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Now AVAILABLE IN 10MG AND NEw 20mG TABLETS 

TARGET THE UNDERLYING PHYSIOLOGIC 

DEFECTS ASSOCIATED WITH NocTuRNAL HEARTBURN 

In GERD PATIENTS... 
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PROPULSID’ 
G isan idle 1Omc & 20me tasers 

Ser eu 

TRIPLE MECHANISM OF ACTION... 

PROPULSID Abpresses Upper GI DYNAMICS® 

1. Increases lower esophageal sphincter tone’ 

2. Improves esophageal peristalsis? 

3. Promotes gastric emptying’ 

“These effects were shown in pharmacology trials. U.S. clinical trials did not, nor were 
they designed to, document these effects in GERD patients with nocturnal heartburn. 

é Please see brief summary of 
© Janssen Pharmaceutica Inc. 1994 prescribing information on following page.
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1. 2 Clsaprige ]Ome & 20mc Tablets 

SimPLE DOSING SCHEDULE... = Highly effective in nocturnal heartburn in 
iT GERD patients 

gape y = More than 8 years of clinical experience 

omg 10 worldwide; over 30 million patient treatments 

#190 : ph? = Well tolerated—In U.S. clinical trials, 
| eae . | Sif { fof” \ the following adverse events were most 

| ip. \ . “nt ane \ commonly reported: 

fodte \ aie) We 
| ot \ eee 
| ; eee Headache : 19.3% 17.1% 
a a | Diarrhea — 14.2% 10.3% 

RE Abdominal Pain 10.2% 7.7% 
Dosage may be increased to 20 mg, given 15 Nausea — 7.6% 7.6% 
minutes before meals and at bedtime, if needed. = Rhinitis: = 7.3% 5.7% 

For additional medical information, call Constipation 6.7% 3.4% 
1-800-JANSSEN (9aM-5po Eastern Time). era 

Before prescribing, please consult complet prescribing information in Janssen Pharmaceutica's literature or PROPULSID' and placebo. The following adverse experiences were reported in more than 1% of the 1726. 
package insert. The following is a brief summary. patients treated with PROPULSID' (PROPULSID' vs Placebo): 

INDICATIONS Nervous System: headache (19.3%, 17.1%). Gastrointestinal: diarrhea (14.2%, 10.3%), abdominal pain 

PROPULSID' {ciepide) is indicated for the symptomatic treatment of patients with nocturnal heartburn due (10.2%, 7.79), nausea (7.6%, 7.7%), constipation (6.7%, 3.4%), flatulence (3.5%, 3.1%), dyspepsia (2.7%, 

to gastroesophageal reflux disease. 1.0%). Respiratory System: thinitis (7.3%, 5.7%), sinusitis (3.6%, 3.5%), coughing (1.5%, 1.2%). Resistance 
CONTRAINDICATIONS Mechanism: viral infection (3.6%, 3.2%), upper respiratory tract infection (3.1%, 2.8%). Body as a Whole: 
PROPULSID" (cisapride) should not be used inpatients in whom an increase in gastrointestinal motility could pai. (2-47, 2.3%), fever (2.2%, 1.5%). Urinary Systems urinary tract Mlecton (2.0%. ae paca 
be harmfal, ein the presence of gastrointstinal hemorthage, mechanical obstruction, or perforation, equency (1.2%, 0.6%). Psychiatric: insomnia (.9%, 1.3%), anxiety (1.4%, 1.0%),nervousness (1.4%, 0.7%). 
PROPULSID’ is eumincenatn patients with known sensitivity or intolerance to the drug. Skin & Appendages: rash (1.6%, 1.6%), pruritus (1.2%, 1.0%). Musculoskeletal : arthralgia (1.4%, 1.2%). 
PRECAUTIONS 5 Vision: abnormal vision (1.4%, 0.3%). Reproductive, Female: vaginitis (1.2%, 0.9%). 

Information for Patients: Athough PROPULSID(cisapride) does not affect psychomotor function nor does it The following adverse event also reported in Hore eS Pate ee ea re 
induce sedation or drowsiness when used alone, patients should be advised that the sedative effects of 0” placebo: dizziness, vomiting, pharyngitis, chest pain, fatigue, back pain, depression, dehydration, and myalgia. 
benzodiazepines and of alcohol may be accelerated by PROPULSID. Diarthea, abdominal pain, constipation, flatulence, and rhinitis all occurred more frequently in patients using 
Drug Interactions: Concurrent administration of anticholinergic compounds would be expected to 20mg of PROPULSID" than in patients using 10 mg, 
compromise the beneficial effects of PROPULSID’. ‘Additional adverse experiences reported to occur in 1% or less of patients in the U.S. clinical studies are: dry 
‘The acceleration of gastric emptying by PROPULSID* could affect the rate of absorption of other drugs. Patients ™outh, somnolence, palpitation, migraine, tremor, and edema, 
receiving narrow therapeutic fatio drugs or other drugs that require careful titration should be followed In other U.S, and international trials and in foreign marketing experience, there have been rare reports of 
Closely: if plasma levels are being monitored, they should be reassessed. seizures and extrapyramidal effects, tachycardia, elevated liver enzymes, hepatitis, thrombocytopenia, 
Inpatients receiving oral anticoagulants, the coagulation times were increased in some cases. tis advisable to leukopenia, aplastic anemia, pancytopenia, and granulocytopenia. The relationship of PROPULSID" to the 
check coagulation time within the first few days after the start and discontinuation of PROPULSID' therapy,  °Vent was not clear in these cases 
with an appropriate adjustment of the anticoagulant dose, if necessary. ‘There have been rare cases of sinus tachycardia reported. Rechallenge precipitated relapse in some of those patients 
Cimetidine coadministration leads to an increased peak plasma concentration and AUC of PROPULSID®; there  OVERDOSAGE ae 
is no effect on PROPULSID' absorption when it is coadministered with ranitidine. Tie geste et AL Reports of overdosage with PROPULSID* (cisapride) include an adult who took 540 mg and for 2 hours 

