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HIGHLIGHTS OF PRESCR BING NFORMATION

ALOSETRON Hydrochioride Tablets safely and effectively See
full prescrib g nformation for ALOSETRON Hydrochloride Ta
blets

ALOSETRON Hydrochloride Tablets
Intial US Approval 2000

CONTRAINDICATIONS
Do notnitate )

FULL PRESCR BING NFORMATION

Hstory of ch onic orsevere const pation or sequelae fom constpa
fon_ st nal obstucton st toxo megolon gesinest
ral peroraton andlor aches on isheme cl s mpaed
nal creulator e coagulabi

Ifrequent bt seious gasrlnistinalacverss reacions have bean reported w th the
Alosetron Hyd ochloride Tablets These events Including Ischemic colit s and

Lack of Understanding of Pat ent Acknowledgement Form

.
Aloselron Hydrochordo

‘comply wh the Pat ent Acknowledgement For for Alosatron Hydrochloride Tabiets [seo Patint

Counseiing Information 17)

44 Concomitant Use of Fluvoxamine

table 12 week study
has not been establ shed

Long Torm Safoty faisis
doncs of schem ccol tis

W wn

D hpd titbe | bie 2 summarizes

or hyp
dssasoor a0 atva cots Garicite sover hopatc impa ot

WARNING SER OUS GASTROINTESTINAL ADVERSE
REACT

comply with he Pai

m (4 3)
‘Goncom tant use o flovoxam ne (4 4)

foported wih the use of Alosetron Hycrochiordo Tablets Thoso
even s inciudng schemic collts and serlous compl catons of cons
tpaion have resulted n hospitalizat on and rarely blood transfusi
on surgery and doath
rescribe s who have en oled n he Alosel on REMS Pro
‘gram should prescribe Aloset on Hycrochiorde Tablels (5.3)
Alosetron Hyd ochior de Tablets are inicated only for women

o have ot responded adequately to conventional herapy (1)
Discontinue Aloset on Hydrochiorde Table s mmed ataly

tonts who develop const paton or symptoms of ischem ¢ ol lis
Do not esume Aloset on Hydrochiorida Table s  palien s who
develop ischemc calts (21 51 52)

RECENT MAJOR CHANGES
ontraind cat ons Lack of Understand ng of Patent
owledgement Form (4 3)
Warn ngs and Precautions Alosetron
REMS Program (5.3) 0912010
atient Counsal ng Inormat on (17) 0972010

0972010

INDICAT ONS AND USAGE

Aloset on Hydrochloride Table s are a select ve serofonn 5 HTg an

tagon st indicated only for women i h severe d arthea predom nant
bows! syndrome (1BS) who have

chron G 1BS symptoms (generaly lasiing & months or onge )

fas anatomic or bochem cl brormalesof e gascstnal

ract exclu

o saponded adeauatsly o conventona hrapy (1)

Severe 188 includes diarthea and 1 or more of the follow ng
scuent and st sbcominl pidcomiort
recquent bowel rgency or fecal ncont
sy or st ciom of Galy actles e 0 188 (1)

DOSAGE AND ADMIN STRAT ON

Startng dose s 0.5 mg twico a day (2 1)

May inc ease dose to 1 mg twice a day after 4 weeks if starting

dosage s wall tolerated but does not adequately control BS sym

ploms (2 1)

Discontinue Alosetron Hydrochior de Tablets n patients who have
quate control ms a ter 4 weeks of freat

mentwih 1 mg twice a day (2 1)

DOSAGE FORMS AND STRENGTHS
Tablo s 05:and 1 mg (3)

‘Serious Compiications of Const pation May occur n some patenis.
wihout wa ing Include obst uction leus impaction foxc mega
colon an fschema and n

d rarely blood
transtusion surgery ar

"The Alosetron REMS mgum was mplemented 1o help reduce risks o serious gas

o risstnal advrse reacions Onl prscribes who have snrolle In he Aloset

7 REMS Program based on thlr underslanding of he benci and rsks shoukd

ted Fluwoxamine a known st ong nhibilor of GYP1A2 has been shown to increase mean alose
tron plasma concentrations (AUC) approximately 6 fod and prolong the haf Ifo by approdmately
3 f0ld[se0 Drug Intoractons (7 1))

