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NDA 20-210/8-032
NDA 20-398/8-022
NDA 20-767/s-011 __ .

Janssen Research Foundation
Attention: Cynthia Chianese ‘ -

1125 Trenton-Harbourton Road .
P.O. Box 200 _
Titusville, NJ 08560-0200

. .Dear Ms, Chianese: - —

. —

““Please refer to your supplemental new drug applications dated J anuéry 24, 2000, received )
January 27,-2000, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act '
for Propulsid (cisapride) Tablets, Suspension, and Propulsid Quicksolv Rapidly-Disintegrating

Tablets, respectively. o

These "Changes Being Effected” supplemental new drug apbchations provide for revision of the

cisapride labeling as follows: - 3

1. Package Insert: Multiple revisions to the Boxed Waming, CONTRAINDIC

ATIONS,

WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS, and DOSAGE AND
ADMINISTRATION sections of the package insert to better characterize the risks associated
with cisapride’s use, in response to the Divisions December 7, T999 and January 10, 2000
letters. These fevisions include the addition of language recommending a 12-lead ECG and
assessment of serum electrolytes and creatinine prior to initiating therapy with cisapride.

i 72.- Medication Guide: Multiple revisions to the Medication Guide to harmonize it with the -

package insert.

e

‘We have completed%e review of these suppleplentgl applications and have concluded that -

adequate informatiofi has been presented to demonstrate that the drug products are safe and
_. - effective for use as recommended in the submitted final printed labeling (package insert
submitted January 24, 2000, patient package insert submitted January 24,2000). Accordingly, -

these supplemental applications are approved effective on the date of this letter. .

If a letter communicating important information about this drug product (i.e., a "Dear Health
Care Practitioner" letier) is issued to physicians and others responsible for patient care, we
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NDA 20-210/S-032

- _ - - NDA 20-398/S-022

— . NDA 20-767/8-011
- : 7 X Page 2
request that you submit a copy of the letter to this NDA and a copy to the following address:
| MEDWATCH, HF-2 | o
FDA: ) ) J—
— 5600 Fishers Lane

Rockville, MD 20857

_ Atthe next pririting of the package insert, please revise the Boxed Warning and ADVERSE

REACTIONS section, Ongoing Postmarketing Surveillance subsection as follows (new text is -
indicated by a double underline): ’ -~

— - The first paragraph, third sentence should be revised to read, “In approxﬂnatély 85% of -_

these cases the events occurred when PROPULSID® was used in patients with known risk
- - factors for ventricular arrthythmias, -

The Agency may be notified of this change in the next annual report. -

| We rémind_y_ou that you must comply with the requirements for an approved NDA set forth
. under21 CFR 314.80%id 314.81. - e e

If you have any questions, call- Melodi McNeil, Regulatory Health i’_roject Manager, at
(301) 827-7310.

7 ] Sincerely.

[Slsmee [S] 3l -

——-" Director .
. - Divistan of Gastrointestinal and Coagulation Drug
= —Products ‘
- "Office of Drug Evaluation I1I
Center for Drug Evaluation and Research —

APPEARS THISWAYL , T
ON ORIGINAL - - .

- *

= JU—

Lilia Talarico, M.D. o -
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Warming: Serious cardiac arrhythmias including ventricular tachycardia, ventricular
fibriliation, torsades de pointes, and QT prolongation have been reported in
patients taking PROPULSID®. From July 1993 through May 1539, more than 270
such cases have been spontaneously reported, including 70 fatalities. in approxi-
mately 85% of these cases the events occurred when PROPULSID® was used in
patients with known risk factors. These risk factors included the administration of
other drugs which caused QT prolongation, inhibited the cytochrome P450 3A4
enzymes that melabolize cisapride, or depleted serum electrolytes; or the presence
of disorders that may have predisposed patients to arthythmias. In approximately
0.7% of these cases, the events occurred in the absence of identified risk factors;
in the remaining cases, risk factor status was unknown, Because the cases were
reported voluntarily from & population of unknown size, estimates of adverse event fre-
--quency cannot be made. (See CONTRAINDICATIONS, WARNINGS, PRECAUTIONS and
Drug Interactions.)

Numerous drug classes and agents increase the risk of developing serious cardiac
arrhythmias. PROPULSID® is contraindicated in patients taking certain macrolide anti-

- |--biotics {such as darithromycin, erythromycin, and troleandomycin), certain antifungals

-

-{such as fluconazole, itraconazole, and ketoconazole), protease inhibitors (such as
indinavir and ritonavir), phenothiazines (such as prochlorperazine and promethazine),
Class IA and Class Iil antiarrhythmics (such as quinidine, procainamide, and sotalol);
tricyclic antidepressants (such as amiffiptyline); certain antidepressants (such as

| nefazodene and maprotiline); certain antipsychotic medications (such as sertindole),

as well as other agents (such as bepridil, sparfloxacin, and grapatruit juice). (See
PRECAUTIONS: Drug Interactions.) The preceding list is not comprehensive.

QT prolongation,torsades de pointes (sometimes with syncope), cardiac arrest and
sudden death have been repdited in patients taking PROPULSID® without the
above-mentioned contraindicated drugs. Most patients had disorders that may have
predisposed them to arrhythmias with PROPULSID®, Thesa include history of prolonged
electrocardiographit QT intervals or known family history6f Songenital long OT syndrome:
history of ventricular amhythmias, ischemic or valvular heart disease; other structural heart
defects; cardiomygpathy; congestive heart failure; clinically significant bradycardid; sinus

1 node dysfunction;-second or third degree atrioventricular block; respiratory failure; or

conditions that result in electrolyte disorders (hypokalemia, hypocalcemia, and hypo-
magnesemia), such as severe dehydration, vomiting, or. malnutrition; eating disorders;
renal failure; or the administration of potassium-wasting diuretics or insulin in acute
seftings. PROPULSID® is contraindicated in patients with these conditions.

with PROPULSID® should not be initiated if the QTc value exceeds 450 milliseconds.
Serum electrolytes {potassium, calcium, and magnesium) and creatinine should be
assessed prior to administration of PROPULSID® and whenever conditions develop that
may affect electrolyte batance or renal function. (See DOSAGE AND ADMINISTRATION.)
If syncope, rapice®r imegular heartbeat deveiop, patientsshouid immediately stop taking
PROPULSID® and seek the attention of a physician.  _

Recommended doses of PROPULSID® should not be exceeded.

A 12-ead ECG should be performed prior to administration of PROPULSID®. Treatment

DESCRIPTION

PROPULSID® (cisapride) Tablets and Suspension contain cisapride as the monohydrate,
which Is an oral gastrointestinal agent chemically designated as {£)-cis-4-amino-5-chloro-N-
[1-[3-{4-fluorophenoxy)propyl)-3-methoxy-4-piperidinyl]-2-methoxybenzamide monohydrate.
Its empirical formula.is CxH,,CIFN,0,#H,0. The molecular weight is 483.97 and the structural

formula is:

: - - OCH,
= 9 et
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Cisapride as the monohydrate is a white to slightly beige ododess powder. It is practically
insoluble in water, sparingly soluble in methanol, and soluble in acetone. Each 1.04 mg of
cisapride as the monohydrate is equivalent to one mg of cisapride.

PROPULSID® is avaitable for oral use in tablets containing ¢isapride as the monohydrate
equivalent to 10 mg or 20 mg of cisapride and as a suspension containing the equivalent
of 1 mg/mL of cisapride. The inactive ingredients in the tablets are colioidal silicon dioxide,
lactose monohydrate, magnesium stearate, microcrystaliine celliulose, polysorbate 20,
povidone, and starch (com). The 20 mg tablets also contain FD&C Biue No. 2 aluminum
lake. The inactive ingredients in the suspension are hydroxypropy methyicellulose, methyl-
paraben, microcrystaliine cellulose and carboxymethylcellulose sodium, polysorbate 20,
propylparaben, sodium chioride, sorbitol, and water, The 1 mg/mt. suspension also contains
artificial cherry cream flavor and FD&C Red No. 40,

CLINICAL PHARMACOLOGY . T
Pharmacokinetics

Cisapride is metabolized mainly via the cytochrome P450 3A4 enzyme. PROPULSID®
(cisapride) is extensively metabolized; unchanged drug accounts for less than 10% of trinary
and fecal recovery following oral administration. Norcisapride, formed by N-dealkylation, is
the principal metabolite in plasma, feces and urine. PROPULSID® is rapidly absorbed after
cral-administration; peak plasma concentrations are reached 1 to 1.5 hours after dosing,

The absolute bicavailability of PROPULSID® is 85-40%. When gastric acidity was reduced . .
by high dose fistamine H, receptor blocker and sodium bicarbonate in fasting subjects,~—

there was a decrease in the rate, and 10 a lesser degree the extent, of PROPULSID® tablet
absorption. (This has not been established for the suspensicn.) PROPULSID? binds to an
extent of 97.5-08% to plasma proteins, mainly to albumin. The 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-lite
reparted for PROPULSID® ranges from 6 to 12 hours; longer half-lives, up to 20 hours, have
been reported foliowing intravenous (IV) administration, ----

There was no unusual drug accumulation due to time-dependent or non-linear changes in
phamacokinetics. After cessation of the repsated dosing, the-elimination halfives (8 to 10 hr)
were in the same order as after single dosing. The degree of 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 are not
consistent. Dose adjustments are recémmended in patients with hepatic impairment. (See
DOSAGE AND ADMINISTRATION.)

The pharmacokinetics of cisapride in pediatric patients are not well characterized, Therefore,
it is unknown if the dose-response relationship in the aduit popuiation can be extrapolated
to the padiatric population. {(See PRECAUTIONS: Pediatric Use.)

-~
-




;u‘,; ""

frf

L

Pharmacodynamics

The onset of pharmacological action of cisapride is approximately 30 fo €0 minutes after
oral administration, o

Cisapride promotes gastric motility. The mechanism of action of cisapride s thought to be
primarily enhancement of release of acetyicholine at the myenteric plaxus. Cisapride does
not induce muscarinic or nicotinic receptor stimulation, nor does it inhibit ace:/icholinesterase
activity. It is less potent than metoclopramide in dopamine receptor-blocking effects in rats.
It does not increase or decrease basal or pentagastrin-induced gastric acid secretion.

In vitro studies have shown that cisapride is a serotonin-4 {5-HT,) receptor zqonist.
Electrophysiological studies in in vivo anesthetized guinea pig and rabbit medels and in vitro
isolated rabbit Purkinje fibers and ventricular papillary muscle and-isolated rabbit ventricular
myocCyte modeis, have shown that cisapride prolonged cardiac repolarization without Sslowing

conduction by selectively blocking the rapid component of the delayed recwiying K current -

{l) which leads to a lengthening of the action potential {QT Syndrome),

Esophagus: Twenty milligrams oral cisapride given once to healthy voluneers increased
lower esophageal sphincter pressure (LESP), starting 45 minutes after dosing, with a peak
response at 75 minutes. The full duration of the effect was not monitored. ard doses smaller
than 20 mg were inefiective. Ten milligrams oral cisapride, administered 3 times daily for
several days to patients with gastroesophageal reflux disease (GERD). resaited in a signifi-
cantincrease in LESP, and an increased esophageat acid clearance.