absorption of cimetidine and ranitidine is accelerated when they are coadministered with PROPULSID’. experienced retching, borborygmi, flatulence, stool frequency and urinary frequency. Treatment should 

Carcinogenesis, mutagenesis, impairment of fertility: In a twenty-five month oral carcinogenicity study in rats, and include gastric lavage and/or activated charcoal, close observation and general supportive measures. 

nineteen month oral carcinogenicity study in mice, cisapride at daily doses up to 80 mg/kg was not tumorigenic. Single oral doses of cisapride at 4000 mg/kg, 160 mg/kg, 1280 mg/kg and 640 mg/kg were lethal in adult rats, 

Cisapride was not mutagenic in the in vitro Ames test, human lymphocyte chromosomal aberration test, mouse neonatal rats, mice and dogs, respectively, Symptoms of acute toxicity were ptosis, tremors, convulsions, 
Iymphoma cell forward mutation test, and rat hepatocyte UDS test and sn vivo rat micronucleus test male and 4¥8pnea, loss of righting relfex,catalepsy, catatonia, hypotonia and diarthea. 
female mouse dominant lethal mutations tests, and sex linked recessive lethal test in male Drosophila melanogaster. | DOSAGE AND ADMINISTRATION i i 

Gisapride was found to have no effect on fertility and reproductive performance of male rats at oral doses of up Adults: Initiate therapy with 10 ny of PROPULSID' (cisapride) 4 times daily at least 15 minutes before meals 
to 160 mg/kg/day. In the female rats, cisapride at oral doses of 40 mg/kg/day and higher prolonged the breeding and at bedtime. In some patients the dosage will need to be increased to 20 mg, given as above, to obtain a 
interval required for impregnation. Similar effects were also observed at maturity in the female offspring (F)) of satisfactory result 
the female ats) ated with oral doses of cisnpride a 10 malady or higher Capri at an cal doo of In oldery patients, steady-state plasma evels are generally higher du oa moderate prolongation of he 
160 mg/kg/day also exerted contragestational/pregnancy disrupting effects in female ® rats. elimination half-life. Therapeutic doses, however, are similar to those used in younger adults. 

Pregnancy: Teratogenic eet: Pregnancy category C: Oral teratology studies have been conducted in rats. HOW SUPPLIED 
(doses up to 160 mg/ka/day) and rabbits (loses upto 40 me/kgday), There was no evidence of teratogenic PROPULSID: (cisapride) is provided as scored white tablets debossed “Janssen” and P/10 containing the 
potential of cisapride in rats or rabbits. Cisapride was embryotoxic and fetotoxic in rats at a dose of 160 equivalent of 10 mg of cisapride in blister packages of 100 (NDC 50458-430-01) and in bottles of 100 fs 
mg/kg/day (100 times the maximum recommended human dose on a mg/kg basis and 14 times the maximum — 50458-430-10). PROPULSID' is also provided as blue tablets, debossed “Janssen” and PROPULSID/20, 
recommended human dose on a mg/m basis) and in rabbits at a dose of 20 mg/kg/day (approximately 12 times containing the equivalent of 20 mg cisapride in bottles of 100(NDC 50458-440-10). 

the maximum recommended human dose ona mg/kg basis) or higher. [also produoed reduced birth welghts of Store at controlled room temperature, 15°-30°C (59°86%F), Protect from moisture. The 20 mg tablets should pups in rats at 40 and 160 mg/kg/day and adversely affected the pup survival, There are no adequate and well- Iso be protected from light 
Conte stuis in prenan women, Capri sou bo used during prognancy only ifthe potential benefit © 8 
justifies the potential risk to the fetus. October 1993 7502603 
Nursing Mothers: Cisapride is excreted in human milk at concentrations approximately one twentieth of those @)) U.S: Patent No, 4,962,115 
observed in plasma, Caution should be exercised when PROPULSID' is administered to a nursing woman. References 
Pediatric Use: Safety and effectiveness in children have not been established. : ae i oS a ne a a 
Geriatric Use: Steady-state plasma levels are generally higher in older than in younger patients, due toa moderate 2 Baldi Fetal. Progr Med: 1987:43(suppl 1):29-34. reinosaters i Gl fear 
prolongation ofthe elimination half-life, Therapeutic doses, however, are similar to those used in younger adulls. 3. Jian R, et al. Gut, 1985;26:352-358, ee 
‘The rate of adverse experiences in patients greater than 65 years of age was similar to that in younger adults, SADIE tes ee 
ADVERSE REACTIONS Cae te eee 
The U.S. clinical tral population included 1728 paints (comprised of 500 with gastroesophageal reflux 
disorders, and the remainder with other motility disorders) Of the adverse events that occurred at a frequency 

‘of >1% in the GERD trials, only the incidence of nausea and vomiting differed significantly between JPI-PR-014-R-1 April 1994 Printed in U.S.A.
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PROPULSID Appresses UPPER GI DYNAMICS’ 

Ni (o> TRIPLE MECHANISM 

[* —N OF ACTION... ; Pp 
La 

/ . 

