatory approval in Europe
and other countries worldwide;
approved and launched in the
us

Serotonin 5-HT3 receptor
antagonist

2 mg/day
Oral

Twice daily

Pharmacokinetics (2mg oral dose)

8.6 pg/L (6.1 pg/L for Img
twice daily)

1.8h

50-60%

1.5h

Constipation
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Irritable bowel syndrome (IBS) is a common
disorder thought to result from dysregulation of in-
testinal motor, sensory and CNS function. The
characteristic symptoms of abdominal pain, bloat-
ing and disturbed bowel function (diarrhoea or
constipation or both alternating) are attributable to
disturbed intestinal motility and enhanced viscera
sensitivity.[12

Alosetron is a potent and highly selective sero-
tonin 5-HT3 receptor antagonisti34 which has been
evaluated for the management of irritable bowel
syndrome (IBS). 5-HT 3 receptors have been shown
to be involved in motor and sensory processes in
the gastrointestinal tract.!>€l

1. Pharmacodynamic Profile

¢ Alosetron (0.01 to 1.0 pumol/L) blocked the
fast 5-HTs-mediated depolarisation of impaled
guinea-pig myenteric and submucosal neurons,
with an 1Csp (concentration causing half-maximal
inhibition) of approximately 55 nmol/L. Thiseffect
was concentration-dependent. At high concentra-
tions (1 pmol/L) aosetron inhibited the 5-HT1p-
mediated slow depolarisation of these neurons. In
second order submucosal neurons, it also inhibited
fast and slow excitatory postsynaptic potentials
evoked by mucosal stimulation. Thiseffect wasnot
seen with granisetron or ondansetron.[]

« Inhibition of serotonin-induced flare response
(amodel of 5-HT3 receptor activity) by alosetron
occurred in adose-dependent manner in healthy male
volunteers who participated in adouble-blind, pla-
cebo-controlled, crossover trial.[®l 12 volunteers

0 Adis International Limited. All rights reserved.

were randomised to receive single doses of oral
alosetron 0.05, 0.25 or 1mg, or placebo; dorsal in-
tradermal injections of serotonin 160uM were ad-
ministered at intervals over the subsequent 12 hour
period and the flare size measured to determine the
effect of the drug on flare response.[®l The median
duration of action was 10 hours with the 1mg
dose.[8]

Effects on Visceral Perception

In Animals
* In cat and rat animal models, alosetron an-
tagonised the stimulatory activity of 2-methyl-5-
HT on5-HT3receptorson vagal afferentsintheleft
cardiac ventricle; alosetron was 3 to 10 times more
potent and showed alonger duration of effect than
ondansetron in the rat model.[®f Alosetron pro-
duced potent inhibition of the depressor response
to colorectal distension in an anaesthetised rat
model; the half-maximal inhibitory dose of grani-
setron was 3 ug/kg. The potency of alosetroninthis
model was 5 to 10 times that of ondansetron or
granisetron.[®!

 Alosetron attenuated the changesin blood pres-
sure which occur following rectal distension in
dogs. Thisvasoactive model representsamodel for
visceral pain. Increasesin blood pressure produced
by rectal distension were decreased by approxi-
mately 70 to 80% compared with placebo (p <
0.05) in anaesthetised dogs administered 0.1 to 10
mg/kgintravenously or 0.1to 1 pg/kgintracerebro-
ventricularly or conscious dogsgiven 10 mg/kg in-
travenously or 1 pg/kg intracerebroventricul arly.[10)

In Humans

* Inatria thatincluded 22 evaluable patientswith
IBS, alosetron 0.25 or 4mg twice daily for 7 days
increased the compliance of the colon to distension
produced by a barostat bag. Compared with pla-
cebo, alosetron 0.25 and 4mg twice daily increased
the median volume of the barostat bag at which the
first sensation was perceived (by 61and 90ml, re-
spectively; p = 0.07 and 0.028, respectively). The
volume at which pain was perceived was also in-
creased versus placebo(by 71 and 84ml, respec-
tively; p = 0.039 and 0.017, respectively).[11]
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* In hedthy volunteers (n = 12) alosetron 1mg
twice daily for 6 days did not significantly modify
compliance of the gastric wall to distension or vis-
ceral perception of gastric distension compared
with placebo.[12