Stomach: Cisapride (single 10 mg doses 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, measured over a four hour period following a radio-labeled test meal given at
lunch time, was greatest when 10 mg cisapride was given both in the moming and again
before the test meal, intermediate whan 20 mg was given as a single administration in the
moming and least when only 10 mg was given on the moming of the test meal. The increases
in gastric emptying weré proportional fo the plasma levels of cisapride measured in these
subjects over the same 4 hours that the gastric emptying test was conducted. -
Clinical Trials o —

~ Clinical trials have shown that cisapride can reduce the severity of symptoms of nocturnal

heartburn associated with gastroesophageal refiux disease. Two placebo-controlled studies,
one using a dose of 10 mg q.i.d., the other both 10 and 20 mg q.i.d., showed effects on night-
time heartbum, aithough the 10 mg dose in the second study was only marginally effective.
There were no consistent effects on daytime heartburn, symgtoms of regurgitation, or
histopathology of the esophagus. Use of antacids was only infrequently affected and slightly

decreased. In a third controlled trial of similar design to the others, neither 10 mg nor 20 mg—

taken 4 times daily was superior to placebo. In these dlinica! trials cisapride did not show a
significant effect on LESP.

_ In a clinical trial comparing 10 mg cisapride to placebo, PH probe evaluation, in a relatively

smali number of patients, did not reveal a significant difference.in pH.

~ INDICATIONS AND USAGE =

PROPULSID® (cisapride) is indicated for the symptomatic treatment of adult patients with
noctumal heartburn due to gastroesophageal refiux disease. Because of the risk of serious,
and sometimes fatal, ventricular arthythmias (soe Boxed Warning), PROPULSID® should
generally be reserved for patients who do not respond adequately to lifestyle modifications
{See PRECAUTIONS: Information for Patients and Medication Guide). antacids and
gastric acid reducing agents. .

CONTRAINDICATIONS ) -

Serious cardiac arrhythmias including ventricutar tachycardia, ventricular fibrillation,
torsades de pointes;-and QT prolongation have been reported in patients taking
PROPULSID® (cisapride) with other drugs that inhibit cytochrome P450 3A4 or that
prolong the QT interval. Some of these events have been fatal. Concomitant oral or
intravanous adminidtration of these drugs with PROPULSID® is contraindicated.
PROPULSID® is also contraindicated for patients with disorders that may predispose
them to arrhythmias. (See Boxed Warning, WARNINGS, PRECAUTIONS and Drug
Interactions.) -
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PROPULSID® should not be used in patients in whom an increase in gastrointestinal motifity
couid be harmiul, e.g., in the presence of gastrointestinal hemorrhage, mechanical obstruction,
or perforation. ' o

PROPULSID® is contraindicated in patients with known sensitivity or intolerance to the drug.
WARNINGS

PROPULSID® (cisapride) undergoes metabolism mainly by the hepatic cytochrome P450 3A4
isoenzyme. Drugs which inhibit this enzyme can lead 1o elevated cisapride blood levels. (See
PRECAUTIONS and Drug Interactions.)

Numerous cases of serious cardiac arrhythmias, including ventricular arrhythmias and
torsades de pointes associated with QT prolongation, have been reported in patients taking

- PROPULSID® alone or with the drugs fisted above, or with disorders that may have predis-

posed them to arrthythmias. Some of these patients did not have cardiac disease; however,
most had been receiving multiple other medications and had pre-existing cardiac disease or
risk factors for arrhythmias. Some of these cases have been fatal. (See Boxed Warning.)

PRECAUTIONS

General: Potential benefits should be weighed against risks prior to administration of
PROPULSID® (cisapride) 1o patients who have conditions that could predispose themto the ~

development of serious arthythmias, such as multiple organ failure, COPD, apnea and
advanced cancer. (See CONTRAINDICATIONS.) .

Information for Patients: Patients should be wamed against concomitant use of promethazine
(Phenergan®}, bepridil (Vascor®), quinidine (such as Quinidex®, Cardioquin®, Quinaglute®),
procainamide (Procanbid®), sotalol (Betapace®}, erythromycin (such as E.E.S.%, E-Mycin®,
Hotycin®, Pediazole®), clarithromycin (Biaxin®), troteandomycin  (TAC®), sparfloxacin (Zagam®),
amitriptyline (Elavi*), maprotiine {Ludiomi®), nefazodone {Serzone®), fluconazole (Diflucan®),
ftraconazole (Sporanox®), ketoconazole (Nizoraf®), prochiorperazine (Compazine®), sertindole,
indinavir (Crixivan®), ritanavir {Norvii®) and warfarin (Coumadin®). (See Drug Interactions.)
The preceding list is not comprehensive.

Recommended doses sheuid not be exceeded. Rl

 Patients shouid be advised to stop PROPULSID® and seek medical attention if they faint or

become faint, dizzy,-exparience an iregular heartbeat or pulseror any other unusual symp-
toms while using PROPULSID®. ’

Patients should be questioned about concomitant medication use. Patients taking PROPULSID®
should also be advised to-inform their physician when new madications are prescribed.

Patients should be advised to refrain from consuming grapefruit juice for the duration of their -

PROPULSID® therapy.

Although PROPULSID® does not affect psychomotor function nor does it induce sedation or
drowsiness when used alons, patients should be advised that the sedative effects of benzo-
diazepines and of alcohol may be enhanced by PROPULSID®.
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using any drug for nighttime heartbum, including PROPULSID®: avoiding alcohal, quitting/
decreasing cigarette smoking, elevating the head of the bed, avoiding large meals/meals just
before bedtime, losing weight, avoiding fatty foods, chocolate, calfeine, or citrus.

Patients should be given the Medication Guide for additional information.

Drug interactions: Cisapride is metabolized mainly via the cytochrome P450 3A4 enzyme. In
some cases where serious ventricular anhythmias, QT prolongation, and torsades de pointes have
occurred when PROPULSID® was taken in conjunction with one of the cytochrome P450 3A4
inhibitors, elevated blood cisapride levels were noted at the time of the QT prolongation.
Antibiotics: In vitro andfor in vivo data show that clarithromyein, erythromycin and
troleandomyein markedly inhibit the metabolism of PROPULSID®, which can résuit in an
increase in plasma cisapride levels and prolongation of the QT interval on the ECG.
Anticholinergics: Concurrent administration of certain anticholinergic compounds, such as
belladonna alkaloids and dicyclomine, would be expected to compromise the beneficial
effects of PROPULSID®. - ’
Anticoagulants (oral): In patients receiving oral anticoagulants, the coagutation times were
increased i1 some cases. It is advisable fo check coagulation.time within the first few days
afier the start and discontinuation of PROPULSID® therapy, with an appropriate adjustment
of the anticoaguiant dose, if necessary. - -
Antidepressants: In vitro data indicate that nefazodone inhibits the metabolism of

- PROPULSID®, which can result in an increase in plasma cisapride levels-and prolongation

ofthe QT intervalonthe ECG,.  °

Antifungals: In vitro andfor in vivo data indicate that fluconazole, itraconazole and oral
ketoconazole markedly inhibit the metabolism of PROPULSID®, which can result in an
increase in plasma cisapride levels and prolongation of the QT interval on the ECG. Human
pharmacokinetic data indicate that oral ketoconazole markedly inhibits the metabolism of
cisapride, resulting in a mean eight-fold increase in AUC of cisapride. A study in 14 normal
male and female voluntBers suggests that coadministration of PROPULSID® and ketoconazole
can result in prolongation of the QT interval on the ECG. . _
Diuretics: Drugs-such as furosemide and the thiazides af associated with depletion of
electrolytes which may Tesult in PROPULSID™induced cardiac arthythmias. Serum eloctrolytes
should be assessed in diuretic-treated patients before initiating-PROPULSID® therapy and
periodically thereafter. PROPULSID®-treated patients to whom diuretic therapy is added should
undergo careful electrolyte monitoring after diuretic initiation.

H, receptor antagonists: Cimetidine coadministration leads to an increased peak plasma
concentration and AUC of PROPULSID®; there is no effect on PROPULSID® absormption
when it is coadministerad with ranitidine. The gastrointestinal absorption of cimetidine and
ranitidine is accelerated when they are coadministered with PROPULSID®.

Protease inhibitors: In vitro data indicate that Indinavir and ritonavir markedly inhibit the
metabolism of PROPULSID® which can result in an increase-in plasma cisapride levels and
prolongation of the QfRinterval on the ECG. -

Other: Co-administration of grapefriit juice with cisapride increases the bioavailability of
cisapride by an average of 50%. Patients on PROPULSID® should refrain from consuming
grapefruit juice for the duration of their PROPULSID® therapy.

PROPULSID® should not he used concomitantly with other drugs known to prolong the ;

QT interval: certain antiarrhythmics, including those of Class IA (such as quinidine and
procainamide) and Class I (such as sotalol); tricyclic antidepressants (such as amitriptyline);
certain tetracyclic antidepressants (such as maprotiline}; certain antipsychotic medications
{such as sertindole); beprid, and sparfloxacin. The preceding lists are not comprehensive.

~The acceieration of gastric emptying by PROPULSID® could affect the rate of absorption of
other drugs. Patients roceiving narrow therapeutic ratio drugs or other drugs that require

careful titration shouldgBe followed ciosaly; if plasma levels arebéing monitored, they should
be reassessed: -
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Carcinogenesis, mutagenesis, impairment of fertifity: In a twenty-five month oraf carcino-
gerﬁcitystudyh:ats.cisaprideat.daﬂydosesupto&Omglkgwasnotmmoﬁgenic.Fora

.50 kg person of average height (1.46 m2 body surface area), this dose represents 50 times

the maximum recommended human dose {1.6 mg/kg/day) on a mg/kg basis and 7 times
the maximum recommended human dose {54.4 mg/m?) on a body surface area basis. In a
nineteen month oral carcinogenicity study in mice, cisapride at daily doses up to 80 mg/kg
was not tumorigenic. This dose represents 50 times the maximum recommended human
dose on a mg/kg basis and about 4 times the maximum recommended human dose on a
body surface area basis, S =

Cisapride was not mutagenic in the in vitro Ames lest, human lymphocyte chromosomal
aberration test, mouse lymphoma cell forward mutation test, and rat hepatocyte-UDS test

and in vivo rat micronucleus test, male and female mouse dominant lethal mutations fests,

and 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 and reproductive performance of male rats at

oraldosesupto160mglkg]day{100ﬁmesmema)dmummommendedhmndoseona )

mg/kg basis and 14 times the maximum recommended hurnan dose on a mg/m? basis). in the
female rats, cisapride at oral doses of 40 mg/kg/day and higher prolonged the breeding
interval required for impregnation. Simflar effects were also observed at maturity in the female
offspring (Fy) of the female rats (F,) treated with oral doses of cisapride at 10 mg/kg/day or

- higher. Cisapiide at an oral dose of 160 mg/kg/day also exerted contragestational/pregnancy

distupting effects in femalea rats (F,). .

