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PROPULSID™ (cisapride) Tablets
DESCRIPTION

PROPULSID™ (cisapride) Tablets contain
cisapride as the monohydrate, which is an
oral gastrointestinal prokinetic agent i
chemically designated as (+)-cis—4-amino-5-
chlo:o—u—[l—[a-(4—fluorophenoxy)propyl]—a-
methoxy—4-piperidinyl]-2-methoxybenzamide
monohydrate. Its empirical formula is

Cy3HysC1FN;O, ¢ H 0. The molecular weight is

483.97 and the structural formula is:

Clsaprlde as the monohydrate is a white to
slightly beige odorless powder. It is
practically insoluble in water, sparingly

soluble in methanol, and soluble in acetone.

Each 1.04 mg of cisapride as the monohydrate A

is equivalent to bne mg of cisapride.
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PROPULSID™ is available for oral use in
tablets containing cisapride as the
monohydrate equivalent to 10 mg Or 20 mg of
cisapride. Inactive ingredients are -
colloidal silicon dioxide, lactose
monohydrate, magnesium stearate,
nicrocrystalline cellulose, pclysorbate 20,

povidone, and starch (corn). The 20 mg

tablets also contain FD&C Blue No. 2 aluminum

lake.

CLINICAL PHARMACOLOGY

Pharmacokinetics

PROPULSID™ is rapidly absorbed after oral
administration; peak plasma concentrations
are reached 1 to 1.5 hr after dosing. The

absolute biocavailability of PROPULSID™ is

35-40%.

Experimentally reduced gastrj
.. *F \i\(‘r'y i
acidity in fasting_subjects caused a nmarked,

decreasé in the ra?f}and to a lesser degree

the exten%lof PROPULSID™ absorption.
PROPULSID™ binds to an extent of 97.5-98% to

plasma proteins, mainly to albumin. The

T twerrtwTYY, gastric acidity
| o

AT

p-5
A reduced by high dose histamine K,
receptor blocker piew sodium

bicarbonate in fasting subjects,
ol :

«,C..rt
rcwee a decreasa in the rate)..
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volume of distribution of PROPULSID™ is _ ’
about 180 L, indicating extensive tissue

distribution.

The plasma clearance of PROPULSID™ is about:
100 ml/min. The mean terminal half-life
reported for PROPULSID™ ranges from 6 to 12
hr;longer half-lives, uwp to 20 hg, have been
reported following intravenous (IV)
administration. PROPULSID™ is extensively
metabolized; unchanged drug accounts for less
than 10% of urinary and fecal recovery
following oral administration. Norcisapride,
formed by N-dealkylation, is the principal

metabolite in plasma, feces and urine.

There was no'unusual drug accumulation due to
VpiQé—dépendent or non-linear changes in PK.
After éessation of the repeated dosing, the
elimination half-lives (8 to 10 hr) were in
the same order as after single dosing.

There is some evidence that the degree of

W




LA 20-210 Draft Labeling
Page 4

accumulation of PROPULSID™ and/or its
metabolites may be somewhat higher in
patients with hepatic or renal impairment and
in elderly patients compared to young healthy
volunteers, but the differences aré not
consistent and do not require dosage

adjustment.

Pharmacodynamics

The onset of pharmacological actién of

cisapride is approximately 30 to 60 minutes

after oral administration.

The mechanism of action of cisapride is

thought to be primarily enhancement of
release of acetylcholine at the myenteric
plexus. Cisapride does not induce muscarinic
or nicotinic receptor stimulation, nor does
‘it inhibit acetylcholinegterase activity. It
is less potent than netoclopramide in ’
dopamine receptor-blocking effect in rats.

It does not increase or decrease basal or

pentagastrin-induced gastric acid secretion.

13
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] Added due to review of satety UPdaQ : :
In vitro studies have shown that cisapride is ! j\

a serotonin-4 (S-HT,) receptor agonist. This

FRcvE.

agonistic action may result in increased

gastrointestinal motility and cardiac rate.
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Esophagus: single doses of cisapride (4 to *
10 mg IV) increased the lower esophageal
sphincter pressure (LESP) and lower

esophageal peristalsis compared to placebo

’”

and/or metoclopramide. In patients with

N

gastroesophageal reflux disease (GERD) and a
LESP of <10 mm Hg, cisapride dose-dependently
increased the strength of esophageal
peristalsis and more than doubled LESP,
raising it to normal values. The.increase in
LESP was partially reversed by atrcpine,
suggesting that the effect is partly, but not
exclusively, cholinergically-mediated.