5
51

Hydrochloride Tablets.
Dmdumlmm ritable bowel syndrome (IBS) who have not responded adequatel
nal terapy (seo Inlcatons and Usage (1] Beors eceling the in

i proser i o for Aleselron Hydrochior ihe patient must read and sign
the Pation

and dea h have boen reported Risk is increased in pat onts who

are olderly debiltated or tak ng medications that decrease bowel

motiiy (51)

D scontnue Alosetron Hydrochio ide Tablets immediately if consti
ton occurs

Ischemic colits May occur n some patiens without warning

ot Tor lossron Hychotnior do Tates 06 Palont
‘Counsel ng Informat o

n (17)]
Alosetron Hydrochloride Tablets should be discontinued mmediately in pat ents who
develop constipation or symptoms of ischemic colitis Pat en s should mmediately

o Alosetron Hy
drochloride Tablets should not be resumed in patients who develop ischemic colitis

Patients who

P omp e
blosding bioody diarthea new or wo sen ng abdomnal par) (5 2
D scont nue Alosetron Hydfochioride Tablets immediately if signs of
schomic cots e suh a retal boodng bloody e or
\ew or worsen ng abdominal pa n

T broses Aosahon Hyochord Tabits. prscrbors must be
enrolled in the Alosetron REMS P ogram and adhere to all compo
nents o the Program (5 3)

ADVERSE REACT ONS

Most common adverse reactions (inc dence >2% and >placebo) in

clical studies wero constipation abdom nal d scomfort and pain

nausea and gastrintest nal discomiort and pain (5 1

To report SUSPECTED ADVERSE REACTIONS contact Roxane

Laboratories Inc at 1800 962 8364 or FDA at 1 800 FDA 1088 or
1da govimedwatch

DRUG INTERACTIONS
CYP1AZ inhbtors Avod concomtant uses because of ncreased

Gosurs nd hat e of alseton Use i fuvxamne s conra
ndcated (43

only on the advice of their treating prescriber [see Dosage and Administration (2 1)

Warn ngs and Precautions (5 1) (5 2)]

the gastointestinal adverse react ons ffom 1_opeal dose study n famale pal ents with sove o

i 155 who ver reted o 12 vecks T reactons In Tabla 2 we &
reporiad in 3% or more of patients who recaived aloselron hydrochior de tablets and occurred
e scuenty win dcselon yiroclrdetalts an w h placebo, Oher evrts repated

i Hsoron T ocnerdo vl s o wih lcabo rldad uper respisiony Ve nfcon

Se ious compiications of const paton includ ng obsructon leus mpacton toxic megacolon

muscle spasms headaches and falg
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lanco s most favorable Ciical studies have not been pe fo mod to adequatoly confirm he
beneli s of Alosetron Hydrochior de Tablets nmen

2, DosAGE Ao ADu NSTRATION

oo s
‘oxposure of losetron (72)

nereased

USE IN SPEC FIC POPULAT ONS
e mpairment Coniraind cated n severe hepatc mpairment

Use wih caution n patients w th md or moderate hepatc impa

ment (42 86)

Geriatrc use_Elderly patients may be at greater 'k for compica

tons of constipaton (85)

inhe Alosatron
Alosetron Hvﬂm:hlm de Tablets (see Warn ngs And Precautons (5 3)]
21 AdultPat

and secondary bowel schemia have been reported w th use of Aloselron Hydrochioride Tablets 1201 2 Reported in =3% Severe DI
urng clinical tras Compl cations of constipat on have been reported wih use of 1 mg tuice arthea
daly and with lower doses A dose response relat onshp has not been establ shed for ser ous. Hydrochioride Tablets Than Placebo
compatons o cortaton The ncldenc of serous complicton of cont
I % 1 per ipat Pl lpat o Aaseﬂan Alosetron | Alose ron
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postmarket ng clinical p actice In some cases complications of const pation equ red intestinal | Reaction once. ds ly | oncedaly | twce daily
‘surgery nclud ng colectomy Patients who a e a\m ly deblitated (n=176) (n=175) (n=172) (n=176)
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opsipeton e B Warr Abdominal pan % % &% 23
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15 days.
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Hydrochioride Table s
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MEDICATION GUIDE

ALOSETRON (a-LOW-zeh-tron)
Hydrochloride
Tablets

Before using alosetron hydrochloride tablets for

the first time, you shou

Understand that alosetron hydrocmcnde tablets
have serious risks for some peoy

Read and follow the directions in (his Medication
G

uide
Sign a Patient Acknowledgement Form

Read this Medication Guide carefully before you sign
the Patient Acknowledgement Form You must sign the
Patient Acknowledgement Form before you start alo
setron hydrochloride tablets Read the Medication Gui
de you get wh each refi| for alosetron hydrochloride
tablets There may be new information This Medication
Guide does not take the place of talking with your doc

tor

know about alosetron hydrochloride tablets?