Pregnancy: Teratogenic effects: Pregnancy category C: Oral teratology studies have
been conducted in rats (doses up to 160 mg/kg/day) and rabbits (doses up 1o 40 my/kg/day).
There was no evidenice of a teratogenic potential of cisapride in rats or rabbits. Cisapride

was embryotoxic and fetotoxic in rats at a dose of 160 mg/kg/day {100 times the maximum -

recommended human dose on a mg/kg basis and 14 times the maximum recommended
human dose on a mg/m? basis) and in rabbits at a dose of 20 mg/kg/day (approximately 12
times the maximum récommended human dose on a mg/kg basis) or higher. it also produced
reduced birth weights of pups in rats at 40 and 160 mg/kg/day and adversely aflected the pup
survival, There are ne adequate and well-controlied studies in pregnant women. Cisapride
shoukd be used during'pregnancy only if the potential benefit to the mother justifies the potential
risk to the mother and the fetus, o

Nursing Mothers: Cisapride is excreted in human milk &t concentrations approximately one
twentieth of those observed in plasma. Caution should be exercised when PROPULSID® is
administered 1o a nursing woman, and particular care must be taken if the nursing infant or
the mother Is taking a drug that might alter PROPULSID®s metabolism in the infant. (See
CONTRAINDICATIONS, WARNINGS, PRECAUTIONS and Drug Interactions.)

Pediatric Use: Safety and effectiveness in pediatric patients under the age of 16 years have
not been established for any indication. Although causality has not been established, serious
adverse events, including death, have been reported in infants and children treated with
PROPULSID®, Sevefa! pediatric deaths were dus to cardiovascular events (third degree heart
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block and ventricular tactycardia). Pediatric deaths have baen associaled with seizures and
there has been at least one case of "sudden unexplained death” in a 3-month-old infant. Other
unlabeled potentially serious events which have been reported in pediatric patients include:
antinuclear antibody {ANA) positive, anemia, hemolytic anemia, methemoglobinemiz, hyper-
glycemia, hypoglycemia with acidosis, unexpiained apneic episodes, confusion, impaired
concentration, depression, apathy, visual changes accompanied by amnesia, and severe
photosensitivity reaction. {See OVERDOSAGE.)

Geriatric Use: Steady-state plasma levels are gensrally higher in older than in younger
patients, dus to a moderate prolongation of the elimination halfife. Therapeutic doses,
however, are similar to those used in younger adults. )

The rate of common adverse experiences in patients greater than 65 years of age in clinical
trials was similar to that in younger adults. -
"ADVERSE REACTIONS

in the U.S. clinical trial population of 1728 patients {comprising 506 with gastroesophageal
reflux disorders, and the remainder with other disorders) the following adverse experiences

were reported in more than 1% of patients treated with PROPULSID® (cisapride) and at
-least as often on PROPULSID® as on placebo.

PROPULSID®

System/Adverse Event Placebo
.. N=1042 N=686 '
Ceniral & Peripheral Nervous Systems ~ :
~ "Headache 19.3% 17.1%
Gastrointestinal -
Diarthea . 14.2 10.3 )
Abdominal pain S 10.2 1.7
Nansea 76 78
Constipation 87 34
Flatulence  ~—.- _ 35- 31. -
Dyspepsia o 27 1.0
Respiratory System - - B .
Rhinitis - 7.3 57 - —
" Sinusitis 36 35
Loughing s o= - 15 - 1.2
Resistance Mechanism )
Viral infection 36 3.2
Upper respiratory tract infection 31 28
Bodyas a Whole ~
Pain 34 23
~ Fever . %’2 15
Urinary System = d —
Urinary tract infection 24 1.9
Mictursition frequency 1.2 0.6
Psychiatric
Insomnia 1.9 13
Anmxiety - 14 1.0
Nervousness 14 0.7
Skin & Appendages.
Rash 1.6 18 h
Pruritus 1.2 1.0
Musculoskeletal System e
Arthraigia ) 1.4 1.2
Vision '
Abnormal vision 1.4 0.3
Reproductive, Female _ )
_ Vaginitis 12 0.9
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The following adverse events also reported in more than 1% of PROPULSID® patients were
more frequently reported on placebo: dizziness, vomiting, pharyngitis, chest pain, fatigue,
back pain, depression, dehydration and myaigia.

Diarrhea, abdominal pain, constipation, flatulence and rhinitis ali occurred mare frequently in
patients using 20 mg of PROPULSID® than in patients using 10 mg.

Additional adverse experiences reported to occur in 1% or less of patients in the U.S. clinical
studies are: dry mouth, somnolence, palpitation, migraine, tremor and edema.

In other U.S. and intemational trials and in postmarketing experience, there have been rare
reports of seizures and extrapyramidal effects. Also reported have been tachycardia, elevated
lver enzymes, hepatitis, thrombocytopenia, leukopenia, aplastic anemia, pancytopenia and
granulocytopenia. The relationship of PROPULSID® to the event was not clear in these cases.

Cardiac arthythmias, including ventricular tachycardia, ventricular fibrillation, torsades de
pointes, and QT proiongation, in some cases resulting in death, have been reported. (See
CONTRAINDICATIONS, WARNINGS, PRECAUTIONS and Drug Interactions.)

Ongoing Postmarketing Surveillance: Serious cardiac arrhythmias including ventricular
tachycardia, ventricular fibrillation, torsades de pointes, and QT prolongation have
been reported in patients taking PROPULSID®. From July 1993 through May 1939, more
than 270 such cases have been spontaneously reported, including 70 fatalities. In

approximately 85% of these cases the events occurred when PROPULSID® was usedin

patients with known risk factors. These risk factors included the administration of other

drugs which catised QT prolongation, inhibited the cytochrome P450 3A4 enzymes that -

metabolize cisapridé, or depleted serum electrolyles; or the presence of disorders that
" may have predisposed patients to arrhythmias. in approximately 0.7% of these casas,
the events occurred in the absence of-identified risk factors; In the remaining cases,
risk factor status was unknown. Because the cases were reported voluntarily from a
population of unknown size, estimates of adverse event frequency cannot be made.
(See Boxed Warning, CONTRAINDICATIONS, WARNINGS, PRECAUTIONS and Drug
Interactions.) PROPULS|D®incuced setious ventricular antythmias and death may not corre-

late with the degree of drug-induced prolongation of the QT interval detected by 12-lead ECG.
In addition to the cardiovascular adverse events, the following events have been identfied during
post-approval use of PROPULSID® in chinical practice. Because they are reported voluntarily
~-—from & populafion of unknown size, estimates of frequency cannot be made. These events have

been chosen for inclusion in this insert-due to a combination of their seriousness, frequency

of reporting, or potentidl_causal connection to PROPULSID®: allérgic reactions, including
bronchospasm, urticaria, and angioederma; possible exacerbation of asthma; psychiatric events,

l,n’

'T

L




including akathisia, Parkinson-fike symptorns, dyskinetic and dystonic reactions; gynecomastia,
female breast enlargement, urinary incontinence, hyperprolactinemia and galactorrhea. )
The following events were specifically reported in the pediatric population: antiwdearantiboqy
(ANA) positive, anemia, hemolytic anemia, methemogiobinerria, hyperglycemia, hypoglycemia
with acidosis, unexplained apneic episodes, confusion, impaired concentration, depression,
apathy, visual changes accompanied by amnesia, and severe photosensitivity reaction.
There have been rare cases of sinus tachycardia reported. Rechallenge precipitated the tachy-
cardia again in some of those patients. T =

OVERDOSAGE i

With overdose, rare cases of QT prolongation and ventricular amhythmia have been reported. .
- A one-month-old male infant received 2 mg/kg of cisapride four times per day for 5 days:

The patient developed third degree heart block and subsequently died of right ventricular

perforation caused by pacemaker wire insertion. :

In instances of overdose, patients should be evaluated for possible OT prolongation and
ventricular arrhythmias, inchuding torsades de pointes. Treatment should include gastric
lavage and/or activated chareoal, close observation and general supportive measures.

Reports of overdosage with PROPULSID® (cisapride) also include an adult who took 540 mg

and for 2 hours experienced retching, borborygmi, flatulence, stool frequency and urinary — -

frequency. - .
Single oral doses of cisapride at 4000 mg/kg, 160 mg/kg, 1280 mg/kg and 840 mgikg were :
lethal in adult rats, neonatal rats, mice, and dogs, respectively. Symptoms of acute toxicity
- were plosis, tremors, convulsions, dyspnea, loss of righting reflex, catalepsy, catatonia, hypo-
tonia and diahea. -~ .

DOSAGE AND ADMINISTRATION — —

5 mE{t-teaspoon} suspension = 5 mg. :

A 12-ead ECG should be performed prior to administration of PROPULSID® (cisapride).

- . Treatment with PROPULSID® shouid not be initiated # the Qc vaiue exceads 450 mifiseconds. )

o Serum electrolytes {potassium, cakium, and magnesium) and creatinine should be assessed -

i prior to administration of- PROPULSID® and whenever conditions davelop that may afiect - -
electrolyte balance or renal function. ‘

Adults: Initiate therapy with one 10 mg tablet of PROPULSID® or 10 ml. of the suspension 4
-l — times daily at least 15 minutes befors meals and at bedtime. In some patients the dosage will T LT
need to be increased to 20 mg, given as above, to abtain a satisfactory result.
Caution must be exercised in elderly patients since there is a significant proportion who -—
have conditions or use other drugs which contraindicate the use of PROPULSID®, A 12-lead
- ECG and serum electrolyte measurement should be performed prior to treatment with
.- PROPULSID®. in eiderly patients, steady-state plasma levels are generally higher due to a -
moderate prolongation of the elimination half-life. Therapeutic doses, however, are similar to
~ __those used in younger aduts. - ' :
_ It is recommended thatthe daily dose be halved in patients witf hepatic insufficiency.
The minimum effective dose of PROPULSID® should be used. Recommended doses should

= . not be exceeded. PROPULSID® should be discontinued i refief of noctumal heartbumn does
not oceur. -

i udingmMustepmssmmddaanempLandhaﬂud'aﬁom;emapwanﬁdaleﬂeqts
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HOW SUPPLIED - "“"" :
- ) PROPULSID® (cisapride) Tablets are provided as scored white iablets debossed *Janssen” .
and P/10 containing the equivatent of 10 mg of cisapride in biister packages of 160 (NDC )
50456-430-01) and in unit of use bottfes of 120 (NDC 50458-430-12). PROPULSID® is also
provided as blue tabiets;debossed "Janssen” and P/20, containing the equivalent of 20 mg

cisapride in blister packages of 100 {NDC 50458-440-01) and in unit of use botiles of 60
(NDC 50458-440-08). ‘_
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PROPULSID® Suspension is provided as a bright pink homogeneous suspension Gontaining
the equivalent of 1 mg/mL of cisapride in 16 oz unit of use bottles containing 450 mL (NDC

50458-450-45). )

Unit of use battles shollld be dispensed as an intact unit. The Medication Guide should be
dispensed with the product.