 — ) Increases lower esophageal 

. _& sphincter tone’—to re-establish 
d p . esophageal barrier 

Improves esophageal 

peristalsis’ to assist in 

clearance of acidic materials 

Promotes gastric emptying’— 

to reduce back pressure on 

the lower esophageal sphincter 

*These effects were shown in pharmacology trials; U.S. 
clinical trials did not document these effects in GERD 

patients with nocturnal heartburn. 

Please see brief summary of 
prescribing information on last page.



SIGNIFICANTLY IMPROVES NOCTURNAL HEARTBURN...' 

eee ONE OF THE Most SEVERE SYMPTOMS 

In GERD PATIENTS 
ney a — 

il Kay © PROPULSID 
" a [D Placebo 

aie | 

mer 0 Week 2 Week 4 Week 6 Week 8 

+Patient assessments of moderate-to-severe symptoms in a U.S. clinical trial (N=147). 

Symptom reduction was significantly better 

than placebo (‘end point analysis p<.05) 

WELL TOLERATED 3 
More than 8 years of clinical experience; 

over 30 million patient treatments 

In USS. clinical trials, the following adverse 

events were most commonly reported: 
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Now...TARGET THE UNDERLYING PHYSIOLOGIC DEFECTS 

AssociATeD WiTtH NoctuRNAL HEARTBURN IN GERD PATIENTS... 

(ps | | 
/ > cisapride 1Omc masters 

SimPLE DOSING SCHEDULE... 

= Highly effective in nocturnal 
BR i heartburn in GERD patients 

pam abt = Well tolerated 

‘ nt = More than 8 years of clinical 
t me ph experience worldwide; over 

nh “We . 
4 nt / 30 million patient treatments 

pint «ag, § BROLSE 7 For additional medical information, call 
\ Batee 4 

t fod? 9 omg d 1-800-JANSSEN (9AM-5 pM Eastern Time). 
i Seren 

a ( Se Dosage may be increased to 20 mg, given 15 minutes 
eos: " before meals and at bedtime, if needed. 

Before prescribing, please consult complete prescribing information in Janssen Pharmaceutica’ literature or of >1% in the GERD trials, only the incidence of nausea and vomiting differed significantly between 
package insert. The following is a brief summary. PROPULSID" and plcsbo, The following adverse experiences were reported in more than 1% of the 1728 

INDICATIONS patients treated with PROPULSID*(PROPULSID' vs Placebo): 
PROPULSID* {cisepaite) is indicated for the symptomatic treatment of patients with nocturnal heartburn due Nervous System: headache (19.3%, 17.1%). Gastrointestinal: diarrhea (14.2%, 10.3%), abdominal pain 
to gastroesophageal reflux disease. (10.2%, 7.7%), nausea (7.6%, 7.7%), constipation (6.7%, 3.4%), flatulence (3.5%, 3.1%), dyspepsia (2.7%, 
CONTRAINDICATIONS 1.0%). Respiratory Spat rhinitis (7.3%, 5.7%), sinusitis (3.6% , 3.5%), coughing (1.5%, 12). Resistance 
PROPULSID (isapride) should not bo used in pation in whom an increase in gastrointestinal motility could Mechanism: viral infection (3.6%, 3.2%), upper respiratory tract infection (3.1%, 2.8%). Body as a Whole: 
be harmful... im the presence of gastrointestinal hemotthage, mechanical obstruction, or perforation, ah Gate, 2.3%), fever (2.2%, 1.5%). Urinary System: urinary tract infection (2.4%, 1.9%), micturition 
PROPULSID" is contraindicated in patients with known sensitivity or intolerance to the drug, requency (1.2%, 0.6%). Psychiatric: insomnia (1.9%, 1.3%), anxiety (1.4%, 1.0%), nervousness (1.4%, 0.7%). 

. Skin & Appendages: rash (1.6%, 1.6%), pruritus (1.2%, 1.0%). Musculoskeletal : arthralgia (1.4%, 1.2%). 
PREGA ONS : 5‘ ., Vision: abnormal vision (1.4%, 0.3%). Reproductive, Female: vaginitis (1.2%, 0.9%). Information for Patients: Although PROPULSID'(cisapride) does not affect psychomotor function nor does it : > ee 
induce sedation or drowsiness when used alone, patients should be advised that the sedative effects of The following adverse events also reported in more than 1% of PROPULSID* patients were more ieuenly 
benzodiazepines and of alcohol may be accelerated by PROPULSID’. eee placebo: dizziness, vomiting, pharyngitis, chest pain, fatigue, back pain, depression, dehydration, 