Twenty mg oral cisapride given once to
‘healthy volunteers similarly increased LESP,
starting 45 min afier dosing, with a peak
response at 75 min. The full duration of the
effect was not monitored, and doses smaller i
than 20 mg were jineffective. Ten mg oral

cisapride, administered 3 times daily for

several days to patients with GERD, resulted ;
in a signifiéant jincrease in LESP, and an

-
increased esophageal acid clearance.

Stomach: Cisapride (single 10 mg doses 1V or
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oral or 10 mg given orally 3 times daily up
to six weeks) significantly accelerated

gastric emptying of both liquids and solids.

Acceleration of gastric emptying was greatest
the

morning and lunch, intermediate whep 20 mg

was given in the m ing/;nd least when only

. . 7
10 mg was gilven 1n € m The

increases ii/gﬁstric emptying

pro?izﬁipnal to the plasma levels me

lfollowing the different regimens.

‘ Raplace vith:]

«s.Accealeration of gastric

emptying, xeasured over a toﬁr hour
pariod following a radio-labeled
test meal given at lunch time, was
greatest when 10 mg
cisaprié;:%iven:in the morning and
again before the test meal,
intermediate vhen 20 mg was given
azs a single administraticn in the
morning and least when culf 10 mg

was given on the morning of the

test meal. Tha increases in gastric

lenptying were proportional to the
cisapa’ .
plasma levels measured in ‘these

ubjects over the same 4 hours that

e gastric emptying test was
onducted,
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Cclinical Trials

clin
N

\
lassociat

disease.

10 mg dose in the

marginally effective

{cal trials have shown cisapride can

'réduce the symptoms of nocturnal heartZ;;p

with gastroesophageal refh&

/
o placebo-controlled %;yd
10 mg the othyr both 10 and 20 mg,QID

effects on nighktime heartburn

/

1

ies, one

although the

4y was only
re was no

consistent effect on daytime heartburn,

showed

BRSO ettt

Clinical trials have

shown ¢lad \

cisapride can reduce the symptons
of nocturnal heartburn associated
with gastroesophageal reflex

dfsease.

Two placabo-controlled
.gnlnu
studies, 0 mg, the other both
16 and 29 ng QID shoued cf{fects on)
q

nighttime heartburg,
dose in the second study was }

] 7‘u*uﬁ’ié?:?%ﬁa:
marginally effective.

{ffects wor

fhe 10 mg

nov—eoncieaers on daytime
heartburn, ox symproms of

b b IPN
<

regﬁrgitation ,5??.;4:7 >

N o
crvdpe mr -
-

rod

P . TP

h

ransictant

histopatholog

of the esopha Use of antacids

'*&nu vepantan

S.

,0(—-9(
ntrolled trial,

n a third

20 mg .a

N—

n 4 times was superior’

d26(
ne ther KE

placebo

nor

In ese multicenter trials,

24~hour pH exposure.

gnificant effect of cisapride on LESP

there was\no

affeated and
slightly.d.g¢9-4cl .

do Tt dn,:,}L ~A

r—-/
E‘&‘-C(\li(m—!
| Clinioed= trials Loebeepastrivroaddy

== t“ﬂ"m. - [+

PR >

] of foatd

/_ irrrroctorTe L

did not show a

14~oertbu17ﬁ
lsigniticant cffect on LESP, perhap:”

Y

| because the majority of these

1

! patients had normal LESP’s at the
1

beginning and end of tha study

In a clinical trial
i

omparing 10 mg cisapride to
C embaafy

{pericd.

lacebo, pH probe Seuwdies, in a
elatively small .aumber of
- .

atientaf/aid not feveal a

significant difference in pH.
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INDICATIONS

PROPULSID™ (cisapride) is indicatad for the
symptomatic treatment of patients with ;
nocturnal heartburn due to gastroesophageal

reflux disease.

CONTRAINDICATIONS .

PROPULSID™ (cisapride) should not be used in

e A -

patients in whom aa iicrease in
gastrointestinal motility could be harmful,
e.g., in the presence of gastrointestinal
hemorrhage,rmechanical obstruction, or
perforation. PROPULSID™ is contraindicated
in patients with known sensitivity or _ J

intolerance to the drug.

