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Alosetron use demonstrated improvement in numerous bowel functions in female subjects
which was sustained throughout treatment. Specifically, subjects treated with alosetron
experienced a decrease in the number of stools produced per day, had firmer stools (a
desirable effect since subjects in the study presented with firm or loose/watery stools) and
experienced a reduction in the incidence of incomplete stool evacuation and urgency. Also,
the incidence of straining increased in alosetron-treated women. This effect is probably due
to the production of firmer stools (Tables 15.7 through 15.13).

1.9.5 Reviewer Comments.

1. This reviewer concurs with the sponsor that alosetron 1 mg b.i.d. dose provided the greater
therapeutic gain against placebo, particularly females, in the post-hoc comparison between
treatments in the adequate relief abdominal pain/discomfort. It should be pointed out that among
female completers, alosetron 2 mg b.i.d. provided similar therapeutic benefit than 1 mg b.i.d.
(see above figure of adequate relief in female completers).

2. This reviewer also concurs with the sponsor in that the greatest therapeutic benefit with
alosetron therapy was observed in IBS women. However, the male population enrolled in this
dose-ranging study was too small to observe any significant treatment difference or draw any
definite conclusions, i.e., there were a total of 19 men randomized to alosetron 1 mg b.i.d.

4. Reviewer Summary on Alosetron Efficacy in IBS Trials.

1.10 Pivotal Clinical Trial A3001 and A3002.

1.10.1 . Intention-to-Treat

e The sponsor submitted two pivotal clinical trials to support the claim, included in the
proposed label, that alosetron T'fgb.i.d: is superior to placebo in the treatment of women
with diarrhea-predominant IBS . Both pivotal trials were conducted in the U.S., were multi
center, randomized, double-blind, placebo-controlled and had the aim to show safety and
efficacy in non-constipated women with IBS. Other than exclusion of constipated women,
there was no prospective stratification in IBS subtypes, i.e., diarrthea-predominant IBS, or
alternating constipation/diarrhea IBS. Both pivotal trials had identical prospective study
design. IBS women were treated for a period of 3 months, and there was a follow-up period
of 1 month without treatment. The primary efficacy endpoint was the adequate relief of IBS
abdominal pain/discomfort. Relevant secondary efficacy endpoints were lower bowel
functions such as improvement in stool consistency, stool frequency and stool urgency.
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These two pivotal trials randomized to treatments a total of 1273 IBS women; 626 IBS
women in A3001 and 647 IBS women in A3002. Most of the women were white and had
experienced IBS symptoms for approximately 10 years. At screening, IBS diagnosis
followed the Rome Criteria guidelines.

The Intention-to-Treat comparison of Primary Efficacy Endpoint results revealed similar
results for both trials, with the highest significance in alosetron patients who responded to
treatment all three months of the study. The summary results are shown below:

Reviewer Table 7

Overall Summary Primary Efficacy Results in Pivotal Trials A3001 and A3002
Responders to Alosetron Treatment in All 3 Months

© A3001. Placebo = 26% versus Alosetron=41% [15% Therapeutic Gain; p<0.001)
A3002 . Placebo = 29% versus Alosetron = 41% [12% Therapeutic Gain; p=0.012]

o The only duration of treatment that showed significant e!ficacy of alosetron over placebo in
~ the adequate relief of abdominal pain/discomfort was th:c combined three month treatment.
Partial 2 months or 1 month treatments did not reveal any differences between treatments.

o For the purposes of the presented pivotal clinical trials with alosetron the reviewer
acknowledges and accepts the prospectively defined primary efficacy outcome. There is,
- however, aneed to capture in the primary efficacy endpoint lower bowel functions by using a
more encompassing IBS definition, e.g., adequate relief of IBS symptoms.

~ e There were no dif;féfénces between alosetron and placebo in the proportion of pain-free days
experienced by patients. The overall intensity of abdominal pain decreased from moderate at
baseline (1.9) to-mild (1) by the end of the three month treatment. =

® Overall, alosetron treatment significantly superior to placebo in improving relevant IBS
bowel abnormalities, such as stool consistency, stool frequency and stool urgency.

e Intrial A3001, women with menses (app 40-45%) showed greater response to alosetron in
the adequate relief of abdominal pain/discomfort than women without menses. This
treatment by menses interaction was not observed in trial A3002.

e The prospective protocol and CRF’s did not include baseline assessment of painful co-
morbid diseases such as fibromyalgia. Alcohol use was not included in demographics.