Effects on Gastrointestinal Motility
and Absorption

The effects of alosetron on gastrointestinal mo-

tility and absorption in healthy volunteers and pa-
tients with IBS or carcinoid diarrhoea have been
evaluated in double-blind, placebo-controlled
studies.
» A single dose of alosetron 4mg increased fluid
absorption under basal conditions in normal hu-
man small intestine (by 34%; p = 0.03), but did not
promote absorption or reduce secretion in cholera
toxin-induced hypersecretion. In this in vivo vol-
unteer (n = 7) study, a 30cm segment of jejunum
was isolated by 2 occluding balloons.[13]

* In patients with IBS (n = 12), alosetron 2mg
twice daily for 8 days delayed colonic transit after
ameal by prolonging left colonic transit (23 vs 12
hours with placebo; p = 0.006). Mean whole gut
transit time (as measured by transit of radio-
opaque markers) was slightly increased with al-
osetron compared with placebo but this was not
statistically significant (72 vs 59 hours; p = 0.13).
Small bowel transit time was unaffected by al oset-
ron.[14]

» Similar effectswereseeninanileal brake model
in healthy volunteers (n = 12) given the same dos-
age of alosetron. Median whole gut and colonic
transit times were delayed by approximately 8to 9
hours (p < 0.05 vs placebo).[*® After asingle dose
of alosetron 4mg, orocaecal transit time in healthy
volunteers (n = 20) was increased significantly
(310 vs 235 minutes; p value not stated).[1€]

* In patients with carcinoid diarrhoea (n = 26),
alosetron 0.5 or 2mg twice daily for 3 weeks sig-
nificantly slowed proximal colonic emptying [p <
0.05vs0.1mg twice daily (p values vs baseline not
reported)] but had no effect on gastric emptying or
small bowel transit time.[17]

0 Adis International Limited. All rights reserved.

« Alosetron 4mg twice daily for 7 days had no
adverse effects on oesophageal motility or lower
oesophageal sphincter pressure (n = 20)18 or on
small bowel motor patterns (as measured by pro-
longed small bowel manometry; n = 9)[19 in heal-
thy volunteers.

2. Pharmacokinetics

Absorption

* In 24 male volunteers who received alosetron
2mg twice daily for 28 days, mean maximum
plasmaal osetron concentration (Cpax) Valueswere
8.6 ug/L onday 1[inatime (tmax) Of 1.8 hours] and
12.4 pg/L (tmax 1.7 hours) on day 28; correspond-
ing area under the plasma concentration-time
curve (AUC) values were 26.6 and 39.4 pg-
h/L.[20]

« Alosetron does not accumulate in the plasma
during repeated oral administration of 1mg twice
daily.[21] In a study conducted in 30 healthy male
and femal e volunteers who received oral alosetron
1mg twice daily for 29 days, steady-state plasma
concentrations of alosetron werereached on day 1.
There was no evidence of accumulation of aloset-
ronintheplasmaondays8, 15, 22 or 29; respective
Cmax values at these time-points were 6.1, 6.1, 5.9
and 6.1 pg/L, compared with 5.1 pg/L on day 1.[21

* A single4mg dose of alosetron produced a Crax

of approximately 20 pg/L within 1.5 hours in
healthy volunteers (n = 2).[22 The oral bioavaila-
bility was 47% after a 4mg dose in volunteers
(number not reported)[23! and approximately 60%
after a2mg dose in 48 volunteers.[?4

* In 20 healthy volunteers, single-dose adminis-
tration of alosetron 4mg with a high fat meal res-
ulted in small but statistically significant decreases
in Cnax and AUC values and a dlight increase in
tmax (15 minutes) compared with fasted-state val-
ues.[3] However, the investigators concluded that
these changes were unlikely to be of clinical sig-
nificance.