PRECAUTIONS

PR NS

Information for Patients: Although

a3

PROPULSID™ (cisapride) does not affect

kS

psychomotor funct{pn nor does it induce

sedation or drowsiness when used alone, '
]

patients should be advised that the sedative - -
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effects of benzodiazepines and of alcohol may

be accelerated by PROPULSID™.

Drug Interactions:

Concurrent administration

of anticholinergic compounds ®ay- cOompromise

2

the beneficial effects of PROPULSID?.<”The

acceleration of gastric emptying by

covu
PROPULSID™ mmry affect the rate of absorption

of other djjii;)

P,}{,.d—x el Ut

ikmzparrow

drugs that require careful titration,

Latjents on such drnga‘lshould be

ave bed

closely;plasma levels. .if

be reassessed.

Eierapeutic ratio drugs or other

e

Lllowed

FODLECI0S,

gbnitored;igéould

In patients receiving anticoagulants, the

werl.

Jo

ccagulation times-d&d‘increasa{in some cases.

It is advisable to check coagulation time one

wveek after
PROPULSID™
adjustment

necessary.

the start and discontinuation of
therapy, with an appropriate

of the anticoagulant dose, if
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Cimetidine coadministration leads to an , !
increased peak plasma concentration and AUC
of PROPULSID™;there is no effect on

de
PROPULSID™ absorption when scoadninistered

ty

with ranitidine. The gastrointestinal

absorption of cimetidine and ranitidine is
arl

accelerated whenhZOadministered with

PROPULSID™.

carcinogenesis, mutagenesis, impairment of

fertility: In a twenty-five month oral

. Replace with:
carcinogenicity study in rats, cisapride at /——— ”
: \Vlvv

gl

daily doses up to 80 mg/kg’m was

not tumorigenic.j?&r a 50 kg person (1.3 m? (Replace vith:

body surface area), this dgse repres:énts 50

For a 50 kg person of average
height ( 1.46 m! body surface

area), this dose represents 50

times the recommended maximum clinical dose

(1.6 mg/kg/day) /o.n/amg/kg basis an timesg [times the recomnended maximum

.. 1ini d .
the clinical dose (59.2 mg/m’) on a body clinical dose (1.¢ mg/kg/day) on 2

Yﬁ ; Ibg/kg basis and Yevd#-times the
surface a i : i ‘
ce are ba51s] In a nineteen month orall,jnical dose (S4.4 mg/n') on a

carcinogenicity study in mice, cisapride at pody surface area bisis.

daily doses up to 80 mg/kg @was @

not tumorigenic. * This dose represents S0

times the recommended maximum clinical dose

-
PSS W
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on a mg/kg basis and times the recommended

maximum clinical dose on a body surface area

basis.

Cisapride was not mutagenic in yitro Ames -

test, human lymphocyte chromosomal aberration
test, mouse lymphoma cell forward mutation
test, and rat hepatocyte UDS test and in vivo
rat micronucleus test, male and,jemale mouse
dominant lethal mutations tests;Aand sex

linked recessive lethal test in male

Drosophila melanogaster.

Fertility and reproductive performance
studies were conducted in male and female
rats. Cisapride was found to have no effect
on fertility ana reproductive performance of

C (00 fnes Hee

male rats at oral doses up to 160 mg/kg/day4

In the female rats, cisapride at oral doses fuaram deote OA o
of 40 mg/kg/day and higher prolonged the ’“ZS (. '¢x$|S cucd

. . . doe b uuan
breeding interval required for impregnation. JoS2 &4 o .42/\“&

(o535 )

3

Similar effects were also observed at
maturity in the female offspring (F,) of the

female rats (F,) treated with oral doses of

1Y

AMM‘(‘MM r&ow—“-‘

-
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cisapride at 10 mg/kg/day or higher. :
cisapride at an oral dose of 160 mg/kg/day
also exerted contragestational/pregnancy

disrupting effects in female rats (Fo) -

Pregnancy: ‘Teratogenic effects: Pregnancyi
category C: Oral teratology studies have
been conducted in rats (doses up to 160
ng/kg/day) and rabbits (doses up-.to 40
mg/kg/day). There was no evidence of a
teratogenic potential of cisapride in rats or

rabbits. Cisapride was embryotoxic and u?aguiuﬂ

fetotoxic in rats at a dose of 160 mg/kg/day (ICD huwes &-—( tﬁ/
e s 1 gt gt e o L T B,
higher. 7Tt also produced reduced birth oo drse ou a
weights of pups in rats at 40 and 160 ~l (“‘z_'(oag‘f) '
mg/kg/day and adversely affected the pup
survival. Taere are no adequate and well-
controlled studies in pregnant women.