Drug Interactions: Concurrent administration of anticholinergic compounds would be expected to eB - a ; : compromise the beneficial effects of PROPULSID». Diarthea, abdominal pain, constipation, flatulence, and rhinitis all occurred more frequently in patients using 
: s . ; i 20 mg of PROPULSID’ than in patients using 10 mg, The acelration of astro emptying yy PROPULSID’ could afet the rate of absorption of oer drugs Paton , P a . Renae 

recelving narrow therapeutic ratio drugs or other drugs that require careful titration should be followed Additional adverse experiences reported to occur in 1% or less of patients in the U.S. clinical studies are: dry 
closely; if plasma levels are being monitored, they should be reassessed. mouth, somnolence, palpitation, migraine, tremor, and edema. ; 
In patients receiving oral anticoagulants, the coagulation times were increased in some cases. It is advisable to. _‘ other U.S. and international trials and in foreign marketing experience, there have been rare reports of 
check coagulation time within the fist few days after the star and discontinuation of PROPULSID' therapy, seizures and extrapyramidal effets, tachycardia, elevated liver enaymes, hepatitis, thrombocytopenia, lid war eopest@eaia torn g! He ent ease dan eee eee leukopenia, aplastic anemia, pancytopenia, and granulocytopenia. The relationship of PROPULSID" to the 

aaa eet aa event was not clear in these cases. 
Cimetidine coadministration leads to an increased peak plasma concentration and AUC of PROPULSID"; there i = ns F 
is no effect on PROPULSID! absorption when it is coadministered with ranitidine, The gastrointestinal There have been rare cases of sinus tachycardia reported. Rechallenge precipitated relapse in some of those 
absorption of cimetidine and ranitidine is accelerated when they are coadministered with PROPULSID’ patients, 
Carcinogenesis, mutagenesis, impairment of fertility: In a twenty-five month oral carcinogenicity study in rats,  OVERDOSAGE ‘i ei sae 
and a nineteen month oral carcinogenicity study in mice, cisapride at daily doses up to 80 mg/kg was not Reports of overdosage with PROPULSID" (cisapride) include an adult who took 540 Ea a 
tumorigenic. experienced reching brborygmi, flatulence, soo frequency and urinary frequency. Treatment should 

: : . ; include gastric lavage and/or activated charcoal, close observation and general supportive measures. 
Cisapride was not mutagenic in the in vitro Ames test, human lymphocyte chromosomal aberration test, mouse - pees i 
|ymphoma cell forward mutation ts, and rat hepatocyte UDS test and in vivo rat micronucleus test male and Single oral doses of cisapride at 4000 mg/kg, 160 mg/kg, 1280 mg/kg and 640 mg/kg were lethal in adult rats, 
female mouse dominant lethal mutations tests, and sex linked recessive lethal test in male Drosophila neonatal rats, mice and dogs, respectively. Symptoms of acute forelty vere ptosis, eemnors convulsions, 
melanogaster. dyspnea, loss of righting reflex, catalepsy, catatonia, hypotonia and diarrhea, 
Cisapride was found to have no effect on fertility and reproductive performance of male rats at oral doses of up DOSAGE AND ADMINISTRATION ee F . 
to 160 mg/kg/day. In the female rats, cisapride at oral doses of 40 mg/kg/day and higher prolonged the breedin, Adults: Initiate therapy with 10 is of PROPULSID® (cisapride) 4 times daily at least 15 minutes before meals 
interval equited for impregnation. Similar effects were also observed at maturity inthe female offspring) of and at bedtime. In some patents the dosage will need to be increased to 20 mg, given as above, to obtain a 
the female rats (F.) treated with oral doses of cisapride at 10 melke/day or cae Cisapride at an oral dose of _ satisfactory result. 
160 mg/kg/day also exerted contragestational/pregnancy disrupting effects in female © rats . In elderly patients, steady-state plasma levels are generally Mee due to a moderate prolongation of the 

Pregnancy: Teratogenic effects: Proguancy category C: Oral teratology studies have been conducted in rats _°limination half-life. Therapeutic doses, however, are similar to those used in younger adults. 
(doses a to 160 mg/kg/day) and rabbits (doses up to 40 mg/kg/day). There was no evidence of a teratogenic HOW SUPPLIED 

otential of cisapride in rats or rabbits. Cisay ride was embryotoxic and fetotoxic in rats at a dose of 160 PROPULSID’ (cisapride) is provided as scored white tablets debossed “Janssen” and P/10 containing the P P vy P P 8 
mg/kg/day (100 times the maximum recommended human dose on a mg/kg basis and 14 times the maximum _ equivalent of 10 mg of cisapride in bottles of 100 (NDC 50458-430-10). 
recommended human dose on a mg/m: basis) and in rabbits at a dose of 20 mg/kg/day (approximately 12 times Store at controlled room temperature, 15°-30°C (59-86), Protect from moisture, 
the maximum recommended human dose on mg/kg basis) or 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 july 1993 
well-controlled studies in pregnant women. Cisapride should be used during pregnancy only if the potential US. Patent No. 4,962,115 
benefit justifies the potential risk to the fetus. Re preners 
Nursing Mothers: Cisapride is excreted in human milk at concentrations approximately one twentieth of those 1. Ceccatelli P, et al. Gut. 1988;29:631-635. 2. Baldi F, et al. Progr Med. 1987;43 (suppl 1): 
observed in plasma. Caution should be exercised when PROPULSID> is administered to a nursing woman. 29-34. 3. Jian R, et al. Gut. 1985;26:352-358. 

