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The Full Service Pump

PREVACID serves up:

{ The most indications of any
acid-suppressing agent'

{ The most administration options
of any proton pump inhibitor'?

‘W Proven efficacy for all indications’

B Anexcellent long-term
safety profile'’®

Visit our website at www.prevacid.com

©1998 TAP Pharmaceuticals Inc. P98-2270 12/98

Adverse events reported most frequently were diarrhea, abdominal pain,
nausea, taste perversion, and headache. Symptomatic response to therapy
does not preclude the presence of gastric malignancy. PREVACID is
contraindicated in patients with known hypersensitivity to any component of
the formulation. For further information, please see the brief summary of
prescribing information for PREVACID on the adjacent page.

REFERENCES: 1. PREVACID Complete Prescribing Information. 2. PRILOSEC® (omeprazole, Astra AB|

- Complete Prescribing Information. 3. AXID® (nizatidine capsules USP, Eli Lilly and Company) Complete

Prescribing Information. 4. ZANTAC® (ranitidine hydrochioride, Glaxo Wellcome Inc) Complete Pre-
scribing Information. 5. TAGAMET® (cimetidine, SmithKline Beecham Pharmaceuticals) Complete
Prescribing Information. 6. PEPCID® (famotidine, Merck & Co Inc) Complete Prescribing Information.
7. Data on file, TAP Holdings Inc. 8. Freston JW. Long-term acid control and proton pump inhibitors:
interactions and safety issues in perspective. Am J Gastroenterol, 1997:92:518-57S.
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Brief Summary of Prescribing Information
Nos. 1541, 3046)
-4939-R12, Jan., 1999

PRE\I)ACIDC"

(pré-va-sid
(lansoprazole)
Delayed-Release Capsules

INDICATIONS AND USAGE

PREVACID Delayed-Release Capsules are indicated for: 1. Short-Term Treatment
of Active Duodenal Ulcer. 2. H. pylori Eradication to Reduce the Risk of Duodenal
Ulcer Recurrence. 3. Maintenance of Healed Duodenal Ulcers. 4. Short-Term
Treatment of Active Benign Gastric Ulcer. 5. Treatment of Heartbum and Other
Symptoms associated with GERD (Gastroesophageal Reflux Disease). 6. Short-
Term Treatment of Erosive Esophagitis. 7. Maintenance of Healing of Erosive
Esophagitis. 8. Pathological Hypersecretory Conditions including. Zollinger-
Ellison Syndrome.

CONTRAINDICATIONS

PREVACID Delayed-Release Capsules are contraindicated in patients with known
hypersensitivity to any component of the formulation.

Amoxicillin is contraindicated in patients with a known hypersensitivity to any
penicilji’n, (l;lease refer to full prescribing information for amoxicillin before
prescribing.

Clarithromycin is contraindicated in patients with a known hypersensitivity to
any macrolide antibiotic, and in patients receiving terfenadine therapy who have
preexisting cardiac abnormalities or electrolyte disturbances. (Please refer to full
preseribing information for clarithromyein before prescribing.)

WARNINGS )

CLARITHROMYCIN SHOULD NOT BE USED IN PREGNANT WOMEN EXCEPT
IN GLINICAL CIRCUMSTANCES WHERE NO ALTERNATIVE THERAPY IS
APPROPRIATE. IF PREGNANCY OCCURS WHILE TAKING CLARITHROMYCIN,
THE PATIENT SHOULD BE APPRISED OF THE POTENTIAL HAZARD TO THE
FETUS. (SEE WARNINGS IN PRESCRIBING INFORMATION FOR
CLARITHROMYGIN.)

Pseudomembranous colitis has been reported with nearly all antibacterial
agents, including clarithromycin and amoxicillin, and may range in severity from
mild to life threatening. Therefore, it is imporant to consider this diagnosis in
patients who present with diarrhea subsequent to the administration of
antibacterial agents.

Treatment with antibacterial agents alters the normal flora of the colon and may
permit overgrowth of clostridia. Studies indicate that a toxin produced by

at least 30 minutes prior to sucralfate. In clinical trials, antacids were
administered concomitantly with PREVACID Delayed-Release Capsules; this did
not interfere with its effect.