APPEARS THIS WAy
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1.10.2. IBS Subtypes

Pivotal trial A3001 and A3002 were started on the same time-period, September 15-18, 1997.
Pivotal trial A3002 was completed a few months earlier than trial A3001. In a post-hoc,
unblinded look of primary efficacy results, the sponsor noted a greater efficacy performance in
the subset of women who at screening, were considered by investigators to have diarthea-
predominant IBS subtype. The sponsor then did a post-hoc analysis of IBS subtypes in A3001
and found that the difference favorable to alosetron in the Intention-To-Treat was similarly
observed in the subset of diarrhea-predominant IBS subtype. The proposed label-indication
reflects the sponsor post-hoc comparisons.

Examination of the submitted data led this reviewer to conclude that the use of subsets, i.e., IBS
subtypes, for the purposes of post-hoc analyses and subsequent proposed indication do not meet
customary clinical and statistical standards. My review allowed me to determine the following:

1. IBS diarrhea is defined in the Rome Criteria Guidelines as a form of IBS manifested
by loose and/or watery stools + more than 3 bowel movements/day. Patients enrolled
in these two trials as having diarrhea-predominant IBS subtype had a mean baseline
stool consistency scores below 4 (4=loose, 5=watery), and a stool frequency <3/day.

2. Patients enrolled as having alternating the constipation/diarrhea subtype constituted
20% to 30% of the total sample size, too small to show any statistical superiority.
Yet, in pivotal trial A3001, patients in this group on alosetron had consistent
‘numerical superiority than patients on placebo in the adequate relief of abdominal
pain/discomfort. In trial A3002, patients in this alternating/ constipation/diarrhea
group had statistically significant superiority over placebo in improving stool
consistency and stool frequency.

3. The value of a post-hoc, unblinded, comparison on efficacy in a small subset of
patients is controversial.

5. Recommendations For Regulatory Actions.

Based on my review of the efficacy results submitted in the two piQotal clinical tﬁals, I
recommend the following:

1. Approve oral alosetron tablets given at the dose of 1 mg b.i.d. for the treatment of non-
constipated women with IBS.

2. Include in the label the subset of alternating constipation/diarrhea subtype, removing thus
the specific indication for “diarrhea-predeminant” IBS subtype.

3. Include in the label duration of alosetron treatment,
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4. The following are my recommended changes in the wording of the proposed label:

* HFD-180/LZhou

CLINICAL TRIALS SECTION
Proposed by the Sponsor Recommended Changes
(Lines 142, 149, 155, 158-159) IBS IBS pain/discomfort.
abdominal pain and-discomfort
INDICATIONS AND USAGE
Proposed by the Sponsor Recommended Changes

LOTRONEX is indicated for the LOTRONEX is indicated for treatment
treatment of irritable bowel syndrome of irritable bowel syndrome (IBS) in
(IBS) in femalepatients | non-constipated female patients.
e Treatment should be continued for a

periodof . LOTRONEX

has shown efﬁcacy only in patlents

who respond to all

treatment.

/ '\!/ YRRV S
Robert Prizont, M.D.

CC.
NDA 21-107 /7
HFD-180 Lt.!ﬁ C 4( pglmi . d /7[) 7 9
HFD-180/LTalaric I :

HFD-180/SAurecchia /4 ‘D
HFD-180/HGallo-Torres o e . & SNy
HFD-180/RPrizont C /:)]l/ é?a/é’ - 77D, 7 e
HFD-181/PLevine e B

HFD-180/JChoudary

£/t 11/4/99 jgw
N/21107911.0RP
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APPENDIX 1

Trial A3001. List of Prohibited Concurrent Medications
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page 10 of 14

Amended content:
Section 4.4.1. Assignment of subject number and treatment number, page 27

Treatments will be randomly assigned to coasecutive subjects using an allocation ratio of
(1:1) for the two treatment groups Img BID and placebo BID.

8. Countent of previous version of protocol:

in Section.6.3. Package Inserts, page 41

Amended content:
Delete: Section 63, Packagg inserts, page 41

8. Content of previous version of protocol:
Appendix 1. Prohibited Concurrent Medications, pages 56 and 57

‘Subjects must not have taken prohibited medications at least 7 days prior to entering
the screening phase and remain off these medications for the duration of the study.