Store at 15°-25°C (59°-77°F). Protect the tablets from moisture. The 20 mg tablets should
also be protected from light.

Phenergan is a registered trademark of Wyeth-Ayerst Laboratories
- Vascor Is a registered trademark of Ortho-McNeil Pharmaceutical
Quinidex is a registered trademark of A. H. Robins Co., Inc. -
Cardioquin is a registered trademark of Purdue Frederick
Quinaglute and Betapace are registered trademarks of Berlex Laboratories
‘Procanbid is a registered trademark of Monarch Pharmaceuticals
E.E.S., Biaxin and Norvir are registered trademarks of Abbott Laboratories
E-Mycin s a registered trademark of Knoll Laboratories N
liotycin is a registered trademark of Dista Products Company -
Pediazele is a registered trademark of Ross Products Division
—TAQ and Diflucan are registered trademarks of Pfizer, inc. .
Zagam is a registered trademark of Rhone-Poulenc-Rorer Pharmaceuticals
Elavilis a registered trademark of Zeneca Pharmaceuticals
Ludiomil is a registered trademark of Novartis Pharmaceuticals Corporation
Serzone is a registered trademark of Bristol-Myers Squibb Co.
Compazine is a registered frademark of SmithKling Beecham Pharmaceuticals
Crixivan is a registered trademark of Merck & Co., Inc.

T - 7502617
v JANSSEN U.S. Patent No. 4,962,115
= CEUT] Revised May 1999, January 2000
<) pHAm?whge‘i‘m 08580 cA ’ ©JPPLP 2000
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MEDICATION GUIDE
Brand Name: PRbPULSID" (pro-put-sid)

Generic Name: cisapride _ .
Available as:  Tablets and Suspension (liquid form)

What is the Most Important Information | Should
Know About PROPULSID®(cisapride)?

Mt
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PROPULSID® may cause serious imegular heartbeats

that may cause death. Taking PROPULSID® together
with certain other medicines or if you have certain
medical conditions increases the chance that you will

“have irreqular heartbeats. PROPULSID® should never

be taken with these other medicines or if you have -
these conditions. A list of these medicines and these
medical conditions is in the section "Who Should Not
Take PROPULSID®?". If you faint or feel faint, .
become dizzy or have irregular heartbeats while
using PROPULSID®, stop taking PROPULSID® and
get medical help right away.

What is PROPULSID® (cisapride)?

PROPULSID? is a medicine approved only to-treat the
symptoms of nighttime heartbumn in aduits. Noctumal,
or nighttime, heartbum is a common symptom of a
medical condition called gastroesophageal reflux
disease (GERD). It occurs when stomach contents
wash back, or “reffux,” into the esophagus (a muscular
tube that carries food from the mouth to the stomach).
Reflux is very common at nighttime because stomach
contents can easily-wash backwards when you are”
lying down. Usually, physicians recommend that-
patients with nighttime heartbum make simple Iiféstyle

. changes and use antacids or acid-reducing agents to

relieve their symptoms. (See the section "What Elseé
Can [-Do for Nighttime Heartburn?* for more
details.) These other lifestyle changes and medicines
should be tried first because of the risk of serious, and

.__sometimes fatal, iregular heartbeats associated with
the use of PROPULSID®.

Who Should Not-Take PROPULSID® (clsapnde)"

Some patients who have taken certain medicines
together with PROPULSID® have experienced
serious problems such as fainting, dizziness and
irregular heartbeats. These problems can cause

. death. Medications that should never be taken

with l:"r'lOPUI..SIDG include:

-
-




| TypeofDrug . Examples of Generic Names

{Brand Name)

Anti-aflergy: promethazine (Phenergan®)

Anti-angina: bepridil (Vascor®)

{for heart pain) - _

Antiarthythmics:  quinidine (such as Quinidex”,

(for irregular Cardioquin®, Quinaglute®) .

_heart thythm) pracainamide {Procanbid®)

. -sofalol (Betapace®)

Antibiotics: erythromycin (such as E.E.S®,
E-Mycin®, llotycin®, Pediazole®)

- clarithromycin (Biaxin®), - -
troleandomycin (TAO®)
sparfloxacin {Zagam®) —

‘Antidepressants: . amitriptyline (Elavil®)
maprotiline (Ludiomil®)

< nefazodone (Serzone®)
Antifungals: ~ fiuconazole (Diffucan®) o
. itraconazole (Sporanox®)
“- " oral ketoconazole {Nizoral®)
Anti-nausea: -  prochlorperazine (Compazine®) )

promethazine (Phenergan®)
Antipsychofics:.  sertindole ~— - - -
prochlorperazine (Compazine®)
Protease Inhibitors: indinavir (Crixivan®)
ritonavir (Norvir®)

* This is not a complete fist of medications that you
should not take. Therefore, tell your doctor abut al
other prescrigtions and nonprescription drugs you are
taking, including herbal supplements. While taking
PROPULSID®, do not start a new medicine without
first consulting your doctor or pharmacist.

"
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Also, you should not take PROPULSID® if you
have any of these conditions:

+ a history of irregular heartbeats

* an abnormal electrocardiogram (ECG or EKG)
* heart disease

* kidney disease

* lung disease

* low blood levels of potassium, calcium or
magnesium

* an eating disorder (such as bulimia and
anorexia) :

* your body has suddenly lost a lot of water --
¢ persistent-vomiting

* Tell your doctor if you have any type of medical
condition, especially a heart condition or kidney or
lung disease. Be sure your doctor knows about both
your personal and family medical history before you
take PROPULSID®.

* I you have not iried other medicines to reheveyour
nighttime heartburn, tell your doctor before usmg
PROPULSID®, = -

~" «The safety and effecttveness of PROPULSID® in

-children younger than 16 years have not been-
demonstrated for any use. Serious adverse
events, including death, have been reported in
infants and children while being treated with
PROPULSID?®, although there is no clear ewdence
that PROPULSID‘ caused them. ‘

ﬁ_
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'How Should | Take PROPULSID® (cisapride)?

» Take PROPULSID® exactly as your doctor
prescribes it.

« Never take more than the recommended dose of
PROPULSID®. Always take your medicine for as
long as the doctor has prescribed it, even if you are
beginning to fee! better right away.

« If you forget to take a dose, do not take the missed
dose. Take the next dose at the regularly scheduled

at any one time to make up for the missed dose.

» PROPULSID® does not work for.everyone. If you do
not get refief of your nightfime heartbumn, talk to your
doctor about whether to stop using PROPULSID®.

What Should | Avoid While Taking PROPULSID®
(cisapride)? —

» Never take PHOPULSID“ with the meducatlons listed A

in the above section "Who Should Not Take
PROPULSID® {cisapride)?" —_

« Do nottake prescription or non-prescnption medlcmes ‘

while taking PROPULSID® without checking first with
your doctor.

« Do not drink grapefruit juice at any fime while you

are on PROPULSID® therapy. Drinking grapefruit
juice while you are on PROPULSID® therapy may

cause the same kinds of serious irregular heartbeats

as faking PROPULSID® with the wrong medicines.

» Tell your docter if you are pregnant or nursings Your
doctor will talk-to you about whether you shouid take
PROPULSID® while pregnant or nursmg, based on
the benefits and risks.

What are the Possible Slde Effects of PROPULSID°
(cisapride)?

» PROPULSID® may cause serious trregular heartbeats
that may cause death.

- -
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Stop taking PROPULSID® and call your doctor nght_

away if you:

« faint or feel faint

» become dizzy

* have irregular heartbeats or pulse _

* develop any unusual symptomo

These may be signs of a serious side effect.

* PROPULSID®'s, most common side effects are

hegdache, diarrhea, stomach pain, nausea,
constipation and a runny nose. Other side effects
have been reported less often. Be sure to ask your
doctor or prarmacist about the side effects of any ~
medicine that you are taking, including
PROPULSID®.

* PROPULSID® may cause you to become more
drowsy than normal if you drink alcohol or take-
medicines calledbenzod:azepmes (used to reduce
anxiety).

What Else Can [ do for Nighttime Heartburn? =~

* Stop smoking or reduce the number of c:garettés
yousmoke. -

* Elevate the head of your bed when you sleep. -

* Avoid eafing Iarge meals or eating just before
bedtime.

* Do not lie down right after eating.

* If you are overweight or your docterrecommends it,
try to lose weughL ~

* Avoid fatty foodsand foods containing chocolate
caffeine or citrus.

+ Avoid alcoholic drinks.

All of these lifestyle changes will help to restore your
body to a more normal way of functioning.

'll‘ .
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General information

This leaflet provides a summary of information about
PROPULSID®. Medicines are sometimes prescribed
for purposes other than those listed in a Medication
Guide. If you need to report problems associated with
the use of PROPULSID®, contact your doctor. If you
have additional questions or concems, or want more
information about PROPULSID®, contact your doctor or
pharmacist. You can also call the Janssen One-to-One™
Customer Action Center toll-free at 1-800-526-7736
for more information. Your pharmacist also has a longer
leaflet about PROPULSID® that is written for health
professionals that you can ask to read. This medication
was prescribed for your particitlar condition. Do not
use it for another condition or give the drug to others.