Drugs 2000 Mar; 59 (3)
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Metabolismm and Elimination

« Alosetron is cleared by metabolism and elimi-
nated mainly by the kidney (approximately 70%),
mostly as 12 metabolites, with only 6% of thetotal
dose recovered as nonmetabolised drug. Since 1%
is recovered in faeces as nonmetabolised drug,
93% of the dose is metabolised. The plasma elim-
ination half-life (ty,) was approximately 1.5 hours
for the parent compound and 3.0 hoursfor the par-
ent compound plus circulating metabolites.[22 In
24 male volunteers, the ty, was 1.4 hours. Oral
clearance was 71 L/h.[26]

* Moderately higher systemic alosetron exposure

was observed in female volunteers compared with
males, as a result of lower systemic clearance.
However, this was considered clinically insignifi-
cant by investigators who studied the pharmacoki-
netics of single doses of alosetron 2mg adminis-
tered by intravenous infusion or oraly in 12
healthy young male and 12 healthy young female
volunteers.[27]

e Microbial in vitro biotransformation studies
showed that alosetron was metabolised by N-de-
methylation of the indole group, hydroxylation at
C4 of the lactam ring, dealkylation of the lactam
nitrogen and extensive oxidative and reductive me-
tabolism of the imidazole moiety.[28!

Influence of Age on Pharmacokinetics

¢ AUC and Cpox valueswere higher in elderly fe-
male (n = 12) than in elderly male volunteers (n =
12) [62.4 vs 39.1 pug- h/L and 18.7 vs 11.6 pg/L,
respectively, after a2mg dose of a osetron]. Lower
values for these parameters were found in young
male volunteers (n = 24; 26.6 ug- h/L and 8.6
M/L). Crmax and AUC were increased on day 28 of
twice daily administration in the young men (to
39.4ug- h/L and 12.4 pg/L; p value not stated) but
not appreciably in the other 2 groups. Ages of vol-
unteers were not stated.[??! These results are con-
sistent with those of a similar study reviewed by
Gunput.[24

0 Adis International Limited. All rights reserved.

Drug Interactions

« Alosetron did not significantly alter the metabo-
lism or plasma concentrations of coadministered
cisapride.[9] Coadministration of alosetron and
theophylline did not alter the metabolism of theo-
phylline by cytochrome P450 (CYP) 1A2.[3% |n
healthy female volunteers receiving an estrogen/
progesterone-containing monophasic oral contra-
ceptive, coadministration of alosetron 1mg twice
daily resulted in small but statistically significant
decreases in plasmalevonorgestrel and ethinyl es-
tradiol concentrations. Nevertheless, these de-
creases were not considered large enough to result
in aclinically significant effect on the efficacy of
the oral contraceptive.[31]

3. Therapeutic Trials

Alosetron has been evaluated in randomised,

double-blind, placebo-controlled clinical trials in
patientswith IBS. After a2-week screening period,
treatment was given for 12 weeks. Double-blind,
randomised trials that compared alosetron with
placebo or mebeverine have been published.[32-34]
Adeguaterelief of pain and discomfort[33 was used
asaclinica end-point to evaluate the response to
treatment in some studies. Other end-points in-
cluded improvements in bowel function, sense of
urgency, stool frequency and stool consistency.
e A randomised, multinational, dose-ranging
study compared alosetron 0.1, 0.5 and 2mg twice
daily with placebo in 454 patients with IBS. 63%
of those treated with alosetron 2mg twice daily re-
ported improvement of abdominal pain/discomfort
(p < 0.05 vsplacebo), compared with 51% of those
who received placebo (fig. 1). Alosetron 2mgtwice
daily was most effective in those with firm to
loose/watery stools. At this dosage, alosetron also
significantly increased the median number of pain-
free days compared with placebo during weeks 5
to 8 (to 36 vs 29; p < 0.05) and weeks 9 to 12 (to
41vs 32; p<0.05).[32

» Alosetron was effective in relieving abdominal
pain and improving bowel functions in non-
constipated female patients with IBS.I38 This

Drugs 2000 Mar; 59 (3)
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Fig. 1. Efficacy of alosetron in patients with irritable bowel syn-
drome (IBS). Proportion of patients reporting improvement of ab-
dominal pain/discomfort. 454 patients were randomised to receive
alosetron 0.1 (n = 113), 0.5 (111) or 2mg (113) twice daily or pla-
cebo (117) for 12 weeks in this multinational multicentre study.[32]
* p < 0.05 versus placebo.