. Cisapride should be used during pregnancy . ’
only if the potential benefit justifies the

potential risk to the fetus.

~

Nursing Mothers: Cisapride is excreted in

13
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human milk at concentrations approximately
one twentieth of those observed in plasma.
caution should be exercised when PROPULSID™

is administered to a nursing woman.

Pediatric Use: Safety and effectiveness in-

children have not been established.

Geriatric Use: Steady-state plasma levels
are generally higher in older th;ﬁ in younger
patients, due to a moderate prolongation of
the elimination half life. Therapeutic

doses, however, are similar to those used in

younger adults.

The rate of adverse experiences in patients
greater than 65 years of age was similar to

that in younger adults.

11}
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Firm has rasponded to our requests for the
following (SEX PAGE 17 :
1. to refer to the total data base,
NDA 20-210 Draft Labeling 2. tcdidenti!y causes of discortinuation,
an )
Page }4‘"/5 3. show adverse reactions for 10 vs 20 ng
: or state that there is no difference.

I

VERSE REACTIONS !

e U.S. clinical trial population

patiekts with gastroesophageal reflux

disordexrs the following adverseexz;riences

1% of
| patients tkeated with PROPULSID™/ (cisapride).
' PROPULSID™ Placebo

n=315 - n=191

. Headache
' piarrhea
Abdonminal pain
Constipation
‘Nausea
iVomiting
Pain
Flatulence
Dizziness

Chest paj




A AT

NDA 20-210 Draft Labeling
page X¥5/0

vforeign marke

{ tachycardia, elevated liver enzymes, 2 a

AdditionalN\adverse experiences repo ed to

occur in 1% Ox 1iess of patients

U.S. GERD
ctudies are: ADb ormal vision,/ anxiety,
insomnia, dry mouth)\ somnojlence, palpitation,

rash, edema and prurit

In other U.S. an 1 trials and in
ng experience, thgre have been

eizures and abnormal movements,

itis. The relationship of PROPULSIDR to

e event was not clear in these cases.

2

X
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t;\ the U.S. cinical tial po;ulailon of 1728 patients (comprising 506 with gastroesophageal
refiux cisorders, and the remainder with other motiity disorders) the foflowing adverse
upcrhnccs wers reponied in more than 1% of patients treated with PROPULSID®

The percent o! patienls who discontinued treatment is displayed in
parenthesis.

SystenvAdverse Event PROPULSIO® Placebo
N=1042 N=686

Cantral § Perphoral Nervoys Systemg

Headache 19.3%{1.1%) 17.1%{0.4°%)

Btrrimess SodfGr@i—— e

Gastrointestinal

Diarrhea 142 (0.7) 10.3 (0.1)
Abdominal pain 10.2 (1.2) 7.7(0.9)
Nausaa 7.6 (1.0}

£ iDL

Vomitisg—ee iy
Constipation ) 6.7 (0.1)
Flatdence 3.5 (0.4)
Oyspapsia 2.7 (0.1)

Respirato m
Rhinftis 7.3 (0.1) 5.7 (0.Y)
Smusms 3.6 (0.0) 3.5 (0.0)

Fharymgit e 0% oo

Coughing 1.5 (0.2) 1.2 (0.0)

Resistance Mechanism

Viral infection 3.6 (0.2) 3.2 (0.0)
Upper.respiratory tract infection 3.1 (0.0) . 2.8 (0.0
Jdofectian o

1.2\C0) . raoor w‘- M(‘W’ &o W'gﬁhfc
Body as a Whole ’

Pain 3.4 {0.0) 23 (0.0
Ohestpahr Oty oo
Fever 2.2 (0.1) 1.5 (0.0)

[ Peere ...

Tovey e L o - . .
;?:'L.. 1013 . ¢ 4 Loe ana ‘M <
Rack naia

L2100

nna em
Urinary tract infection 2.4 (0.0)
Mctuntion trequency 12 (0.1)

Psychiatric :

Insomnia 1.9 {(0.3)
Anxiaty 1.4 {0.1)
Nervousness 1.4 {0.2)
%vwc»lun e, !\\f

Skin & Appendages

Rash 1.6 (0.0)
Pruritus 12(0.1)

E’M

Mg_gkeletal System
1.4 {0.1) 1.2 (0.0)

Y. .

T T

Also add (as a result of Safety Update Review)

leukopenia, aplastic anenia,
1.4 (0.2) 0.3 (0.0) puncytopcnil, granulocytoperia

1.2(0.0) 0.9 (0.0)

Dlanho& abdominal pain, gonstipation, flatulence, and rhinitis all occ:*rred more trequenty
in panems using 20 mg of PROPULSID® than in patiants using 10 mq.