A. Alosetron hydrochioride tablets are a medi
cine only for some women with severe chronic
irritable bowel syndrome (IBS) whose:
+ main problem is diarrhea and
+ IBS symptoms have not been helped enough
by other treatments
B. Some patients have developed serious bo
wel side effects while taking alosetron hydro
chloride tablets. Serious bowel (intestine) side
effects can happen suddenly, including the fol
lowing.
1. Serious

blood transfusions, surgery, and death.
To lower your chances of getting serious
complications of ischemic colitis, stop ta
king alosetron hydrochloride tablets and call
your doctor right away if you get:
« new or worse pain in your stomach area
(abdomen) or
« blood in your bowel movements
C. Are alosetron hydrochloride tablets right for
)

you?
Alosetron hydrochloride tablets may be right
for you if all of these things are true about you:
« Your doctor has told you that your symptoms
are due to IBS

Your IBS bowel problem is diarrhea

Your IBS has lasted for 6 months or longer
You tried other IBS treatments and they did not
give you the re fef you need

Your IBS is severe

You can el it your IBS is severe if at least 1 of the
following s trus for you

You have lots of painful stomach cramps or
bloating

You often cannot control the need to have a bo
wel movement, or you have “accidents” where
your underwear gets dirty from diarrhea or bo
wel movements

You cannot lead a normal home or work ife be
cause you need to be near a bathroom
Enough testing has not been done to confirm alosetron
hydrochloride tablets works in men or children under
a

D. There is a special prescribing program for
alosetron hydrochloride tablets.

Only doctors who have signed up with the Aloset
ron REMS Program should write prescriptions for

of
About 1 out of every 1,000 women who take
alosetron hydrochloride tablets may get serious
complications of constipation These compli
cations may lead to a hospital stay and, in
rare cases, blood transfusions, surgery, and
death. People who are older, who are weak
from illness, or who take other constipating
medicines may be more ikely to have serious
complications of constipation with alosetron hy
drochloride tablets
To lower your chances of getting serious
complications of constipation, do the fol
lowing

« If you are constipated, do not start taking
alosetron hydrochloride tablets
If you get constipated while taking alo
setron hydrochloride tablets, stop taking
it right away and call your doctor
« If your constipation does not get better
after stopping alosetron hydrochloride
tablets, call your doctor again
If you stopped taking alosetron hydro
chioride tablets, do not start taking alo
setron hydrochloride tablets again un
less your doctor tells you to do so
2. Ischemic colitis (reduced blood flow to
the bowel): About 3 out of every 1,000 women
who take alosetron hydrochloride tablets over
a 6 month period may get a serious problem
where blood flow to parts of the large bowel
is reduced This is called ischemic coliis The
chance of getting ischemic colitis when you take
alosetron hydrochloride tablets for more than
6 months is not known  Ischemic colitis may
lead to a hospital stay and, in rare cases,

alosetron tablets As part of signing
up, these doctors have said that they understand
about IBS and the possible side effects of alosetron
hydrochloride tablets They have agreed to use a
special sticker on written prescriptions for alose
tron hydrochloride tablets, so the pharmacist will
know that the doctors have signed up wth the Alo
setron REMS Program No telephone, facsimile, or
computerized prescriptions are permitted with this
program Refills may be wr tten on prescriptions
You may be taught about alosetron hydrochloride
tablets by your doctor or healthcare provider under
a doctor's direction Your doctor will ask you to sign
a Patient Acknowledgement Form after you read
this Medication Guide for the first time Signing the
Patient Acknowledgement Form means that you
understand the benefits and risks of alosetron hy
drochloride tablets and that you have read and un
derstand this Medication Guide
2. What are alosetron hydrochloride tablets
Alosetron hydrochloride tablets are a medicine only for
some women with severe chronic IBS whose
« main problem is diarthea and
«+  IBS symptoms have not been helped enough
by other treatments
Alosetron hydrochloride tablets does not cure IBS, and
it may not help every person who takes it For those
who are helped, alosetron hydrochloride tablets redu
ces lower stomach area (abdominal) pain and discom
fort, the sudden need to have a bowel movement (bo
wel urgency), and diarrhea from IBS If you stop taking
alosetron hydrochloride tablets, your IBS symptoms
may return within 1 or 2 weeks to what they were be
fore you started taking alosetron hydrochloride tablets
Alosetron tablets are not