Pediatric Use: Safety and effectiveness in children have not been established. 
Geriatric Use: Steady-state plasma levels are foamy higher in older than in younger patients, due to a 
moderate prolongation of the elimination hal ie, Therapeutic doses, however, are similar o those used in er) 
younger adults, TANSseN Gee 

The rate of adverse experiences in patients greater than 65 years of age was similar to that in younger adult. JSiSSENI EES era 
ADVERSE REACTIONS Titusville, NJ 08560-0200 
The US. clinical trial population included 1728 patients (comprised of 500 with gastroesophageal reflux 
disorders, and the remainder with other motility disorders). Of the adverse events that causal a frequency JPI-PR-005 October 1993 Printed in U.S.A.
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TRIPLE MECHANISM OF ACTION... 

PROPULSID Abpresses UpPeR GI DYNAMICS” 

1. Increases lower esophageal sphincter tone’ 

2. Improves esophageal peristalsis’ 

3. Promotes gastric emptying’ 

*These effects were shown in pharmacology trials; U.S. clinical trials did not document 
these effects in GERD patients with nocturnal heartburn. 

i Please see brief summary of 
© Janssen Pharmaceutica Inc. 1993 prescribing information on following page.



Now... TARGET THE UNDERLYING PHYSIOLOGIC DEFECTS 
ASSOCIATED WITH NOcTURNAL HEARTBURN... 

‘ NEW 
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P | | cisapride TOM TaBLeTs 

Simple DOSING SCHEDULE... 

B = Highly effective in nocturnal 
i heartburn in GERD patients 

mgt ah? = Well tolerated 

#100 , ph = More than 8 years of clinical 
mare ‘ . 

| experience worldwide; over ’ , We: : 
5 md 30 million patient treatments 
poet “ney * PRSRGCS ES 7 a ee yes Kaeo For additional medical information, call 

10mg ae at 1-800-JANSSEN (94M-5pm Eastern Time). 

ee wy : Dosage may be increased to 20 mg, given 15 minutes 
i roe before meals and at bedtime, if needed. 

Before prescribing please consult complete prescribing information in Janssen Pharmaceutics itrature or disorders, and the remainder with other motility disorder), Of the adverse evens that ocoumed at frequency 
package insert. The following is a brief summary. of >1% in the GERD trials, only the incidence of nausea and vomiting differed significantly between 
INDICATIONS PROPULSID® and placebo, The following adverse experiences were reported in more than 1% ofthe 1728 
PROPULSID"cisapride) is inicated forthe symptomatic teatment of patients with noctumal hearbum due Patents ested a HOE OTS ERO OES: Hae: 
to gastroesophageal reflux disease. Nervous System: headache (19.3%, 17.1%). Gastrointestinal: diarrhea (14.2%, 10.3%), abdominal pain 8 y » 
CONTRAINDICATIONS (10.2%, 7.7%), nausea (7.6%, 7.7%), constipation (6.7%, 3.4%), flatulence (3.5%, 3.1%), Soaps es 
PROPULSID cispride) should not bo used inpatients in whom an increase in gastrointestinal motility could 0%), Respiratory System: rhinitis (73%, 9.7%), sinusitis (6%, 3.5%), coughing (1.5%, 1.2%), Resistance 
be harmful on the prosonce of gastrointestinal hamorhege, mechanicaf obstruction, or perforation. Mate oe Sey bao eran eat otee Gaeetbel marie 
caaiie licated in patients with known sensitivity or intolerance to the drug. Fuency (ia, 16%), Paphitis: ison Ca 13%), ans (ah 08) aeaias (4 0.7%). 

Skin & Ay : rash (1.6%, 1.6%), ‘itus (1.2%, 1.0%). Musculoskeletal : art! ia (1.4%, 1.2%). Information for Patents: Although PROPULSID{Ccisapride) doos not affect psychomotor function nor does it Vem atboemh Seton thay, Gk) ee Famale: Jee (12%, 09%). , induce sedation or drowsiness when used alone, patients should be advised thatthe sedative effects of ty ony i oS : r benzodiazepines and of alcohol may be accelerated by PROPULSID", e fol owing adverse ovents also reported in more than 1% of PROPULSID* patients were more quently 
co reported on placebo: dizziness, vomiting, pharyngitis, chest pain, fatigue, back pain, depression, dehydration, Drug Interactions: Concurrent administration of anticholinergic compounds would be expected to ard myalgia! 