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

Phenerganisa reglstefed trademark of Wyeth-Ayerst Laboratories
Vascor is a registered trademark of Ortho-McNeil Pharmaceuiical
Qu:mdex is a registered trademark of A. H. Robins Co., Inc. —

 Cardioquin i a registered trademark of Purdue Frederick

Quinaglute and Betapace are registered trademarks of B’eriex
Laboratories

Precanbid is a registered trademark of Monarch Phannaceuucals

E.E.S., Biaxin and Norvir are regisiered trademarks of Abbott
Laboratories '

E-Mycin is a registered trademark of Knoll Laboratories
llotycin is a registered trademark of Dista Products Company
Pediazole is areglstered trademark of Ross Products Diwsnon
TAO and Diflucan arg registered trademarks of Pfizer, lnc

Zagam is a registered frademark of Rhone-Poulenc Rorer
Pharmaceuticals
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. Elavilis a registered trademask of Zeneca Pharmaceuticals
 Ludiomil is a registered trademark of Novartis Pharmaceuticals
Corporation
‘Serzone is a registered trademark of Bristol-Myers Squibb Co.
Compazine is a registered trademark of SmithKline Beecham
Phamaceuticals \ :
Crixivan is a registered trademark of Merck & Co., Inc. -

7515202 ‘
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RESEARCH
APPLICATION NUMBER:  20-767/S011
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-+ - Division of Gastrointestinal & Coagulat.'ion Drug Pmducﬁ -
- CONSUMER SAFETY OFFICER REVIEW —