double-blind, international, dose-ranging study
randomised 370 male and female patients to re-
ceive alosetron 1, 2, 4 or 8mg twice daily or pla-
cebo. Among female patients, a significantly
greater proportion of thosereceiving a osetron 1 or
2 mg twice daily reported adequate relief of their
symptoms compared with placebo recipients (60
and 59 vs 33%; p < 0.05) [fig. 2]. Stool urgency,
frequency and consistency significantly improved
in female al osetron recipients. In male patients, al-
osetron did not appear to improve symptoms, with
only stool consistency being improved versus pla-
cebo.[33

» Similarly, alosetron 1mg twice daily was supe-
rior to placeboin relieving pain and discomfort [62
vs 42% at 12 weeks (estimated from graph); p <
0.005] and improving bowel function (urgency,
consistency and frequency; p < 0.001) in a ran-
domised, double-blind US study in 647 non-
constipated female patients with IBS.[36] The effi-
cacy of the drug was apparent after the first week

0 Adis International Limited. All rights reserved.

of treatment. Following cessation of treatment
with alosetron, symptoms returned.

* In another double-blind, multicentre trial, al-
osetron 1mg twice day (n = 309) was also signifi-
cantly more effective than placebo (n = 317) in
relieving pain and bowel -rel ated symptomsin non-
constipated female patients with 1BS.I371 Signifi-
cant relief of pain and discomfort versus placebo
was documented 4 weeks after the start of treat-
ment (p < 0.05) and was sustained for the remain-
ing 8-week treatment period (i.e. 12-week total
treatment period). Decreased urgency and fre-
quency and firmer stools were reported 1 week af -
ter the start of treatment with aosetron. Relief of
symptoms rapidly reverted following cessation of
alosetron treatment, thus indicating that the effect
seen in the patients was due to the drug and not a
placebo effect.

* Alosetron was significantly more effective than
mebeverine in the treatment of female non-
constipated patients with irritable bowel syn-
drome. Patientswere randomised to receive al oset-
ron 1mg twice daily (n = 319) or mebeverine
135mg 3 times daily (n = 304) for 12 weeks, fol-
lowed by a 4-week treatment-free period.[34 Per-
centages of patients experiencing adequate relief
of pain and discomfort were significantly higher in
the al osetron treatment group than in the mebever-
ine group (56 vs 43% at week 8; p < 0.001: 58 vs
48% at week 12; p = 0.009).

» Compared with recipients of mebeverine, al-
osetron-treated patients had significantly lower
proportions of days with urgency (38 vs 48%; p <
0.05) and mean stool frequency (2 vs 2.5%; p <
0.01). In addition, within 1 week of starting treat-
ment, patients in the alosetron group had signifi-
cantly firmer stools than the mebeverine-treated
patients (p < 0.001).134

» Health-related quality of life (QOL) and pro-
ductivity significantly improved in 324 female pa-
tients with diarrhoea-predominant IBS treated
with alosetron 1mg twice daily in a placebo-con-
trolled trial [38] Eight of 9 IBS QOL scales signifi-
cantly improved in the recipients of al osetron com-

Drugs 2000 Mar; 59 (3)
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Fig. 2. Efficacy of alosetron in female patients with irritable bowel
syndrome (IBS). Proportion of nonconstipated female patients who
reported adequate relief of abdominal pain and discomfort (inten-
tion-to-treat data). 370 male and female patients were randomised
to receive alosetron 1 (n =72), 2 (n =74), 4 (n =76) or 8mg (n =
68) twice daily or placebo (n = 80) in this double-blind international
study.[33] * p < 0.05 versus placebo.

pared with placebo (p < 0.05). In addition, aloset-
ron produced significant improvementsversus pla-
cebo in 6 of 9 MOS Short Form (SF)-36 scalesin
the diarrhoea-predominant population.