for children

3. Who should not take alosetron hydrochloride
tablets?
Alosetron hydrochloride tablets are not rlghl for every
one Do not take alosetron hydrochlor ets if
any of the following apply to you:

« Your main IBS problem is constipation or you

are constipated most of the time
You have had a serious problem from constipa
tion If you are constipated now, do not start
taking alosetron hydrochloride tablets.
YYou have had serious bowel blockages
You have had blood flow problems to your bo
wels, such as ischemic colitis
YYou have had blood clots
YYou have had Crohn’s disease, ulcerative coli
tis, diverticulitis, or severe liver disease

You do not understand this Medication Guide or
the Patient Acknowledgement Form, or you are
not willing to follow them

You are taking fluvoxamine (LUVOX®)

4. Wha( should | talk about with my doctor before
taking alosetron hydrochloride tablets?

Talk with your doctor
about the possible benems and risks of aloset
fon hydrochloride tablet
about how much of a problem 1BS is in your life
and what treatments you have tried
about any other linesses you have and medi
cines you take o plan to take These include
prescription and nonprescription medicines,
supplements, and herbal remedies Certain il
nesses and medicines can increase your chan
ce of getting serious side effects while taking
alosetron hydrochloride tablets Other medici
nes may interact with how the body handles alo
setron hydrochloride tablets
about any allergies that you have See the end
of the Medication Guide for a complete list of
in alosetron tablets

I'should know about alosetron hydrochloride
tablets?” about when you must stop taking the
medicine and when you should call your doctor
If you see other doctors about your IBS or side
effects from alosetron hydrochloride tablets, tell
the doctor who prescribed alosetron hydrochlo
fide tablets

hydrochloride tablets?
Constipation is the most common side effect among
women with IBS who take alosetron tab

from a populat on of unknown s ze_est mate
for ncius on due 1o @ comb nat

to losetron hycrochiorde table s
Gastrointestinal Impact on perforation icoration small bowel mesentor ¢ ischemia,
Neurolog cal he.

7 DRUG INTERACTIONS

contrbutions from CYP3A4 and CYP2C9 Therefore. nducers or inh b0 s of these enzymes may change he

n and <0 1 moimL
on o ther so fousness reauency of gporing or otental causalconnecton
H
A
| I, Hs HCI
s ot oo oty itz by ccoma GG CYP) 12 i ¥
cH,

learance of alosaron
71 CYP1AZInh bitors
Fluvoxamine is a known sirong nfibitr of CYP1AZ and also inhibi s CYP3A4 CYP2CS and CYP2C1S In

mg/day for 16 days.
set

lets Some patients have developed serious bowel
side effects whi ing alosetron hydrochloride
tablets. Read the section “What is the most impor
tant information | should know about alosetron hy
drochloride tablets?” at the beginning of this Medica
tion Guide for information about the serious side effects
you may get with alosetron hydrochloride tablets
This Medication Guide does not te you about all the
possible side effects of alosetron hydrochloride tablets
Your doctor or pharmacist can give you a more com
plete list
Call your doctor for medical advice about side effects
You may report side effects to FDA at 1 800 FDA 1088
7. How should | store alosetron hydrochloride ta
blets?