Add’monal adverse experiences reponed 10 occur in 1% or less of patiems in the U.S.
.dinical studies are: dry mouth, somnolence. palpitation, migraine, tremor, and edema.

DN Mmarketing experiencs, there have been
h ia. elovaled kver anzymes,

f The nlaﬂonshup of PROPULSID® to the event was not
dear in these cases.
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i;:jub | Added due to review of Sate;y Updat.
There have been rare cases of’/\tachycardia . .
N H
reported. Rechallenge precipated relapse in - f
some of those patients.
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OVERDOSAGE .‘
Reports of overdosage with PROI ULSID™ N
(cisapride) include an adult who took 540 mg

and for 2 hours experienced retching, : 2 4

borborygmi, flatulence, stool frequency and

urinary f{requency. Treatment should include

gastric lavage and/or activated charcoal,

close observation and general supportive

measures.

single oral doses of cisapride at 4000 mg/kg,
160 mg/kg, 1280 mg/kg and 640 mg/kg were
lethal in adult rats, neonatal rats, mice and
dogs, respectively. Symptoms of acute
toxicity were ptosis, tremors, convulsions,
dyspnea, loss of righting refle*, catalepsy,

catatonia, hypotonia and diarrhea.

Wb
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DOSAGE AND ADMINISTRATION

adults: Initiate therapy with 10 mg of .

PROPULSID™ (cisapride) 4 times daily at least -

15 minutes before meals and at bedtimew! It l

is likely tht\&ES\ézsgge will need to

incireased to 20.mg,Ngiven as above, to obtain . D
‘ lobtain a satisfactory

TP

Replace with:

mng, given as a

a satisfactory effect. . o

%wdwlw

¢m‘t§)1‘ e ( uJuuldu

In elderly patients, steady-state plasma E o ! o
levels are generally higher due to a moderate o weg,  FA 8
obwut, <0 O °

prolongaticn of the elimination half-life. gcg&;gég,iciar rtguif]
Therapeutic doses, however, are similar to
those used in younger adults.

HOW SUPPLIED

PROPULSID™ (cisapride) is provided as scored
white tablets debossed "Janssen" and P/10 |
containing the equivalent of 10 mg of
cisapride in blister packages of 100 (NDC
50458-430-01) and in bottles of 100 (NDC
50458-430-10), 25? (NDC 50458-430-25), and
S00 (NDC 50458-430-50). PROPULSID™ is also

provided as blue




Y

A S i AR DALY TR

NDA 20-210 Draft Labeling

Page 28~ A\

tablets, debossed "Janssen" and PROPULSID/20,

containing the equivalent of 20 mg cisapride

in blister packages of 100 (NDC 50458-440-01)

and in bottles of 100 (NDC 50458-440-10) ,- 120

(NDC 50458-440-12), 250 (NDC 50458-440-25), ¥
and 500 (NDC 50458-440-50). Store at

controlled room temperature, 15°-30°C (59°~

80°F). Protect from moisture. ‘
1i¥7 The 20 mg tzblets should also be‘

protected from light

JANSSEN PHARMACEUTICA INC.

Riscataway-, New Jersey ©8855

T“kbLHL/ 085¢0
Date: HAuifyst—159% Patent:
~Nung Fxs 1|43

4,962,115

W
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PROPULSID™ (cisarride) Tablets

DESCRIPTICN

PROPULSID™ (cisapride) Tablets contain cisazpride as the - 7
monchydrate, which .is an oral gastrointestinal prokinetic agent
chemically designated as (:)-cis-4-amino-5-chloro-u-[1-[3-(4-

fluorophenoxy)propyl]-3-methoxy-4-piperidinyl]-2-methoxybenzamide

monohydrate. Its empirical formula is CuHyClFN;0H,0. The

-clsapride as the monohydrate is a whlte to sllghgly_beigegvu

.14\--,4-.‘ ‘-—n\‘v - \»-‘-. -

. odorless powder. It is practically insoible in 'ater, sparinglyq

soluble in methanol, and soluble in acetone. Each 1.04 mg of
cisapride as the monohydrate is equivalent tc one mg of

cisapride. i

PROPULSID™ is available for oral use in tablets containing
Cisapride as the monohydrate equivalent to 10 mg or 20 mg of
Cisapride. Inactive ingredients are colloidal silicon dioxide,

lactose monohydrate, mégnesium stearate, microcrystalline

i
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cellulose, polysorbate 26,'povidoné, and starch (corn). The 20

mg tablets also contain fD&C Blue No. 2 aluminum lake.