 Incontrast, no significantimprovements (versus
placebo) in IBS QOL scales were reported in al-
osetron-treated female patients with alternating
constipation/diarrhoeawho a so participated in the
study; a significant improvement in 1 of 9 SF-36
scales was documented in these patients.[38]

« Hedth-related QOL also improved significantly
in female patients with IBS treated with al osetron
1mg twice daily (n = 309) versus placebo (317) in
another trial (intention-to-treat population).[39
Significant improvementsin 8 of 9IBSQOL scales
(p < 0.05) occurred in the alosetron-treated pa-
tients. Alosetron recipients also experienced sig-
nificant improvementsversus placebo (p< 0.05) in
bodily pain and vitality scales and in the Health
transition item of the MOS SF-36 scale.[39

0 Adis International Limited. All rights reserved.

4. Tolerability

* Inaninternationa study inwhich 370 male and
female patients received alosetron 1, 2, 4 or 8mg
twice daily or placebo for 12 weeks, the only ad-
verse event of note was constipation. Thiswas re-
ported by 20% of those treated with alosetron 1mg
twice daily to 29% of those who received 8mg
twice daily.[33] Constipation was reported by 26%
of patientsreceiving alosetron 1mg twicedaily and
by 7% of recipients of placebo in another trial.[37]

* The overall incidence of adverse events was
similar among patients with IBS who received al-
osetron 0.1mg, alosetron 0.5mg, alosetron 2mg
(each given twice daily) or placebo in a ran-
domised, double-blind trial (section 3).[32 How-
ever, the incidence of constipation was signifi-
cantly higher in patients treated with alosetron 0.5
or 2mg twicedaily (13 and 17%, respectively) than
in placebo recipients (3%) [p value not reported].
Alosetron treatment was not associated with any
changesin laboratory values.!32

» Adverse eventswerereported in similar propor-
tions of nonconstipated female patients treated
with alosetron 1mg twice daily (n = 318) or
mebeverine 135mg 3 times daily (304);134 69 and
64% of alosetron and mebeverine patients experi-
enced at least 1 adverse event; constipation was
reported by 22% and 3% of a osetron and mebever-
ine recipients, respectively.

* In healthy volunteers who received alosetron
4mg twice daily, the most common adverse effect
was constipation.!18] Other events included head-
ache, anorexia, nausea, dizziness, loose stools
(with 4mg single doses),!13] and abbdominal cramp-
ing and flatulence/abdominal discomfort in volun-
teers who received alosetron 1mg twice daily.[12

5. Alosetron: Current Status

Alosetronisapotent and highly selective5-HT3
receptor antagonist which isin late phase multina-
tional studies. The drug hasshown clinical efficacy
infemale patientswith IBS and has been submitted
for regulatory approval. Thedrug hasrecently been
approved in the USfor the treatment of female pa-
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tientswith IBS. Alosetron appearsto be well toler-
ated.

10.

11.

12.

13.

14.

15.

16.

References

. Baxendale A, BountraC, Clayton N, et al. Irritable bowel syn-

drome as visceral hyperalgesia: implications for therapy?
Current Opinion in Central and Peripheral Nervous System
Investigational Drugs 1999; 1 (1): 86-97

. Drossman DA, Whitehead WE, Camilleri M, et a. Irritable

bowel syndrome: a technical review for practice guideline
development. Gastroenterology 1997 Jun; 112: 2120-37

. Kilpatrick GJ, Hagan RM, Butler A, et al. GR68755, a potent

and selective antagonist of 5-HT3 receptors [abstract]. Br J
Pharmacol 1991 Oct; 104 Suppl.: 259P

. Kilpatrick GJ, Hagan RM, Oxford AW, et al. GR-68755 hydro-

chloride. Drugs Future 1992; 17 (8): 660-4

. Farthing MJG. New drugs in the management of the irritable

bowel syndrome. Drugs 1998 Jul; 56: 11-21

. Gershon MD. Review article: roles played by 5-hydroxytrypt-

amine in the physiology of the bowel. Aliment Pharmacol
Ther 1999; 13 Suppl. 2: 15-20

. Pan H, Gershon MD. Effects of alosetron on the activation of

submucosal primary afferent neurons, the peristaltic reflex,
and responses of enteric neuronsto 5-HT [abstract]. Gastro-
enterology 1999 Apr; 116 (Pt 2): 1058