« Store alosetron hydrochloride tablets at 68°F
to 77°F (20°C to 25°C) [See USP Controlled
Room Temperature |

« Protect alosetron hydrochloride tablets from
light and getting wet (moisture)

Keep alosetron hydrochloride tablets and all medi

cines out of the reach of children.

ve use of alosetron hydrochloride tablets

Medicines are sometimes prescribed for purposes
other than those listed in a Medication Guide If you
have any questions or concerns about alosetron hydro
chloride tablets, ask your doctor Do not use alosetron
tablets for a condition for which it was

if you are pregnant, planning to get pregnant, or
breastfeeding

5. How should | take alosetron hydrochloride ta
blets?

+ Take alosetron hydrochloride tablets exactly as
your doctor prescribes it You can take alosetron
hydrochloride tablets with or without food
Begin wth 05 mg two times a day for 4 weeks
to see how alosetron hydrochloride tablets af
fects you You and your doctor may decide that
you should keep taking this dose if you are do
ing well
Check with your doctor 4 weeks after starting
aloselmn hydrochloride tablets
If you try 05 mg two times a day for 4
weeks, it may not control your symptoms
If you do not get constipation or other side
effects from alosetron hydrochloride tablets,
your doctor may increase your dose up to 1
mg two times a day
If 1 mg two times a day does not work after
4 weeks, alosetron hydrochloride tablets is
not likely to help you You should stop taking
it and call your doctor
+ If you miss a dose of alosetron hydrochlo

ride tablets, just skip that dose Do not take 2
doses the next time Wat unt | the next time you
are supposed 1o take t and then take your nor
mal dose
« Follow the important instructions in the sec
tion “What is the most important information

not prescribed Do not share your medicine with other
people It may harm them
Your doctor or pharmacist can give you more informati
on about alosetron hydrochloride tablets that was writ
ten for hea theare professionals You can also contact
the Alosetron REMS Program (toll free) at 1 844 267
8675 or at www AlosetronREMS com

9. What are the ingredients of alosetron_hydro

i %

Active Ingredient: alosetron hydrochloride

Inactive Ingredients: lactose (anhydrous), magnesi
um stearate, microcrystal ine cellulose, and pregelati
nized starch

This Medication Guide has been approved by the U.S.
Food and Drug Administration.

Roxane Laboratories, Inc
Columbus, Ohio 43216

10006481/01 Revised February 2015

©RLI, 2015
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(White 0 off v o) tabets The 0.5 mg tablet cona.ns 0 562 g acsetron HCI ! ot 1 05 g aoset
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12 CLIN CAL PHARMACOLOGY
121 Mechanism of Action
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In vit 0 human iver m ¢ osome studies and an n vivo metabolic probe study demonsirated that alosetron
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8 USE IN SPECIFIC POPULATIONS
Pregnancy

Pregnancy Category B Reproducton stud es have been perormed  ra s af doses Up
times

t
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give the pat ent a copy of the Medication Guide wh ch outlnes the beneffs and isks of alosetron
i instruct

nd of hs document

tion were lso evaluated by pat ens' daily reports Stool cons stency was evaluated on a scale of 110 5 (1
veryhard 2 hard 3 formed 4 loose and5 _ walery) Albaseline

eviow ho Par answer
all quostions. ignod Pat the patent

hy
' he i of 6§ ycort o1 0 orticl I AU & poseil Gecresss n cort o1 podution The el
sign ficance of hese findings i unknown
123 Phe

T phamacok netcs o assron have boen stded afr sl aral doses angng om0 0510 18 g 1
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Gopies of the Patiet Acknowledgement Form for aloselron hydrochior de tablets and addtonal cop es of
the Medicat on Guide are available by contacting the Aloselron REMS P ogram at 1 844 267 8675 or visitng

Atbaseln avrago il roquency vas g ly 32 per day for bon Dy ing the
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heal by

aftor 1mg e daly
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The o the senso of durng the 12 waeks of treatment
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only 1% of the dose was_ecovered in the feces as unchanged drug Follow ng oral adm nsiraton of a 1 mg
aloselron dose [0 young men a peak plasma concentrat on of app oximately 5 ng/mL. occured at 1 hour In