CLINICAL PHARMACOLOGY

Pharmacokinetics Quﬁ“‘l

Jard '
PROPULSID™ j¢

rapidly absorbed after oral administration; peak w\)

plasma concentrations are reached 1 to 1.5 hr after d051ng. - The -

absolute bloavallablllty of PROPULSID“‘;S 35~ 40&.

PRV RS __ﬁs"?ﬁ"‘!rﬂ_'? AL

Experimentally reduced gastric acidity in fasting subjects ca

12 hr;longer half-lives, up to 20 hr, have been reperted

following intravenous (IV) administration. PROPULSID™ is
extensively metabolized;‘ynchanged drug accounts for less than”f?*”“
10% of urinary and fecal_;ecovery following oral adninistration.
Norcisapride, formed by N-dealkylation, is the principal

metabolite in plasma, feces and urine.
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There was no unusual drug accumulation due to time-dependent or
non-linear changes in PK. After cessation of the repeated
dosing, the ellmlnatlon half-lives (8 to 10 hr) were in the same

order as after 51ngle dosing.

There is some evidence that the degree of accumulation of

-_PROPULSID”‘and/or its metabol;tes may be some"hat hlghel in

Il--q-l.d e
- h

Gt I3 e AT
| u,.f.\m&wn,

, 05&99"'&‘1
A * ";__ Rt .u o3

q':n--q s
< ‘-”

enhancement of release of acetylchdline at the myenteric plexus.

Cisapride does not induce muscarinic or hicotinic receptor
coeesees gtimulation, nor does it‘inhibit acetylcholinesterase activity{

It is less potent than metoclopramide in dopamine receptor-

‘blocking effect in rats. It does not increaee or decrease basal

or pentagastrin-indueed gastric acid secretion.
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Esophagus: Single doses of cisapride (4 to 10 mg IV) increased

the lower esophageal sphincter pressure (LESP) and lower
esophageal peristalsisyeompared to placebo and/or metoclopramide.
In patients with gastroespphageal reflux disease (GERD) and a
LESP of <10 mm Hg, cisapride dose-dependently ihcreased the

strength of esophageal:peristalsis and more than doubled LESP,

raising it to normal values. The increase in LESP was partially

reversed by atropine, suggesting that the effect is partly, but

not exclusively, cholinergically-mediated.‘ Twenty mg oral

’c1sapr1de given once: to:healthy volunteers s;mllarly 1ncreesed;

ol s et B AR B a.' DY SRR A

Thu full durationXo:”thu; ttect es_not‘monitored,,
. ' \ - ’ y ‘, Wy . !

., 35 X ’Q“"‘ 1 HOSIRA ' '.‘-"‘!_ -."‘
administerad 3 ttnes daily ‘tor severelhdaya-to AR

2n F

e i
_ "cisapride,

sfoiaeh: Cisapride (sinaiebiorﬁé dcses IV or oral or 10 ﬁngiveh‘
orally 3 times daily up to six weeks) 51gn1f1cantly accelerated
gastric enptying of both 11qu1ds and solids. Acceleratlon of

gastric emptying was greatest when a dose of 10 mg was given hoth

PRESVER

in the morning and at lunch, intermediate when 20 mg was given in

the morning and least when only 10 mg was given in the morning.

, The increases in gast;%c emptying were proportional to the plasma
- ta ] : th—r\o
v levels measured/@ollow1ng the different regimens. #e~wes~.

4etTITITEd Chat Once a threshold plasma CONCEAtIaATIOM Uf~5o—te—li__
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nLRLof—clsapride auuL4uMu#udb—éheee—uas—a—p&edee@ebLo——
relationship Retween plasma ﬁnnﬁantra:&aas—c@—e&eepr&de—end //
- . . M . . g b

Cllnlcal trials have shown cisa ride can reduce the s toms of
a&m assoa’efed wtl P TFoe ﬁn&,(w- Coutrelles

troeso hageal reflux djs '
&"“ K3 .;*g:%f o adaio
“y
‘agg;:t:éd—nazalL21:iﬁnae&teene—eé—*qfée—ng.QID with—plaechowere—

t ; showed @ersrotent effects on ni nttlme .
i=‘+-"¢~'¢lﬂ0«g‘4 = Jnéj_dns.gM L m& i,
l}ﬂ.ﬁ‘.h. o consiste .