. Corrigan B, Lettis S, Kersey K, et al. Concentration effect re-

lationship between alosetron and intradermal 5-HT induced
flare response in volunteers following oral dosing [abstract].
PharmSci 1999; 1S: 2127

. Humphrey PPA, Bountra C, Clayton N, et al. Review article:

the therapeutic potential of 5-HT3 receptor antagonistsin the
treatment of irritable bowel syndrome. Aliment Pharmacol
Ther 1999; 13 Suppl. 2: 31-8

MiuraM, Lawson DC, Clary EM, et al. Central modulation of
rectal distension-induced blood pressure changes by aloset-
ron, a 5-HT3 receptor antagonist. Dig Dis Sci 1999 Jan; 44:
20-4

Delvaux M, Louvel D, Mamet J-P. Effect of alosetron on re-
sponses to colonic distension in patients with irritable bowel
syndrome. Aliment Pharmacol Ther 1998 Sep; 12: 849-55

Zerbib F, Bruley des Varannes, Oriola RC, et al. Alosetron
does not affect the visceral perception of gastric distension
in healthy subjects. Aliment Pharmacol Ther 1994 Aug; 8:
403-7

Bearcroft CP, André EA, Farthing MJG. In vivo effects of the
5-HT3 antagonist alosetron on basal and cholera toxin-in-
duced secretion in the human jejunum: asegmental perfusion
study. Aliment Pharmacol Ther 1997 Dec; 11: 1109-14

Foster IM, Houghton LA, Whorwell PJ. Alosetron slows co-
lonic transit in patients with irritable bowel syndrome [ab-
stract]. Gastroenterology 1997 Apr; 112 Suppl.: 732

Houghton LA, Foster J, Whorwell PJ, et al. Effect of alosetron,
a new 5HT3 antagonist, on gastrointestinal transit in normal
healthy volunteers [abstract]. Gastroenterology 1995 Apr;
108 Suppl.: 618

Tomlin J, McDonald JN, Read NW. The effect of a 5HT3
antagonist (alosetron) on the transit of ameal and theileal
brake in man [abstract]. Gastroenterology 1994 Apr; 106
Suppl.: 579

0 Adis International Limited. All rights reserved.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31

32.

33.

34.

Saslow SB, Scolapio JS, Camilleri M, et a. Medium term ef-
fects of a new 5HT3 antagonist, alosetron, in patients with
carcinoid diarrhoea. Gut 1998 May; 42: 628-34

Khoury R, Peghini P, Katz P, et a. Alosetron, a new 5HT3
antagonist has no adverse effects on esophageal sphincter
(LES) pressure. Gastroenterology 1998; 114 (4, Pt 2): A732

NomuraT, Evans DF, Wingate DL, et al. Alosetron, a selective
5-HT3 antagonist, does not perturb norma human small
bowel motor patterns [abstract]. Gastroenterology 1998 Apr
15 (Pt 2); 114 Suppl.: 811

Hsyu PH, Pritchard JF, Lloyd TL. Safety and age, gender, and
time dependent pharmacokinetics of alosetron [abstract].
Pharm Res 1995 Sep; 12 Suppl.: 387

Corrigan B, Manzo J, James C, et al. The effect of repeat dosing
on the pharmacokinetics of alosetron 1mg bid [abstract].
PharmSci 1998; 1: 5484

Bradbury A, Cozens SJ, EvansDC, et a. Thedisposition of GR
68755 after oral administration in man [abstract]. Br J Clin
Pharmacol 1991 Nov; 32: 654

Andrew PD, Murkitt GS, Millson DS, et a. The determination
of GR 68755 in plasma and its pharmacokinetic profile in
human volunteers. Br J Clin Pharmacol 1991 Nov; 32: 667P

Gunput MD. Review article: clinical pharmacology of aloset-
ron. Aliment Pharmacol Ther 1999; 13 Suppl. 2: 70-6

Corrigan B, Palmer J, Gillotin C, et al. The effect of food on the
pharmacokinetics of alosetron [abstract]. PharmSci 1998; 1
$484