Application Numbers and Names of Drugs: N
- ‘ - MAR. -6 2500

NDA 20-210/8-032; Propulsid (cisapride) Tablets

—  NDA20-210/S-030

'NDA 20-398/8-020 - T -
NDA 20-3 98/S-022 Propulsid (eisapride) Suspensmn

NDA 20-767/8-009 o
~~~_NDA 20-767/S-011; Propulsid Quicksolv (clsapnde) Rapidly-
Dlsmtegranng Tablets T T -

W __Sponsor: Janssen Research Foundation

= -7 Material Reviewed —
Submission Date(s): January 24, 2000, final prmted labehng (FPL; package insert and
= medication gulde)“- -
" Receipt Da;e(s)r = January 27 2000 - _ -

Background and Summary Descnptmn Propulsid {cisapride), avaxlable as tablets,
suspens:on and tapldly-dlsmtegratmg tablets, is approved for the symptomanc treatment of

dose is 10 mg QID, with escalation to 20 mg QID for non-responders Ali three formulations
shafea package insert and a patient medication gmde —

NDA 20-210/8030; - - - . - o
NDA 20- d .= = |
NDA 20-767/5-009: - :

These supplbments were submitted as “ Special Supplement(s)- Changes Being

-}. Package Insert, ‘ -

.. a. Addition of “clinically significant bradycardia” and “known family history of
longQT syndrome” to the CONTRAINDICATIONS section and boxed warning,

b. Revision of the PRECAUTIONS section to include addition of a statement that-
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. ’ NDA 20-210/S-030; S-032
o NDA 20-398/5-020; S-022
L NDA 20-767/5-009: S-011

- Page 2
ceadmmxsu'auon of grapefrmt juice with cisapride increases the btoavatlabllny of

cisapride and concomitant use should be avoided, and

e —

. ¢ Addition of specific EPS symptoms (akath1s1a, Parkinson-like Symptemis,

— dyskinetic and dystom&reactxons) in the ADVERSE_REACTIONS section,
S Postmarketmg Reports subsectlon. :

2. Medication Guide: - - - -

= a. Multiple revisions to the sections entitled “WHAT IS PROPULSID (cisapride)?™:
) “WHO SHOULD NOT TAKE PROPULSID (cisapride)?”’; HOW SHOULD I -
~ TAKE PROPULSID (cisapride)?”; and “WHAT SHOULD I AVQID WHILE
TAKENG PROPULSID (cisapride)?” in response to the-Division’s -
February 12, 1999 letter; and

b. Addition ofa statement not to tak&Prepulsid' with gr'e‘ipeﬁ'uit juice.

-The sponsor-lssued a “Dear Doctor” letter :dated June 1, 1999 in conjunctlon with these
supplements -

The suppfeme_nts were approvable on Nc;vetztﬁer_29, 1999, pending revised FPL. The
applicant responded to the approvable letter with a January 24, 2000 submission.

NDA 20-210/S-032; —

" NDA 20-398/S — and - .
NDA 20-767/S-011; : -

q

In letters dated December 7, 1999 and January 10, 2000 and teleconferences held

January 11 and 12; 2000, the Division requested that the applicant further revise the

cisapride labeling to better characterize the risks associated with the compound’s use. -
__In addition, the Division asked the sponsor to include language indicating that a 12-lead

ECG, serum-creatinine and serum electrolytes should be obtamed prior to initiating
c1sapnde therapy

by

——

In respense to the Division’s requests, these supplements were submitted as “Spéciat ‘
Supplement(s)-Changes Being Effected” on January 24, 2000. In conjunction with
these suppléments, the sponsor also issued"a “Dear Doctor” letter
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__Package Insert: ) ) : - T

— R ) NDA 20-210/8-030; S-032

‘ - NDA 20-398/5-020; S-022 -~
LT , _ NDA 20-767/8-009; S-011

' _ Page3
Note: This review applies to all six supplements, given that the FPL submitted

January 24, 2000 for NDAs 20-210/5-030; 20-398/S-020; and 20-767/S-009 isidentical to .

the FPL submitted -as NDAs 20-210/5-032; 20-398/S — and 20—767/8-011 on the same
date,

Review

Throughout this review, new text is represented by-a double underline, and deleted text is
represented by a stnkethrough

- . —_— ———

The cm;;x;ly approved insert (coded 7502615, Revised June 1998, September 1998;

Acknowledged and Retained February 12, 1999) was compared to the submitted insert (coded
7502617, Revised May 1999, January 2000). In addition to minor editorial and formatting
changes that do.not affect the meaning of any information being conveyed the following
changes have been. made

1. Boxed Wammg

o= - >

a. The ﬁrst paragraph has been revised as follows: —
“Warning: Serious-cardiae arrhythmlas ;ncludmg ventricular tachivcéi'dla, h

ventricular fibrillation, torsades de pointes, and QT prolongatmnhave been

reported in patlents taking PROPULSID° {

~
-
——

{ From July 1993 through Mav 1999, more than

270 such cases have been spontaneously reported, including 70 fatalities. In —
approximately 85% of these cases the events occurred when PROPULSID® was used
in_patients with known risk factors. These risk factors included the administration

of other d which caunsed T rolongation, inhibited the cvtochrome P450 3A4

e es that metabohze clsa r depleted serum : or the ence of

| 1ﬂt#‘

0.7% of these cas th events occu the absence of identif isk factors: in -

voluntarit ulation f
cannot be made. (See CONTRAINDICATIONS, WARNINGS, PRECAUTIONS and
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A - - A o NDA 20-210/58-030; S-032
) - _ NDA 20-398/8-020; S-022 _

- - ~ 'NDA 20-767/5-009; S-011

_ - Page 4

Drug Interactions.)” -

This revision was requested by the Division in the January 10, 2000 letter, therefore, S

it is acceptable. . According to Dr. Victor Raczkowski, Députy Director, Office of - =

Drug Evaluation ITI, the applicant should be asked to further revise the third

sentence to read, “In-approximately 85% of these-cases the events occurred when

PROPULSID® was used in patients with known risk factors for ventricular ~
arrhythmias.” This revision can be made at the next printing of the package insert

and the Agenc the Agency notified in the subsequent annual report.

—_— -

The second paragraph now reads

‘Numerous drug classes .and agents increase the risk of developing Eeﬁous cardiac
arth ias. PROPULSID? is contraindicated in patients taking certain macrolide

antibiotics (such as clarithromycin, ervthromycin, and troleandomyein), certain N

antifungals (such uco e, itraconazole, and ketoconazole), protease inhibitors
__.?———-.———T—-I__———-.—r-—-—————-.—mmu-r_.__—.—
such as indinavir and ritonavir), phenothiazines (such as prochlorperazine and

&

gromethanngﬂ, Class IA and Qlass Fifd autmrrhy_t_hmtcs (such asmgdine,
' d sotalol): #ri h fin

as certain -
antidepressants (such as nefazodone and maprotiline); certain chotic medtcatwns ~

1such as sertindole), as well as other agents {(such as bepridii, sparfloxacin, and g;g_ggﬁmt

juice). (See PRECAUTIONS Drug Interactions.)_The preceding list is not-

eomprehenswe.

This revision was requested by the Division in the January 10, 2000 letter and - - — - -
further modified in the January 12, 2000 teleconference, therefore, it is acceptable. ‘

- —— - —— i - ————

'Iheﬂurd—pa:agraphreads L I —

-

“QT pro!ongatlon, torsades de pointes (somenmes with syncope), cardiac arrest and
sudden death have been reported in patients taking PROPULSID without the o
above-mentioned contraindicated drugs. Most patients had disorders that may have -~ -~

predlsposed t.hem to arrhythm.las w1th clsapnde These mclude hlsto_lx of prolonged




_ o o - NDA 20-210/S-036;-5-032
LT : NDA 20-398/S-020; S-022

. ) ‘ This revision was requested by the Division in the January 10, 2000 fetter, therefore,
it is acceptable.

d. _'I;he fourth paragraph reads,

- - o

1:_‘, “A 12-lead ECG should be performed priof to administration of PROPULSID®.
= Treatment with PROPULSID® should not be initiated if the OTc value exceeds 450
= A e SN C O DE INIUAeC 1L e V1 C valug exceeds 31

S should be assessed gor 1o @ istration o; PROPULSID® and whenever conditions

- develop that may affect electrolyte balance or renal function. (See DOSAGE AND
- - ADMINISTRATION.)” ' . .

) The Dwxsmn requested this revision in the January 10 2000 letter, therefore, itis
= acceptable. e

7 _ e _The fifth aniixth paragiaphs read, 3~ — -

2 “If syncope, rapid-or irregular heartbeat develop. patients should immediately stop taking
PROPULSID® and seek the attention of a physician.

- . " Recommended doses of PROPULSID‘ should not be exceeded.”
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it'is acceptable.

iy

2, INDICATIONS‘AND UC/ 3E section: The apphcant has added a cross reference to the
PRECAUTIONS section, Information for Patients subsection. -

— NDA 20-767/8-009; S-011 . —




. GQNTRAINDICATIQNS section:

NDA 20-210/8-030; S-032
NDA 20-398/5-020; S-022
T NDA 20-767/S-009; S-011

) Page 6

- Th:s revision was requested by the Dmsmn in the Jannary 10, 2000 letter, therefore, it

is acceptable _— : —

This section reads, - T ' _
“Serious cardiac arrhythmias-including ventricular tachycardia, ventricular

fibrillation, torsades de pointes, and QT prolongation have been reported-in patients

takinig PROPULSID (cisapride) with other drugs that inhibit cytochrome P450 3A4 or -
that grolong the QT interval.- Some of thiese events have been fatal. Concomitant oral -

or intravenous administration of these ~~" drugs with- ——— PROPULSID

: is contraindicated. PROPULSID is also
contraindicated for at:ents with disorders that may predispose them to arrhythmias,

. (See Boxed Warning, WARNINGS, PRECAUTIONS and Drug Interactions.)s

\
t 4‘“4‘.
‘n‘

PROPULSID should not be used in patients in whom an increase in gastrointestinal motility could be
harmiul e.g.,in the presence of gastrointestinal hetnor ‘mge, mechanical obstruction, or perforation.
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PROPULSID is contraindicated in patlents with known sensitivity or intolerance to the drug.”

Tlns revision-was requested by the Division in the January 10, 2000 letter, therefore, it is ‘
acceptable.

4. WARNINGS sectioti: - ST a

This section reads, —

“PROPULSID (cisapride) undergoes metabolism nmainly by the hepatic cytochrome P450 3A4

isoenzyme. Drugs which inhibit this enzyme can lead to elevated cxsapndeblood levels. (See
PRECAUTIONS and Dmg Interactions.)

Numerous cases of serious cardiac arrhythmias, including ventricular arrhythmias and torsades de

pointes associated with QT prolongation, have been reported in patients taking PROPULSID
alone or with the drugs listed above, or with disordets that may have predisposed them
to arrhythmias. :

-

. Some of these patlents did not
have cardiac disease; however, most had been-‘i‘ecemng multiple other medications and had pre-

existing cardiac disease or nsk factors for arrhythmxas Some of these cases have beerfatal. (See

Boxed Warmng )”

"
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" 5. PRECAUTIONS section, Information for Patients _subseél—:ion: This'sub{egﬁon reads-,_

“Patients should be warned against-concomitant use off —

TOm ine (Phener be ridil or i 'dine uch

dex Cardioguin®

am" ). amitriptyline (Elavil aprotilin did 1 nfazodone ezzone ﬂuconazole

Interactions. The receding list is not comprehensive,

Recommended doses should not be exceeded.

Patients should bé advised to stop PROPULSID and- seek medical attention if they faintor
_become faint, dlzzy experience an megular hedrtbeat or pulse, or any other unusuai symptoms

while using

-PROPULSID s

Patients should-be questioned about concomitant medication usé. Patients taking —--—-;—-
PROPULSID should also e advised to inform their physmlan when new medicafions are

prescnbed .
a "“ __ Patients should be advised to refrain from consuming_ mp. efruit juice for the duration of their
PROPULSID therapy. e i

Although PROPULSID e, dOES NOt affect psychomotor function nor does it mduce
“ sedation or drowsiness when used alone, patients should be advised that the sedative effects of

benzodxazepme; and of-alcohol may be enhanced by PROPULSID.

Patients should be advised that generaliy the following lifestyle changes should be tried before
using any drug for nighttime heartburn, including PROPULSID: avoiding alcohol, —
quittingAdecreasing cigarette smoking, elevating the head of the bed, avoiding large meals/meals

just before bedtime, losing weight, avoiding fatty foods, chocolate

, caffeine, or citrus.

Patients shouid be iven the Medication Guide for additional information. —
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are acceptable. - -

6. PRECAUTIQNS section, Drug Interactions subsection:

a.

A new “Diuretics” subsection has been added. It reads, “drugs such as furosemide and the
thiazides are associated with depletion of electrolytes which may result in PROPULSID®-

~induced eardiac arrhvthmias. Serum electrolytes should be assessed in diuretic-treated

patients before initiating PROPULSID® therapy and periodically thereafier. PROPULSID®-

treated patients to whom diuretic therapy is added should undergo careful electrolyte
%

~ monitoring after diuretic injtiation.” — - -

7. _ADVERSE REACTIONS section: i

.a.

A new “Other” subsection has been added. Ifteads, “Co-administration of grapefruit juice ~
with PROPULSID® increases the bioavailability of cisapride by an average of 50%. Patients .
e e e dPlee OV 2 aVerase Of DU /0. [ atients

on PROPULSID® should refrain from consuming grapefruit juice for the duration of their
PROPULSID® therapy.” i )

The next to the last paragraph now reads, “ - PROPULSID should not be used .
concomitantly with other drugs known to-prelong the QT interval: certain antiarrhythmics,
including those of Class IA (such as quinidine and procainamide) and Class III (such as
sotalol); tricyclic antidepressants (such asamitriptyline); certain tetracyclic antidepressants
(such as maprotiline); certain antipsychotic medications (such as sertindole);
bepridil, and sparfloxacin ————— The preceding lists ———_are not
compreliensive. _ - B - ’

These revisions were re't-luestqd by the Division in the January 10, 2000 letter, and
therefore, they are acceptable. ' o

-~

=1 —

The Postmarketing Reports subsection has been renamed “Ongoiﬁg Postmarketing
Surveillance.” -

The Ongoing Postmarketing Surveiliance subsection has been revised as follows:

“Serfous cardiac arrhythmias including ventricular tachveardia, ventricular fibrillation,