,heartbur effect“on da ime heartbur

Toriy s obe e
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- In these multlcenter trzals, there was no signifléant effect ot

;- cisapride on LESP or 24-hour pH exposure.-_ -

. . . -
LERRTT
3 .

. i
INDICATIONS o

e PROPULSID™ (cisapride) is indicated for the symptomatic treatment.
of patients with nocturnal heartburn due to gastroesophageal

reflux disease.

CONTRAINDICATIONS

. PROPULSID™ (cisapride) should not be used in patients in whom an
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Informatlon for Pat;ent8° Although PROPULSID™ (ClSuprlde) does
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‘increase in gastrointestinal motility could be harmful, e.qg., in

the presence of gastrointestinal hemorrhage, mechanical
obstruction, or perforation. - PROPULSID™ is contraindicated in d

patients with known: sensitivity or intolerance to the drug.

PRECAUTIONS

O a .-;,..uw.A.r».. 3
- Ri2dyy d m‘t.p.:.n-'m .r‘u" “

aftectipsychomotbr function-nbf‘dpes'

And: aig.“mhol,,may bg

b,

mf'z!féi‘tg

rate of absorption of other drugs.. ' vE“ R e i*

For narrow therapeutic ratio drugs or other drugs that require
careful titration, it should be appreciated that PROPULSID may---
alter absorption when given concomitantly. Patients on such

drugs should be monitored Closely;plasma levels, if monitored,

should be reassessedi
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In patients receiving‘anticcagulants, the coagulation times did

el lncrease in come cases.<. It is advisable teo check coagulation .-

.time one week after the starf and discontinuation of PROPULSID™

therapy, with an appfopriate adjustment of the anticoagulant

dosa, if necessary.

.

. - Vo
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Cimetidine coadminietration leads to an increased peak plasma
i concentration and A'UC of PROPULSID™;there is no effect on a7
N PROPULSID™ absorption when coadministered with ranitidine. The
gastrointestinal abeorption of cimetidine and ranitidine is

accelerated when coadministered with PROPULSID™,
{

TR e

,mutagenesis. imﬁaarmont“ot:tortility: In a--‘-

P "%_ L tﬁenty

AraEmcy e

repre,sents.,so ‘tim_es" the- reconme fded-naxim*x‘x’n clinicaﬁl dose «(2s 6
R ‘"?‘i“-’f‘f SpTEsEEe b FRSg R R g

o il

. mg/m’) on a body surface area basis. . In' 2 nineteen mo'ntb otaL |

- " A

- EmEL carc:mogenlclty study in nice, cisapride at daily doses,up to 80
‘ : ng/kg (240 mg/m’) was not tumorlgenic. " This dose represents 50 iy
times the recommended maximum clinical dose on a mg/kg basis and

4 times the recommended maximum clinical dose on a body surface
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area basis.

Cisapride was not mutagenic in in vitro Ames test, human
lymphocyte chromosomal aberration test, mouse lymphoma cell
forward mutation test, and rat hepatocyte UDS test and in vivo
rat micronucleus test, maie and female mouse dominant lethal
mutations tests, and cex linked recessive lethal test in male

Drosophila melanogaster.

. . C e e emma amonm e " gy
- R AT LAy g, L

Fertilzty and reproductive perfornance studies were conducted An

‘male and female rats.\ C1sapride was,ﬁound to_have no. effec,ﬁon

&I .tertil.ity and -reproductive'pertomnce'
5 e

?_‘o_b"""impregnatlon %Lga‘;_

maturity in the female offsprinq (F})hof .he female'rats‘(Fa"wh'%”fw

. treated with.oral doses of c1sapride at 10 mg/kg/day or higher.ﬁ1w,"“

Cisapride at an oral dose of 160 mq/kg/day also exexced o

contragestational/pregnancy disrupting effects in female rats
(Fo) - Wwas thece ma,w 'ﬁOX\OfQ WM

Pregnancy: Teratogenic effects: Pregnan., =atagory C: Oral
teratology studies have been conducted in rats (doses up to 160

ng/kg/day) and rabbits (doses up to 40 ng/Xy/day). There was no

evidence of a teratogenic potential of ciscpride in rats or
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rabbits, Cisapride was embryotoxic and fetotox.: in rats at a

dose of 160 mg/kg/day and in rabbits at a dcse of 20 mg/kg/day cf
higher. It also produced reduced birth weights of pups in rats
at 40 and 160 mg/kg}day and adversely affected the pup'survival.
There are no adequate and well~-controlled studies in pregnant
women.