Antibjotics (more than a 14-day course of therapy)

« EXCEPTION: The macrolide antibiotics are prohibited for any duration of dosing.
Anticholinergics

« Dicyclomine

¢  Hyoscyamine

. ostlgm

K P“J‘losui' gt

¢ Tacrine

- Cholestyramine

Cholinomimetic agents (bethanechol, propantheline, anticholinergics [see abovc])
Codeine and codeine containing analgesics
Colchicine
Docusate :
Enemas (inchuding corticosteroids, 5-ASA preparations)
Gastmmmml preparations
Antacids which contain aluminum and/or magnesium
Antidiarrheal agents
e _Antinmsea agents (beozquinamide, trimethobenzamide,  prochlorperazine,
promethazine, hydroxyzine)
Antispasmodic agents (¢.g. Dormatal®, Librax®, dicyclomine, pmpu:tbehne)
5-ASA preparations :

Wmmm
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S3BA3001
page 110f 14

Bismuth compounds
Laxatives (see below)
Prokinetic agents (cisapride, metoclopramide)
Stool softeners (see below)
Sulfasalazine
Iron supplements
Laxatives (Laxatives that need to be given as a preparation for the required flexible
sigmoidoscopy, colonoscopy or flexible sigmoidoscopy plus barium enema will not be
excluded as a preparation for these tests.) ‘
¢ Docusate
«  Enemas .
« Stimulant laxatives (including phenopthlalein, bisacodyl, milk of magnesia, mineral
oil, magnesium citrate) '
o . All other laxatives if used more than once per week
Morphine and morphine containing analgesics
All other narcotics
Tramadol A
Nonsteroidal anti-inflammatory drugs (if used more than 3 days per week)
» Note: Aspirin < 325mg per day is allowed
All other analgesics (if used more than 3 days per week)
Anti-Parkinson agents (e.g. levodopa, deprenyl)
Antipsychotics
Isoniazid
Rifampicin
Anticonvulsants
Peppermint oil
Leuprolide -
Stimulants and amphetamine-like drugs

s 6 & 6 &

Amended content:

Appendix 1. Prohibited Concurrent Medications, pages 56 and 57

Subjects must not have taken prohibited medications at least 7 days pl;ior to entering
the screening phase and remain off these medications for the duration of the study.

Antibiotics (more than a 14-day course of therapy)

« EXCEPTION: The macrolide antibiotics are prohibited for any duration of dosing.
Anticholinergics

+ Dicyclomine

+ Hyoscyamine .

. Physostignﬁne
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Amendment 01
¥ S3RA3001
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o Pyridostigmine
o Tacrine
Cholestyramine
Cholinomimetic agents (bethanechol, propantheline, anticholinergics [see above])
Codeine and codeine containing analgesics
Colchicine
Docusate
Enemas (including corticosteroids, S-ASA. preparitions)
Gastrointestinal preparations
«  Antacids which contain aluminum and/or magnesium
o Antidiarrheal agents
e Antinausea agents (benzquinamide, trimethobenzamide,  prochlorperazine,
promethazine, hydroxyzine)
Antispasmodic agents (¢.g. Donnatal®, Librax®, dicyclomiine, propantheline)
5-ASA preparations
Bismuth compounds
Laxatives (see below)
Prokinetic agents (cisapride, metoclopradee)
Stool softeners (see below)
Sulfasalazine
. Iron supplements
Laxatives (Laxatives that need to be given as a preparation for the required flexible
sigmoidoscopy, colonoscopy or flexible sigmoidoscopy plus barium enema will not be
excluded as a preparation for these tasts.)
e Docusate
¢ Encmas
« Stimulant laxatives (including phenopthlalein, bisacodyl, milk of magnesia, minerai
oil, magnesium citrate)
e All other laxatives if used more than once per week
Morphine and morphine contsining analgesics
All other narcotics
Tramadol
Nonsteroidal anti-inflammatory drugs (if used more than 3 days per week)
¢  Note: Aspirin < 325mg per day is allowed
All other analgesics (if used more than 3 days per week)
e Note: Acetaminophen if used more than 3 days per week is allowed
Anti-Parkinson agents (¢.g. levodopa, deprenyl)
Antipsychotics
Isaniazid
Rifampicin
Anrticonvulsants used for a sen:nre disorder
Peppermint oil

T svmnlide

s 6 0 8 8 08
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APPENDIX 2

Trial A3001. Women with Menses versus Women without Menses

APPEARS THIS Way
ON ORIGINAL
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APPENDIX 3

Trial A3001. Weekly Relief of Abdominal Pain/Discomfort

APPEARS THIS WAY
ON ORIGINAL
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APPENDIX 4

Trial A3001. Patient Rating of Abdominal Pain/discomfort

APPEARS THIS way
ON ORIGINAL
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