e e INCucing ventricu’ar tachyeardia, ventricular fibrillation.

torsades de-pointes;and OT prolongation have been reported in patients taking

PROPULSID®. Fmg Jg!! 1993 thgng Ma; 1999E‘more than 270 ggg cases have been ™

spontaneo orted luding 70 fatalities. In appro te] % of these cases the
was used in patients with known risk factors.
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T prolongation,.inhibited the cytochrome P450 3A4 enzvmes that metabolize cisapride..

or depleted serum electrolytes; or the presence of disorders that may have predisposed
e e e STt INAY have predisposed

atients to arrhythmias. In aporoximately 0.7% of these cases. the events occenrred in

the absence of identified risk factors: in the remaining cases. risk factor status was -
unknown. Because the cases were reported voluntarily from a population of unknown
e e Y IR 3 POPUIANION 0L UNXNOWNI
8

; estimates of adverse event frequency cannot be made. (See Boxed Wamnin

CONTRAINDICATIONS, WARNINGS, PRECAUTIONS and Drug Interactions.)
PROPULSIDY-induced serious ventricular. ias and not correlate with the

degrét "of -indueed rolongation of the QT interval detected b iZ-lead ECG.”

This revision was requested by the Division in the January 10, 2000 letter, therefore, it is
acceptable. According to Dr. Victor Raczkowski, Deputy Director, Office of Drug
Evaluation III, the applicant should be asked to further revise the third sentence to read,
“In approximately 85% of these cases the events occurred when PROPULSID® was used
in patients with known risk factors for ventricular for ventricular arrhvthmias.” This revision can be -
made at the next printing of the package insert and the Agency ni the Agency notified in the =
subsequent annual report.

' In addition to the cardiovascular adverse events, the following events have been identified

during post-approval use of cisapride in clihical practice. Because they are reported -
voluntarily from a population of unknown size, estimates of frequency cannot be made. These
events have been chosen for inclusion in this insert due to a combination of theirseriousness,
frequency of reporting, or potential causal connection to cisapride: allergic reactions,
including bronchospasm, urticaria, and angioedema; possible exacerbation of asthma;
psychiatric events, including confusion, depression, suicide attempt, and hallucinations; - —

extrapyramidai effects including akathisia, Parkinson-like symptoms, dfskmetlc and dystonic - -

%gynecomasua, female breast enlargement, urinary mcontxnence, hypexprolactmenna —T

and galactorrhea

-~
—

'I‘-he foliowmg events were specifically reported in the pediatric populatien: antinuclear
antibody (ANA) positive, anemia, hemolytic anemia, methemoglobinemia, hyperglycemia,
hypoglycemia with acidosis, unexplained apneic episodes, confusion, impaired concentration;~™
depression, apathy, visual changes accompamed by amnesia, and severe photosensitivity
reaction. - .

There have been rare cases of sinus tachycardia reported. Rechallenge preelpltated the
tachycardia again in some of those patients.” — -

—

-'

These revisions were . .quested by the Dmslon in the J—nuary 10, 2000 letter, therefore,
they are acceptable.
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8. DOSAGE AND-ADMINISRATION section: This section now reads, o

— “5 mL (1 teaspoon) suspension = 5 mg. . ._ . -

A 12-Jead ECG should be performed prior to admnnstratlon of PROPUL SID? (cisapride).
. Treatment with PROPULSID® should not be initiated if the OTc value exceeds 450 milliseconds. -

- Sﬂmlg@lﬂes {potassium, calcium, and magnesium) and creatinine should be assessed prior ™

to istration of PROPULSID® and whenever conditions develop that may affect electrolvte
balance or renal Qgctlon » . - -

- - Aduits: Initiate therapy with one 10 mg tablet of PROPULSID or 10 mL of the
) suspension 4 times daily at least 15 minutesbefore meals and at bedtime. In some patients the -
- dosage will need to be-increased to 20 mg, given as above, to obtain a satisfactory result.

Caution must be exercised inﬁe dert atients since there is a significant proportion who have
. conditions or use other drugs which contraindicate the use-of PROPULSID. A 12-lead ECG and -
- serum el ‘measurement should be ed prior to treatment with PROPULSID. In

_ -~ elderly pa 'entsa steady ~state plasma leve;s are generally hlger due to 2 moderate prolongation

of the elimination half-life. Therapeutic doses’ however, are similar to those used in vounger—
_ aduits. . — -

i }" |:' ,:}

a4

I-t is recomme:ndedvthét the daily dose be halved il; atients with hepatic insufficiency.

- o ey - — T'he
___ . minimum effective dose should be used. Recommended doses- should not be
-..= -exceeded, PROPULSID should be discontinued if relief of noctirnal heartburn does not occur.

£ . -

——

b
i

These revisions were requested by the dwnslon in the January 10, 2000 letter, therefore, they
are acceptable. = - A

|

Medication Guiée:- ) e . -

HY

_ APPEARS THIS WAY
- ON ORIGINAL -
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) ' ‘The sub'mltted medxcatlon guide(coded 7515202; May 1999, January 2000) was compared to
. the currently approved medication guide (coded 7515202; September 1998, approved
July 31, 1998, acknowledged and retained February 12, 1999). In addition to minor editorial
and Tormattmg changes which do not affect the meaning of the information being presented, the
following revisions have been made.  _.

1. Header/Overall: -

a’_ The e have been deleted from the header. —

_ This is an acceptable editorial revision. - _
b New text has been added, which reads “MEDICATION GUIDE IMPORTANT: READ

- " COMPLETELY BEFORE USE. Do not take PROPULSID® if you have a medical

U condition of take a drug listed in this Medication Guide in the section “Who Should Not
" Take PROPULSID®*?” — e .

- ¢. Section titleshave been changed from all €apital letters to initial capitals only.

as well as the - - have /e been deleted

d. The

These revisions were requestedT)y the Division in the December 7,.1999 letter, therefore,
they are acceptable : — - -

1]

What is the-Most Important Information I Should Know About PROPULSID (ciszibride)? T

S This section has been revised as follows:™___ ' : o

I
t :‘m ,

medical conditions is in the section “Who Sho ld ot Tnke PROPULSI 7" If vou faint or
eel faint, become dizzy or have i lar heartbeats while using PROPULSID®, stop takin
“-_m



i,

4

L}

i

. 'What is PROPULSID (cisapride)? ' —
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PROPULSID® and get medical help right away.” )

This revision was requested by the Division in the December ' 7, 1999 letter, therefore, xt is

acceptable. — o

—

This section has been revised as follows: _ - “ -

_ I’ROPULSID“" isa
medicine approved only to treat the smgtoms of nighttime heartburn ifi adults.” Nocturnral, or
nighttime, heartburn is a common symptom of a medical condition called gastr called-gastroesophageal reflux
disease (GERD). It occurs when stomach contents wash back, or “reflux,” into the esophagus (a
muscular tube that carries food from the mouth to the stomach). Reflux is very common at
nighttime becausé stomach contents can easily wash backwards when you are lying down. .
Usually, physicians recommend that patients with nighttime heartburn make simple lifestyle
changes and use antacids or acid-reducing agents to relieve their symptoms. (See the section
“What ¥ise Can I Do for
Nghttlme Heartburn"” for more details.) These other lifestyle changes and
medicines shoul&be tried first because-of the risk of serious; and sometimes f serious; and sometimes fatal, 1rregula:
heartbeats associated with the use of PROPULSID" " -

Tlils revision was requested by the_Dwxsmn in the December 7, 1999 letter, therefore, itis -
acceptable. - - _

. “Who Should Not Take PROPULSID (cisapride)? — ~

* This section has been revised asTollows: N - R

F = - . I —

" “Some patients who have taken certain ——<w.— -medicines together with PROPULSID®

have experienced serious problems such as fainting, dizziness and irregular heartbeats.

These -problem can cause death, Medications that shoiild —never be
- taken with PROPULSID lnclude . -
‘Type oigﬂ reg ) E_; Examples of Generle Name (Brand Name) .
Antiallerzy: . promethazine (Phenergan T
AIMEM.,.{ bepridil (Vascor) " ) . . —t'_

(for heart pain) . -—
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_ for irre rocainamide (Procanbid T
heart thythm) Lta_l'rlme_tanaﬁl — =
e 'Anﬁhii;ﬁcs_; - erythromycm (such as E.E.S.® E—-Mycm Ilotycln Pediazole®)
clarithromycin (Biaxin®), troleandomycm (TAO®)
-sparfloxacin (Zagam)~ —
" Antidepressants: amitriptyline (Elavil) — - —
maproetiline (Ludiemil) ~ = -
= _ nefazodome (Serzone®) -
- Antii_:ﬁngals fluconazole (Diflucan®) _
: itraconazole (Sporanox®) - -
o oral ketoconazole (Nizoral®).
e Anti-nausea: 7 - vgrochlomgrazi-ne (Compazine) -

- -—

Antips_xchotics:-

Protegse Inhibitors:

Promethazine (Phenergan) .
e e
sertindole

__Prochlorperazine (Compazine) . -

indinavir (Crixivan®) -
ritonavir (Norvir®) =~

. NDA 20-210/S-030; S-032
NDA 20-398/S-020; $-022
NDA 20-767/5-009; S-011

Pt

=
——

' This is not a compiete list of medications that vou sﬁ? not take. Therefore, tell

your doctor about all other prescn@ona——gd nonprescription drugs you are taking,

mé!ugmg herbal suppiements.; —

) While taking PROPULSID®, do not start a new med:cme without
first consultmg your doctor or pharmacist.

= -- -
—
-

- Also, vou should not take PROPULSID® if vou ave any of these conditions: -
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a history of irregular heartbeats ‘
an abnormal electrocardiogram (ECG or E&G_I” -

heart digease L
kidney disease S ) T
lung disease 4 .
low blood levels of pitassium, calcium or magnesium : T o=
_ an eating disorder (such as bulimia and anorexia)

;our bodghas suddeng lost a lot of water L )
o o persistent vomiting - — —_

oQ'oooooo'o

o _ o Tell zoui- doctor if you have any type of medical condition. especially-a heart — B
- condition or kidney or lung disease._Be sure vour doctor knows ahout both o
_ Your personal and family medical history before youn take PROPULSID. -
e T
e [f you have not tried other medlcmes to reheve your mghttune heartbum,
. tell your doctorbefore using PROPULSID®. .

* The safe v-and effectiveness of PROPULSID® in children vounger-than 16 vears

- have not been demonstrated for any nse. Serious adverse events, including death, X
S have beerrreported in infants and childfen while being treated with PBOPULSID‘, B -
- although there is no clear evidence that PROPULSID® caused them. -

This revision was requested by the Divi?ion in the December 7, 1999 letter and
___ further refined in a January 11, 2000 teleconference, therefore; it is acceptable.

- 5. How Should I Take PROPULSID (cisapride)? o - o -

This section has™been revised as follows: . — -

. - Take PROPULSID exactly as your doctor prescribes it. —

¢ Never take more than the recommended dose of PROPULSID. Always take your
— +medicine for.as long as the docter-has prescribed it, even if you are
begimming to feel better right away.

* If you forget to take a dose, do not take the missed dosé. Take the next dose at the o

regularly schcduled time. Never take more than your prescribed dose.at any one —
time to make up for tire missed dose.
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» PROPULSID® does not work for everyone. If you do not get relief of your nighttime
e e TS YO CO IO 881 [E e’ 0L YOUr nightiime

= heart to your doctor about whether to stop us PULSID®.”
e e T O SOD USINE DI VL)

This revision was requested by the Division in the December 7y1999 letter and ~ -
further modified in a January 11, 2000 teleconference, therefore, it is aeceptable. '

6. W'hat should I Avoid While Taking PROPULSID (clsapnde)‘7 ' B

~ This sectmn has been revised as follows:

e Never take PROPULSID" wuh the medications listed in the above section Who
Should Not Take PROPULSID® (cisapride)?

¢ Do not take prescnmc_m OF non-prescription rnedicin_es while taking PROPULSID
without checking first with your doctor.

e Donot ~—m. —— — drink grapefruit juice at any time
while you are en PROPULSID therapy. Brinki friiit juice whil
~ PROPULSID therapy may cause the inds of serious irregular heartbeats as
taking PROPULSID with the wrong medi%m es. S

@ Tell your doctor if you are pregnant or nursing. Your doctor will —*-—-**ta}k to

- - you about whether you should take PROPULSID® while pregnant or nursing, based on

the benefi beneﬁts and risks.

These revisions were requﬁted by the Division in the December 7, 199§ letter and
further modlf' ed in a January 11, 2000 teleconference, therefore, they are aceeptable -

e Whai are the'fossnble Side Eﬂ'ects of PROﬂILSID—(clsapnde)" o

This section has been revised as follows:

¢ PROPULSID® jous irre t may cause death. S —
=il JOaY Cause Serious rreguiar heartbeats that may cause death.

Stop taking PROPULSID and call our doctor risL. away if ou -

o Baintorfedl it

faint or feel faint




. *~ become dizzy —
. e have irregular heartbeatsor pulse . -
—~ . '« develop any unasual symptoms
These may be signs of a serious side effect,

NDA 20-210/S-030zS-032
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.. e

~ 7 PROPULSID’s most common side effects

~ are headache,

diarthea, stornach pain, nausea, constipation and a runny nose. Other side effects have been
reported less ~—-~ww—~pfien. Be.stre to ask yaur doctor or pharmacist about the side effects

~of any

medicine that you are taking, including PROPULSID®.

- .’ PROHJ - LSID may cause you to become more drowsy than normal if you drink alcohol or

take medicines called benzodiazepines (used to reduce anxiety).”

- 8. What Else Can I'do for Nighttime Heartburn?

. The word has been replaced by the word “drm;ks

|
L

F

IEAA
th

'1

9. General Informétion: — ’ —

- This revision was reql_lmted in the December 7, 1999 letter, therefore, it.is acceptable.

o This section has been revised to read, “This leaflet provides a summary of information about