compromise the beneficial effects of PROPULSID’. nee eae a eal aa ial 4 
a (ie 2 ‘ epee . jiarthea, abdominal pain, constipation, flatulence, and rhinitis all occurred more frequently in patients using 

eacoeleration af gastric emptyinghy PROPUILSID* oul aft the ate of absorption of other drugs Patients 20mg of PROPULSI Than in pants sig 10 mg 
receiving narrow therapeutic ratio drugs or other drugs that require careful titration should be followed ; : : ieee ohecteate the UG iia ais ae 
closely if plasma levels are being monitared, they should be reassessed EA ey se as eri (cou ess Ocoee in tie US, inca es ay 
Inpatients receiving oral anticoagulants the coagulation times were increased in some cases tis advisable 11" 6. and gvemttional rete and in tonien aro eee : check coagulation time within the first few days after the start and discontinuation of PROPULSID' therapy, _!n.other U.S: and international rials and in foreign marketing experience, there have been rare reports o sre uy ropiai aljustuent of ts anteuae Tent dent amecaoay seigures and extrapyramidal effects, tachycardia, elevated liver enzymes, heats, thrombocytopenia, 
eee leukopenia, aplastic anemia, pancytopenia, and granulocytopenia. The relationship of PROPULSID® to the 

Cimetidine coadministration leads to an increased peak plasma concentration and AUC of PROPULSID'; there event was not clear in these cases 
is no effect on PROPULSID* absorption when it is coadministered with ranitidine. The gastrointestinal . " ue a 
absorption of cimetidine and ranitidine is accelerated when they are coadministered with PROPULSID". thay dye been rare cases of sinus tachycardia reported. Rechallenge precipitated relapse in some of those 

: eee % palients: Carcinogenesis, mutagenesis, impairment of fertility: In a twenty-five month oral carcinogenicity study in rats, ° + oo oe ae r OVERDOSAGE 
fds aunsteat month ol Eis otleip stuy In Sieg GivayAiG at edly dees op 1) ONG we ey ote ok overdosage with PROPULSID* (cisapride) include an adult who took 540 mg and for 2 hours 
ms e ee ie ee ge Tee cia ean ee experienced retching, borborygmi, flatulence, stool Frequency and urinary frequency. Treatment should 

‘isapride was not mutagenic in the in vitro Ames test, human lymphocyte chromosomal aberration test, mouse include gastric V/or activate ircoal, close observati tive measures. Iymphoma call forward mutation test, and rat hepatocyte UDS est and in vio rat micronucleus test male and Fe ene Ta oe as eae amare ar a 
faalomnnace dominait eital mrutations tert, aad eexcliaked eceteive lottal ort acto Drosophila Single oral doses of cisapride at 4000 mg/kg, 160 mg/kg, 1280 mg/kg and 640 mg/kg were lethal in adult rats, 

melanogaster. neonatal rats, mice and dogs, respectively. Symptoms. of acute a were ptosis, tremors, convulsions, 
@ ; dyspnea, loss of righting reffex, catalepsy, catatonia, hypotonia and diarthea. 

Gisapride was found to have no effect on fertility and reproductive performance of male rats at oral doses of wp yeaG" AND ADMINISTRATION to 160 mg/la/day Inthe female ras, csapride at orl doss of 40 mg/kg/day and higher prolonged the breading ROSAGE AND ADMINISTRATION sins daly atl ‘Guia tefire wea 
ieealr erie impregnation. Similar effects were also observed at maturity in the female offspring (F;) a ts: Initiate therapy with 10 eo SID* (cisapride) 4 times daily at least 15 minutes before meals the female rats (F) treated with oral doses of cisapride at 10 mg/kg/day or higher. Cisapride at an oral lose of a4 at bedtime. In some patients the dosage will need to be increased to 20 mg, given as above, to obtain a 
160 mg/kg/day also exerted contragestational/preenancy disrupting effects in female (F) rats. welESteniia ical, ‘ ‘ 
Pregnancy: Teratogenic effect: Pregnancy category C: ral toratology studios have been conducted in rats In. elderly patients, steady-state plasma levels are generally higher due to a moderate prolongation ofthe (doses up to 160 mg/day) and rats (oss upto 40 mg/g ay) ‘There was no evidence of a teratogenie elimination half-life. Therapeutic doses, however, are similar to those used in younger adults. 
potential of cisapride in rats or rabbits. Clsapride was embryotoxic and fetotoxic in rats ata dose of 160 HOW SUPPLIED 
‘mg/kg/day (100 times the maximum recommended human dose on a mg/kg basis and 14 times the maximum PROPULSID! (cisapride) is provided as scored white tablets debossed “Janssen” and P/10 containing the 
tecommendd human dose ona mg/m bass) and in bis at dow of 0 gga aproximaely 12 limes equivalent of 10mg of capi in bts of 10 (NDC st4S8-010) 
the maximum recommended human dose on a mg/kg basis) or higher. It also produced reduced birth weights ec eee i of pups in ats at 4 and 160 m/l Aay and avesely feted the pup surval. There ae no adequate and S107 at controlled room temperature, 15°-30°C (59-86°F), Protect from moisture. 
well-controlled studies in pregnant women. Cisapride should be used He pregnancy only if the potential ‘July 1993 
benefit justifies the potential risk to the fetus. U.S. Patent No. 4,962,115 

‘Nursing Mothers: Cisapride is excreted in human milk at concentrations approximately one twentieth of those References 
observed in plasma. Caution should be exercised when PROPULSID» is administered to a nursing woman. 1. Ceccatelli P, et al. Gut. 1988;29:631-635. 2. Baldi F, et al. Progr Med. 1987;43 (suppl 1): 
Pediatric Use: Safety and effectiveness in children have not been established. Fee eG a 20 oor sae 
Geriatric Use: Steady-state plasma levels ar ener higher in older than in younger patients, due to 
moderate prolongation of the elimination half, Thetpetc doses, however, ae sila to thse used in 
younger adults, a 
The rate of adverse experiences in patients greater than 65 years of age was similar to that in younger adults. JANSSEN ff cos. 
ADVERSE REACTIONS ee 
The U.S. clinical trial population included 1728 patients (comprised of 506 with gastroesophageal reflux JPI-PR-014 October 1993. Printed in U.S.A. Bs 8 hag’



Now...TARGET THE UNDERLYING PHYSIOLOGIC 

DEFECTS ASSOCIATED WITH NOCTURNAL HEARTBURN 

In GERD PATIENTS... 
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PROPULSID’ 
cisapride 1Oma rasiers 

TRIPLE MECHANISM OF ACTION... 