Gupta SK, KunkaRL, Metz A, et a. Effect of alosetron (anew
5-HT3 receptor antagonist) on the pharmacokinetics of halo-
peridol in schizophrenic patients. JClin Pharmacol 1995 Feb;
35: 202-7

Palmer J, Noordin N, Andrew P, et al. The effect of gender on
the pharmacokinetics of alosetron [abstract]. PharmSci 1998;
1: $465

Knaggs AR, Cable KM, Cannell RJP, et a. Biotransformation
of alosetron: mechanism of hydantoin formation. Tetrahedron
Lett 1995; 36 (3): 477-80

D’SouzaD, Jewell D, Ricci B, et al. Effect of alosetron (A) on
the pharmacokineticsof cisapride (C), and examination of QT
interval [abstract]. PharmSci 1999 Suppl. 1S: 2086

Hedayetullah N, Jewell D, WillmoreE, et al. Effect of alosetron
on pharmacokinetics (pk) of theophylline [abstract]. Pharm
Sci 1999; 1S: 2483

Manzo J, Simms L, Koch K, et al. Effect of alosetron on phar-
macokinetics (pk) of levonorgestrel (LN) and ethinyl estra-
diol (EE) [abstract]. PharmSci 1999; 1S: 2080

Bardhan KD, Bodemar G, Geldof |1, et al. A double-blind, ran-
domized, placebo-controlled dose-ranging study to evaluate
the efficacy of alosetron in the treatment of irritable bowel
syndrome. Aliment Pharmacol Ther 2000; 14: 23-34

Camilleri M, Mayer EA, Drossman DA, et a. Improvement in
pain and bowel function in female irritable bowel patients
with alosetron, a 5-HT3 receptor antagonist. Aliment Phar-
macol Ther 1999; 13: 1149-59

Jones RH, Holtmann G, Rodrigo L, et al. Alosetron relieves
pain and improves bowel function compared with mebeverine
in female nonconstipated irritable bowel syndrome patients.
Aliment Pharmacol Ther 1999; 13: 1419-27

Drugs 2000 Mar; 59 (3)



518

Barman Balfour, et al.

35. Mangel AW, Hahn BA, Heath AT, et a. Adequate relief as an
endpoint in clinical trials in irritable bowel syndrome. J Int
Med Res 1998; 26: 76-81

36. Mangel AW, Camilleri M, Chey WY, et al. Treatment of female
IBS patients with alosetron. A potent and selective 5HT-3 re-
ceptor antagonist [abstract]. Gastroenterology 1999 Apr; 116
(Pt 2): 1036

37. Mangel AW, Camilleri M, Chey WY, et al. Alosetron, a5-HT3
receptor antagonist, in the treatment of non-constipated fe-
male IBS patients [abstract]. Am J Gastroenterol 1999; 94
(9): 2677

38. Lacey LA, McSorly D, Northcutt A, et a. Impact of alosetron
on health related quality of life (HRQOL) and productivity in

0 Adis International Limited. All rights reserved.

femal e patients with irritable bowel syndrome [abstract]. Gut
1999; 45 Suppl. V

39. Watson MW, Lacey LA, McSorley D, et a. Impact of alosetron
on health-related quality of life (HRQOL) in female patients
with irritable bowel syndrome (IBS) [abstract]. Am J Gas-
troenterol 1999; 94: 2762

Correspondence: Caroline M. Perry, Adis International Lim-
ited, 41 Centorian Drive, Private Bag 65901, Mairangi Bay,
Auckland 10, New Zealand.

E-mail: demail@adis.co.nz

Drugs 2000 Mar; 59 (3)



	Contents 511
	Abstract 511
	1. Pharmacodynamic Profile 512
	Effects on Visceral Perception 512
	In Animals 512
	In Humans 512

	Effects on Gastrointestinal Motility and Absorption 513

	2. Pharmacokinetics 513
	Absorption 513
	Metabolism and Elimination 514
	Influence of Age on Pharmacokinetics 514
	Drug Interactions 514

	3. Therapeutic Trials 514
	4. Tolerability 516
	5. Alosetron: Current Status 516
	References 517
	Correspondence 518
	E-mail 518