"PROPULSID®. Medicines are sometimes prescribéd for purposes other than those listed in a

onta_t contact your doctor; doctor; If you have additional questions or concerns, -

m
't

it

condition or give the drug to others.” -

t
]

- L = - - — Conclusions

Ji

_.  Medication-Guide. Ifyou need to report problems associated with the use of PROPULSID,

o , or want more information about PROPULSID®,
~ contact your dqgor or pharmacist. You can also call the Janssen One-to-One™ Customer
_. Action Center f&il-free at 1-800-526-7736 forTnore information. Your pharmacist also-has a
longer leaflet about PROPULSID® that is written for health professionals that you can ask to
read. - This medicatiofi was prescribed for your particular condition. Do not use it for another

The submitted labqﬁng is acceptable and can be approved. However, the applicant should be
requested to make the following revisions at the next printing of the package i-_ert:
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- Boxed Warning and ADVERSE REACTIONS section, Ongoing Postmarketing

Surveillance subsecnon, first paragraph, third sentence:

This sentence should be revised to read, “In approximately 85% of these cases the events

~—occurred when PROPULSID® was used in patients with known risk factors for ventricular

arrhythmias. S -

The Agency may be notified of thisrevision in the next annual report.

ISl ‘éiu|oo~ .

e T Regulator)/r Health Project Manager _
_ IS I 3-iTree
cc: = o . - ) ) )
* Original NDAs . — L _
~HFD-180/Div. Files - -
HED-180/MMcMeil = :
HFD-180/Talarico - - ' ‘ . S .
draft: mm/February 18, 2000 N ' -
r/d Initials: LTalarico 2/29/00 T -, o .
KJohnson 3/3/06~ : — - i
final: March 6, 2000° '
_ CSOREVIEW - _ - o =
T = ) T3 e
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[ 015 CLAMER [gpYN posts safety alerts, public health advisories, press releases and other _notiées from

comparies as a service to health professionals, consumers and other interested parties. Although FDA
approves medical products, FDA does not endorse either the product or the company.

This is the retyped text of a letter from Janssen Pharmaceutica Research Foundation. Contact
the company for a copy of any referenced enclosures.

IMPORTANT DRUG WARNING -

January 24,2000 o N

Dear Doctor, — . —

- Janssen Pharmaceutica would like to inform you of important changes made in the PROPULSID
(cisapride) labeling. We wish to draw your attention to the Boxed Warning, Drug Interactions and
Dosage and Administration sections that contain the essential changes. Other sections of the labeling
including Contraindications, Wamings, Precautions, and Adverse Reactions, have also been revised to
o~ reflect these changes. In.addition, similar changes have been incorporated into the PROPULSID
. Patient Medication Guide. Highlights of the changes include the following: )
o A 12-lead ECG should be obtained before PROPULSID is administered.
¢ PROPULSID should not be initiated if the QT¢ value exceeds 450 milliseconds.
e PROPULSIDs contraindicated in patients with electrolyte disorders (hypokalémia,
hypocalcemia and hypomagnesmia). Serum electrolytes should be assessed in diuretic-treated
patients before initiating PROPULSID and periodically thereafter.

Revised information is highlighted in red:

.~  BOXED WARNING_ . — 8 S A

b

This section has been expanded and reorganized.

Ilrlf
'

Wamning: Serious cardiac arrhythmias including ventricular tachycardia,
ventricular fibrillation, torsades de pointes, and QT prolongation have been
reported in patients taking PROPULSID. From July 1993 through May 1999, o
more than'270 such cases have been spontaneously reported, including 70 o
fatalities. In approximately 85% of these cases the events occurred when B
PROPULSID was used in patients with known risk factors. These risk factors -} -
—— . {included the administeiition of other drugs which caused QT prolongation,
inhibited the cytochrome P450 3A4 enzymes that metabolize cisapride, or
'} depleted serum electrolytes: or the presence of disorders that may have

predisposed patients to arrhythmias. In approximately 0.7% of these cases, the -
events occurred in the absence of identified risk factors: in the remaining T

iy i

Hh

hitp://www.fda. gov/medwatch/safety/2000/propul.htm 1/9/01
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| if syncope, rapid or irregular heartbeat develop, patients should immediately

cases, risk factor status was unknown. Because the cases were reported
voluntarily from a population of unknown size, estimates of adverse events
frequency cannot be made (See CONTRAINDICATIONS, WARNINGS,
PRECAUTIONS and Drug Interactions.)

Numerous drug classes and agents increase the risk of developing serious
cardiac arthythmias. PROPULSID is centraindicated in patients taking certain
macrolide antibiotics (such as clarithromycin, erythromycin, and
troleandomycin), certain antifungals (such as fluconazole, 1traconazole, and
ketoconazole), protease inhibitors (such as indinavir and ritonavir), . _.
phenothiazines (such as prochlorperazine and promethazine); Class Zand
Class IIl antiarrhythmics (such as quinidine, procainamide, and sotalol);
tricylic antidepressants (such as amitriptyline); certain antidepressants (such
as nefazodone and maprotiline); certain antipsycotic medications (such as
sertindole) as well as other agents (such as bepridil, sparfloxacin, and_ ___
grapefruit juice). See PRECAUTIONS: Drug Interacnons ) The preceding list
is not comprehensive.

QT prolongation, torsades de pointes (sometimes with syncope), cardiac arrest
and sudden death have been reported in patients taking PROPULSID without
the above-mentioned contraindicated drugs. Most patients had disorders that
may have predisposed them to arrhythmias with PROPULSID.-These include
history-of prolonged electrocardiographic QT intervals or known family history
of congenital long QT syndrome; history of ventricular arrhythmias, ischemic
or vascular heart disease; other structural-heart defects; cardlomyopathy,
congestive heart failure: clinically significant bradycardias; sinus node
dysfunction; second ot third degree atrioventricular block; respiratory failure; -
or conditions that result in electrolyte disorders (hypokalemia, hypocalcemia,
and hypomagnesemia),-such as severe dehydration, vomiting, or malnutrition,
eating disorders: renal failure; or the administration of potassium-wasting
diuretics or insulin in acute settings. PROPULSID is contraindicated in .
patients with these conditions.

A 12-lead ECG should be performed prior to administration of PROPULSID.
Treatment with PROPULSID should not be initiated if the QTc value exceeds
450 milliseconds. Sefam electrolytes (potassium, caftium, and magnesium)
and creatinine should-be assessed prior to administration-of PROPULSID and
whenever conditions develop that may affect electrolyte balance or renal
function (See DOSAGE AND ADMINISTRATION.)

stop taking PROPULSID and seck the attention of a physician.

Recommended doses of PROPULSID should not be exceeded.

>
=

DRUG INTERACTIONS

This section has been revised as follows to include:

http://www.fda.gov/medwatch/safety/2000/propul.htm

Page 2 of 3

1/9/01
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Diuretics: Drugs such as furosemide and the thiazides are associated with depletion of
electrolytes which may result in PROPULSID -induced cardiac arrhythmias. Serum electrolytes
should be assessed in diuretic-treated patients before initiating PROPULSID therapy and
periodically thereafter. PROPULSID-treated patients to whom diuretic therapy is added should
undergo careful electrolyte monitoring after dluretlc Initiation.

e

.- DOSAGE AND ADMINISTRATION T

This section has been expanded to include: )

- Caution must be exercised in elderly patients sincethere is a significant proportion who have
cohditions oruse other drugs which contraindicate the use of PROPULSID. A 12-lead ECG and
serum electrolyte measurement should-be performed prior to treatment with PROPULSID.

- - Janssen Pharmaceutica is committed to providing youthh the most current product information
available for the management of your patients receiving PROPULSID. You can further our
 understanding of adverse events by reporting all cases to Janssen at 1-800-JANSSEN (526-7736)orto~

- the FDA MedWatch Program by phone 1-800-FDA-1088, by fax 1-800-FDA-0178, by mail (usmg

- postage-paid form) MedWatch, HF-2, FDA, 5600 Flshers Lane, Rockville, MD 20852-9787, or via
—  www.fda.gov/medwatch.

Please refer to the enclosed revised package insert for full prescribing information, including Boxed
Warning, and the medication guide. For additional medical information concerning PROPULSID,
- please call the Janssen One to One Customer Action Center at 1-800-JANSSEN (526-7 736) from
"= -~ 8AM to 8PM Eastern Time, Monday throngh Friday:_
Sincerely,
Jan Gheuens, MD - | :
Vice President, Medical Affairs -
Janssen Pharmaceutics - . . .-

Janssen at Washington Crossing’
1125 Trenton Hatbouton Road
Post Office Box 200 ) ”
= . Titusville, New Jersey 08500-0200 -
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http://ww“'r‘.fda. gov/medwatch/safety/20og{propgl_.}lt_m 1/9/01




"." |' .

L

. NDA 20-210/5-032 )

_ Date of §upplements: January 24, 2000

~ assesSment of serum electrolytes and creatinine prior to initiating iherapy with cisapride. —

NDA 20-398/8-022 ‘ L : ‘ -
NDA 20-767/5-011 -

— iy '~ CBE-0 SUPPLEMENT

Janssen Research Foundation : - FEB 23 *”
Attention: Cynthia Chianese

- 1125 Trenton-Harbourton Road ) - o
P.O. Box 260 - - v
Titusville, NJ 08560-0200 -

Dear Ms Ch:anese

We have received your supplemental drug apptications ‘submitted u.nder section 505(b) of the Federal
Food, Drug, and Cosme&e Act for the following:

NDA Number | Supplement Number - Drug Name
20-210 S-032 Propulsid (cisapride) Tablets T
20398 - $022 © - Propulstd (cisepride) Suspension - + -
20-767 | s-011 | Propulsid-Quicksolv (cisapride)
- 1 = - - Rapldly-Dlsmtegratmg Tablets -

. Date of Receipt: January 27,2600

-These supplementaﬁpphcatlons, submitted as "Supplement Changes Being Effected” supplements,

propose revision of the clsapnde labelmg as follows -

. Package Insert:” Muluple revisions to the Boxed Waming, CONTRAINDICATIONS,
WARNINGS, PRECAUTIONS, and ADVERSE REACTIONS, and DOSAGE AND ,
ADMINISTRATION sections of the package insert to better characterize the risks associated
with cisapride’s use, in response to the Division’s December 7, 1999 and January 10, 2000
letters. These revisions include the addition of language recommending a 12-lead ECGand - = ~

2. Medication Gmﬂ'e Multiple revisions to the lVE:dlcatlon Guide to make it ~onsistent with the
package insert. '




. NDA20-210/8-032 . T -

"_ NDA20-398/5-022 ]
NDA 20-767/5-011 oL

Page2 - - :

Unless we notify you within 60 days of our recexpt date that the applications are not sufﬁelently )

complete to permit a substantive review, these applications will be filed under section 505(b) of the
Act on March 27, 2000 in accordance with 21 CFR 314. 101(a).

Please cite the apphcatmn pumbers trsted above at the top of the first page of any commmncatmns

concerning these applications. All communications concerning these supplemental applications
should be addressed as follows: - —

‘ . U.S. Postal/Courie /Ov ioht Mail: L

- . Food and Drug Admmxsu'anon
- Center for Drug Evaluation and Research -

Division of Gastrointestinal and Coagulation Drug Products I-IFD-I 80
Attention: Division Bocument Room —
. — . . 5600 Fishers Lane —
——— ~ — " Rockvilg, Maryiand 20857 i -

- Ifyou have e any questlons, eall me at (301) 827-73 10. : -

- tT __ 7 o Srmeerely —

IS/ a[aﬂoo o 3
- MelodiMoNeil - |
“Regulatory Health Project Manager

- _Division of Gastrointestinal and Coagulauon Drug Products
o - Offite of Drug Evaluation IIT

- - Center for Drug Evaluation and Research

. Archxva.l NDAs 20-210, 20-398, 20-767
- HFD-180/Div. Files _
" HFD-180/M.McNeil .

T - DISTRICT OFFICE - T ' APPEARS THISWAY -
Draftedl:y mm/February 25, 2000 T ON ORIGINAL
< final: February 2922000 S - . -
' _ filename: — - ) .

.~ CBE-0 SUPPLEMENT ACKNOWLEDGEMENT (AC)
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APPLICATION NUMBER:  20-767/S011
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. Disintegrating Tablets o
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JANSSEN

* PHARMACEUTICA
* RESEARCH FOUNDATION *

NDA NO_Z0-167 REF NO.DLL

Sent via Federal Express -— m SUPPL FOR 5(_8..{ CBE 0

January 24,2000

Lilia Talarico, M.D., Director
Division of Gastrointestinal and Coagulation -
Drug Products/HFD-180 e
Document Control Room #6B-24 N _ v /
Food and Drug Administration _ /V/ ~ Q‘ -
5600 Fishers Lane " - ) ' -—-
Rockville, MD 20857 A _
Subject: . NDA 20-210; PROPULSID® (cisapride) Tablets — : -
_NDA 20-398; PROPULSID® (cisapride) Suspension e -
— NDA20-767; PROPULSID® QUIKSOLV® (c1sapnde) Raptd]y- -

Special Supplement - Changes Being Effected

Dear Dr. Talarico: o7

In response to your ] December 7, 1999 and January 10, 2000 letters, we are submitting a Changes
Being Effected supplement providing for changes to the Propulsnd package insert and Medication
Guide. This revised labeling reflects-your January-10, 2000 version plus additional changes
d:scussed via télephione on January 11 and 12, 2000.

- This revised labeling is bcmg implemented in productxon immediately and the attached Dear =

Doctor letter 15 being disseminated today

The Dear Doctor letter, including T

“labeling and envelope, is also being submitted today on Form FDA 2253.

Twenty copies of final printed labeling are enclosed, with ten copies mounted. A word-
processed copy of the version of the labeling is also provided in hard copy and on diskette.

Please call me 'Et'(:ﬁw) 730-3069 if you have any gfestions. : ' - _ - 7 ) -

Sincerely, — o

nthia @/amu;, B - )

thia Chianese
Assistant Director, » Regulatory-; Affaxrs

Enclosure -
Desk copy (with di§k): M. McNeil & —

JANSSEN AT WASHINGTON CROSSING - .
1125 TRENTON-HARBOURTON ROAD ‘ -
- POST OFFICE BOX 200
T TITUSVILLE, NEW JERSEY 08560-0200 —_— _