PROPULSID Appresses UppER GI DYNAMICS” 

1. Increases lower esophageal sphincter tone’ 

2. Improves esophageal peristalsis’ 

3. Promotes gastric emptying* 

*These effects were shown in pharmacology trials; U.S. clinical trials did not document 
these effects in GERD patients with nocturnal heartburn. 

Please see brief summary of 
© Janssen Pharmaceutica Inc. 1993 prescribing information on following page.



Now...TARGET THE UNDERLYING PHYSIOLOGIC DEFECTS 
ASSOCIATED WITH NocTuRNAL HEARTBURN... 
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12] Cisapriae MG TABLETS 

Simple DOSING SCHEDULE... 

B = Highly effective in nocturnal 
gQ A heartburn in GERD patients 

romp = Well tolerated 

4d al? = More than 8 years of clinical 
: : 

4 jin $f” ( experience worldwide; over 
aaa . 

Pall ant 30 million patient treatments 
S BROPGLSiB® 7 wae = - 5 
; a For additional medical information, call 

ai at spas ee 1-800-JANSSEN (9AM-5PM Eastern Time). 

~  — Dosage may be increased to 20 mg, given 15 minutes 
coe before meals and at bedtime, if needed. 

Before prescribing, please consult complete prescribing information in Janssen Pharmaceutica's literature or Nervous System: headache (19.3%, 17.1%). Gastrointestinal: diarrhea (14.2%, 10.3%), abdominal pain 
package insert. The following is a brief summary. (02% 7.7%), nausea (7.0%; 7.7), costiaion (6.7%, 34%) atulnee (3%, 3.1%) dyspepsia (2.7%, 

: pate Sera 2 Aneel ey 1.0%). Respiratory System: rhinitis (7.3%, 5.7%), sinusitis (3.6%, 3.5%), coughing (1.5%, 1.2%). Resistance 
Pe cee pe dea cer de) a ndhestel for We symptomatic teatinent of peients witli nocturael "Aye chantsae vical infection (3.6%, 3.2%), upper respittory tract infection (4.1% 2.8%), Body as ¢ Whole. 

& png reese a (3.4%, 2.3%), fever (2.2%, 1.5%). Urinary System: urinary tract infection (2.4%, 1.9%), micturition 
CONTRAINDICATIONS: PROPULSID® (cisapride) should not be used in patients in whom an increase in gastro- quency (1.2%, 0.6%), Psychiatric: insomnia (1.9%, 1.3%), anxiety (1.4%, 1.0%), nervousness (1.4%, 0.7%). 

intestinal motlity could be harmful, e.g., in the presence of gastrointestinal hemorrhage, mechanical obstruction, Skin & Appendages: rash (1.6%, 1.6%), pruritus (1.2%, 1.0%). Musculoskeletal: arthralgia (1.4%, 1.2%). 
or perforation. PROPULSID® is contraindicated in patients with known sensitivity or intolerance to the drug. Vision: abnormal vision (1.4%, 0.3%). Reproductive, Female: vaginitis (1.2%, 0.9%). 

PRECAUTIONS: Information for Patients: Although PROPULSIDcisaprid) does not affect psychomotor function nor ‘The following adverse events also reported in more than 1% of PROPULSID® patients were more frequently 
oes it ince sedation ox drowsiness when usd alone patents should be advised that the sedative sls of reported on Placebo: dizzinoss, vomiting, pharyngitis, chest pein, fatigue back pain, depression, dehydration, 
benzodiazepines and of alcohol may be accelerated by PROPULSID™ and myalgia. 
Drug Interactions: Concurrent administration of anticholinergic compounds would be expected to compromise Diath abdominal pain, constipation flatulence and shin all occumed mor fequently in patents using 20 
the beneficial effects of PROPULSID®. mg of PROPULSID*® than in patients using 10 mg. 