Sty § wes conducted i women wn svare o hs predot 185 and 1 o moe f th g
ol

mmediately discont nue alosalron hycrochiordo tablets and contact heir prescriber f they become
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‘Alosetron andor metabol tes of aloseron are excreted in the breast milk of lactating ats  is it known
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Aty win 14 labeled aloseron n Caucasian males (1) and fmales (1 _3)and an Asan male (1
1) showed sim ar serum metabol te profles Unchanged alosetron was. he major component n serum wih

paton thersfore app opriate caution and follow up should be exercised if alosetron hydrochloride tablets is
p esc ibod for theso pat ents [see Warn ngs And Procaut ons (5 1)]
86 Hepatic Impairment

s mtabolies
1kl o ceur i pala 1 hpat paant Aoteon shoud ot b uaed 1 palen ¢ wh seee
hepat mparme

oo
g et (i Pugh e of 718y a1 Tonls a1 el pt s h sovershapat npa et
hid

played approdmately 14 fold h gher exposure while ho female wth moderate hepat ¢ impairment d spiayed
‘approximately 1 6 fod higher exposure th iy fr fohasmal number of stocs an h h
intersubjoct variablty - ho pharmacokinelc find ngs no definiive quantlat e conclusions can be mat
e o the grsior xpasurs 12 ksslron . he fomale w h severs heats mperant clogston
Should not be used n females with severe. (22) Cont

beng p esent at none amount ng 0 mo e_han 15°% o the unmetabo
6

feriifed as droxy
sulphate 7 hyd oxy sulphate hydroxymetiyl im dazole and mono and b oxygenated midazole derivatives:
of aosatron © uniily Of he circulating

around 10 fold loss.

i
led dose is excreled n the urine (74 + 5%) The major urnary melabol tes were the &

hyckoxy glucuron de and and b oxygenated mdazole der vatves of alosetron 11 2 4% of the
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10 OVERDOSAGE
Thers 10 s o ant ol o curdoss ofssaton ycihir o abts Paten s shdbo managed

wihapprop clinical
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of losetron hycrochior de table s see Drug Interactions (7]

11 DESCRIPTION

utagenesis y
2 yoar o s slose on s ot ca € pogan. o a deses up 1o 30 mohglday o n ras at
dones i 0 40 mlida Thoso doos areabout 80 o 160 mos respcicly h roommenc

mg
o A ets e ot riphoma ol () /T rvars gane utaion et e huran

O emoseme abaron 1 e o+ 4 hapmecyts imechoulod DNA synesis (D) o8 &1 .
Vivorat micronucleus testfor mutagenicity Alosatron at o al doses up 10 40 mgkg/day (about 160 tmes the
recommended daily human dose based on body surface area) was found 10 have no effect on fert 1y and
rep oductve performance of male or female rats

ochlor do (HC
Lo aagoin oo sorcnin HTrocoporypo Crorealy loselion s Sovgniod 452345 o sy
ettt 1ozl 4y} 1 pr i bl 1 o0 monchycrecrinde At on o

Aloselron s
3 te 10 beigo 01 that has # 0ty of 61 ma/mL in water 42 gL n 0 M hycrochior acid 03 g/

14 CLINCALSTUDES
141 Dose

4% of subjec s n each alosetron hydrochior e tablets dose group who were lassified as responders using
i1 29D o2 veroserved ol th oughweok 4 Atach ofth 4 weok el ofth eamen hase o
h oe dosages of  morrement olef rate of

stool frequenc
Fohespectso Anapacs In anslyse o atnt from Siucas 1 and 2 who had 44t noa prodom 185
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1and2 575 ofpaton s ha gy at baslnoon 5o mor Gy pr sk It h ubset 32% o atnts
fal compared win

187% of pat ents on placebo

ays per week Inths subset 50%
of patien s on alosetron hydrochloride tabiets had urgency no more han 1 day in the st week of the tial
‘compared w th 28°% of palients on placebo Moreover n the same subset 12% on alosetron hydrochioride
{ablls had urgency No more than 2 days per week n any of the 12 wasks on treatment compared with 1% of
placabo pat onts

Figure 1 Percent of Pat ents Wi h Urgency on 5 Days/Week at Baseline Who Improved to No More
Than 1 Day n he Final Week

O Placebo
B Alosetron HCI 1 mg B 1D

Percent of Pa fonts

Studies 142

Studies 384

In Studes 1 and 2 patient reported subjective outcomes related 10 1B were assessed by quest onnaires
oblained al basel ne and week 12 Patien s n the mo e severe subset who rece ved alosetron hydrochioride
less trodness

da et na o nconc o corpat o (147%) was lver i tat oporieced b wamen rcehing
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