Cisapride should be used during pregnancy only if the

potential benefit justifies the potential risk to the fetus.

= Nursing xotharsx“,CLsaprlde Ls-excreted-in human—milk—at~ B it R

- - ey Do - g e

concentrations approximately one tventieth of those observed in o

plasma.f Cautzon“hould e exerczsed'@ﬁggwsﬁBPULSID" is, -

Geriatric Use:™ Steady-state plasma levels are generally higher

in older than in 1ounger patients, due to a moderate prolongatlon
of the elimination half life. Therapeutlc doses, however, are

similar to those used in younger adultsf

The rate of adverse experiences in patients greater than 65 years

of age was similar to that in younger adults.




In the U.s,

treated with PROPULSID™

PROPULSID™

n=315%

clinical trial Population of S06 patients with

;EE> gastroesophageal reflux disorders the following adverse

experiences wera reported to occur in more than 1% of patients

(cisapride).

Placebo

- Headache

Se -

fiatulenceF¢
bizzineé;';
Chest pain
Malaise
- Arthrdlgia
Myalgia
Dysuria

Fever
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} Additional advarse experiences reported to occur in 1% or less of

patients in U.S. GERD studies are: Abnormal vision, anxiety,

insomnia, dry mouth, sornolence, palpitation, rash, edema and

~e .. pruritis.

In other U.S. and international trials and in foreign marketing

(=]
experience, there have been reports of seizureeAand abnormal

movements, tachycardia, elevated ‘liver enzymes, and hepatitis.

The relatxonehlp of PROPDLSID"

to the event was not clear in

'these cases.

’-Rsports"of overdosage with—PROPULSIﬁ'qg
WG i & il

3 ;’.-'.'-()3-. 4u~. . SR T

adult who took 540 mg and for 2 hours experienced retchinq,'

borborygmi, flatulence, stool frequency and urinary frequency._ s

Treatment should include gastric lavage and/or activated "

charcoal, close observation and general supportive measures.

Single oral doses of cisapride at 4000 mg/kg, 160-mg/kg,--1280-
mg/kg . and 640 mg/kg were lethal in adult rats, neonatal rats,
nice and dogs, respeetively. Symptoms of acute toxicity were

ptosis, tremors, convulsions, dyspnea, loss of righting reflex,

catalepsy, catatonia, hypotonia and diarrhea.
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-::;'lé.'_'
DCSAGE AND ADMINISTRATION

i AdQults: Initiate therapy with 10 mg of PROPULSID™ (cisapride) 4

' times daily at least 15 minutes before meals and at bedtime. 'EF ¢S
(;kgs'fﬂnx' qufusz o

4o o
e dosage eem be increased to 20 ng, given as above, 41?1na§§;ﬂ*
ACL gadf&ﬁt&iihz} Jﬂacle

In patients with hepatic or renal insu

Cy, the daily dose

“Therapeutic. doses,*howaver, are: sinilar to;thone usadaiﬁi_;"'.
younger adults.

HOW SUPPLIEL.

PROPULSID™ (cisapridé) is provided as scored white tablets

d>bossed "Janssen" and P/10 containing the equivalent of 10 mg of
cisapride in blister packages of 100 (NDC 50458-430-01) and in
becttles of 100 (NDC 50458-430~10), 250 (NDC 50458-430~-25), and
500 (NDC 50458-430—50). PROPULSID™ is also provided as blue

tablets, debossed "Janssen" and PROPULSID/20, contalnlng the

EQUIVEIEut of 20 mg cisapride in blister packages of 100 (NDC
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50458-440-01) and in bottles af 100 (NDC 50458-440~10), 120 (NDC

50458-440-12), 250 (NDC 50458-440-25), and S00 (NDC 50458-440-

50). Store at controlled room temperature, 15°-30°C (59°-80°F) . d

Protect from moisture.

— JANSSEN PHARMACEUTICA INC. : ’ IR

-t

| Piscataway, New Jersey 0885S