‘The acceleration of gastric oceptying by PROPULSID? could affect the rate of absorption of other drugs. Patients Additional adverse experiences reported to occur in 1% or less of patients in the U.S. clinical studies are: dry 
rosving nar therapeutic rat dus or ter drugs that requ careu ration shouldbe fellowed closely if gift eomeobence, palpitation wigeine Gomer aalleded 
plasma levels are being monitored, they should be reassessed. Inother U.S, and intemational trials and in foreign marketing experience, there have been rare repors of seizures and 
In patients receiving oral anticoagulants, the Soegulation times were increased in some cases. It is advisable to extrapyramidal effects, tachycardia, elevated liver e1 , hepatitis, thrombocytopenia, leukopenia, aplastic anemia, 

check coagulation time within the first few days af ter the start and discontinuation of PROPULSID therapy, with pancytopenia, and granulocytopenia. The relational oe PROPULSID’ to the event was not clear in these cases. 

a ae ae ct ee Le ee eee ‘There have been rare cases of sinus tachycardia reported. Rechallenge precipitated relapse in some of those patients, 
Cimetidine coadministration leads to an increased peak plasma concentration and AUC of PROPULSID*; there is . : 2 aN 

no effect on PROPULSID® absorption when its ccndministered with ranitidine, The gastrointestinal alteorption | CVERDOSAGE: Hearts 9 oytdengy wit EROFU SI (Gani) Hnclal tall wtp tok Ama and or 2 batts 
of cimetidine and ranitidine is accelerated when they are coadministered with PROPULSID®. RSE TE TIS Hoe TE A 00 Ey Ly, eben ream alioaldtac)ide pests na ae mae ik __legesndoractvae chacoa close servation and genera suportive measur 

inogenesis, mutagenesis, impairment of fertility: In a twenty-five month oral carcinogenicity study in rats, an SE ee ea a : rere Geet area Bee ipride at 4000 mg/kg, 160 mg/kg, 1280 mg/kg and 640 mg/kg were lethal in adult rats, anne month ral cringe study nmi, csapiea daly dss up fo 8 ml wes not umagei Solna aa ies caine espe ely Sypioa SL UeALG Oran) VeLUNGa Gea CoeeAL CSspride was not mutagenic in the in vito Ames test hunan Imphoete chromosomal aeration et, mouse dpe, los of ing ele, xls, aston, hypotonia and dates 
phoma cell forward mutation test, and rat hepatocyte UDS test and in vivo rat micronucleus test, male and DOSAGE AND ADMINISTRATION: Adults: Initiate thera k . F ; as cl : qi py with 10 mg of PROPULSID" (cisapride) 4 times daily a least 

fal ous dominant lethal tats and se ink exsiveltal st in nale ooh melanogaster. 15 minutes before meals and at bedtime. n some patients the dosage vil ned to bo increased fo 20 mg, given es ehove, 
lsd as on te av notion ety and rpg ptm ola ator dnsesofuptototaina ssc eth 
160 mg/kg/day. In the female rats, cisapride at oral doses of 40 mg/kg/day and higher prolonged the breeding ere : 
interval required for impregnation, Smarts wer ao hve af matuty nthe onal ofsprng ofthe. 1EY Hants end tate plsng levels are generally higher ue fo moderate prolongation ofthe 
female rats (F,) treated with oral doses of cisapride at 10 mg/kg/day or higher. Cisapride at an oral dose of 160 *limination halflife, Therapeutic doses, however, are similar o those used in younger adults 
mg/kg/day also exerted contragestational/pregnancy disrupting effects in female (F) rats. HOW SUPPLIED: PROPULSID® (cpr is ee whit tablets debossed “Janssen” and P/10 containing the 
Propuanicy Terologenic ames: Pregnancy category C: Oral teratology studies have been conducted in rats (doses valent of 10 mg of cisaprde in blister packages of 100 (NDC 50456-430-01) and in bottles of 100 (NDC 50458-490-10). 
up to 160 mg/kg/day) and rabbits (doses up to 40 mg/kg/day). There was no evidence of a teratogenic potential of Store at controlled room temperature, 15%-30°C (59°-86°F). Protect from moisture, 
cisapride in rats or rabbits, Cisapride was embryotoxic and fetotoxic in rats at a dose of 160 mglkg/day (100 times 
the maximum recommended human dose on a mg/kg basis and 14 times the maximum recommended human August 1993 
dose ona soy bass) and in rabbits at a dose of 20 mg/kg/day {approximately 12 times the maximum —_U,S. Patent No. 4,962,115 
recommended human dose on mig as) or hgh. It ao povdced educa bith wughs of pups inal 
40 and 160 e/k/dy and adversely acted th pi survival More arene edaquate and wellcnrlled stiles 
in see women. Cisapride should be used during pregnancy only if the potential benefit justifies the potential Piirantes 

eae p : 1. Ceccatelli P, et al. Gut, 1988;29:631-635. 2, Baldi F, ot al. Progr Med. 1987;43 (suppl 1): 
Nursing Mothers: Cisapride is excreted in human milk at concentrations approximately one twentieth of those 29-34. 3. Jian R, et al. Gut. 1985;26:352-358. abserved 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 than in younger patients, due to a moderate 
prolongation ofthe elimination halflife, Therapeutic doses, however, ar 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. Innovators in GI therapy 

ADVERSE REACTIONS: The U.S. clinical trial population included 1728 patients (comprised of 506 with JANSSEN ff nce. 
gastroesophageal reflux disorders, and the remainder with other motility disorders). Of the adverse events that Sr ee 
dccurted at sumcy of >1% in the GERD trials, only the incidence of nausea and vomiting differed significantly 
batneenPROPULSIDY and lao, Tho loving advrseexperonrs wae pated mae than 1% of he 1728 
Patients treated with PROPULSID® (PROPULSID® vs Placebo): JPI-PR-014R November 1993 Printed in U.S.A.
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