Lansoprazole causes a profound and \nng-\aslm? inhibition of gastric acid
secretion; therefore, it is theoretically possible that lansoprazole may interfere
with the absorption of drugs where gastric pH is an important determinant of
bioavailability (g, ketoconazole, ampicillin esters, iron salts, digoxin).

Carcinogenesis, Mutagenesis, Impairment of Fertility

In two 24-month carcinogenicity studies, Sprague-Dawley rats were treated
orally with doses of 5 to 150 mg/kg/day, about 1 to 40 times the exposure on a
body surface (mg/ny’) basis, of a 50-kg person of average height (1.46 m* body
surface area) given the recommended human dose of 30 mg/day (22.2 mg/m’).
Lansoprazole produced dose-related gastric enterochromaffin-like (ECL) cell
hyperplasia. and ECL cell carcinoids in both male and female rats. It also
increased the incidence of intestinal metaplasia of the gastric epithelium in both
sexes. In male rats, lansoprazole produced a dose-related increase of testicular
interstitial cell adenomas. The incidence of these adenomas in rats receiving
doses of 15 to 150 mg/kg/day (4 to 40 times the recommended human dose
hased on body surface area) exceeded the low background incidence
(range = 1.4 to 10%] for this strain of rat. Testicular interstitial cell adenoma also
occurred in 1 of 30 rats treated with 50 mg/kg/day (13 times the recommended
human dose based on body surface a:ea[)] ina 1-year toxicity study.

Ina 24-month carcinogenicity study, CD-1 mice were treated orally with doses
of 15 to 600 mg/kg/day, 2 to 80 times the recommended human dose based on
body surface area. Lansoprazole produced a dose-related increased incidence of
gastric ECL cell h?fpemtasia. It also produced an increased incidence of liver
tumors (hepatoceliular adenoma plus carcinoma). The tumor incidences in male
mice treated with 300 and 600 mg/kg/day (40 to 80 times the recommended
human dose based on body surface area) and female mice treated with 150 to
600 mg/kg/day (20 to 80 times the recommended human dose based on body
surface area) exceeded the ranges of background incidences in historical
controls for this strain of mice. Lansoprazole freatment produced adenoma of
rete testis in male mice receiving 75 to 600 mg/kg/day (10 to 80 times the
recommended human dose based on body surface area).

Lansoprazole was not genotoxic in the Ames test, the ex vivo rat hepatocyte
unscheduled DNA synthesis (UDS) test, the i viva mouse micronucleus test or
the rat bone marrow cell chromosomal aberration test. It was positive in
i vitro human lymphocyte chromosomal aberration assays.

Lansoprazole at oral doses up to 150 mg/ka/day (40 times the recommended
human dose based on body surface area{ was found to have no effect on
fertility and reproductive performance of male and female rats.

Pregnancy: Teratogenic Effects. Pregnancy Category B
Lansoprazole
Teratology studies have been performed in pregnant rats at oral doses up to

Headache was also seen at greater than 1% incidence but was more
common on placebo. The incidence of diarthea was similar between patients
who received placebo and patients who received lansoprazole 15 mg and
30 mg, but higher in the patients who received lansoprazole 60 mg
(2.9%, 1.4%, 4.2%, and 7.4%, respectiv_e\?r).

The most commonly reported possibly or probably treatment-related
adverse event during maintenance therapy was diarrhea. ;

Additional adverse experiences occurring in <1% of patients or subjects in
domestic and/or international trials, or occurring since the dug was
marketed, are shown below within each body system.

Body as a Whole - anaphylactoid-like reaction, asthenia, candidiasis, chest
pain (not otherwise specified), edema, fever, flu syndrome, halitosis,
infection (not otherwise specified), malaise; Cardiovascular System- angina,
cerebrovascular accident, hypertension/hypotension, myocardial infarction,
palpitations, shack (circulatory failure), vasodilation; Digestive System -
melena, anorexia, bezoar, cardiospasm, cholelithiasis, constipation, dry
mouth/thirst, dyspepsia, dysphagia, eructation, esophageal stenosis,
esophageal ulcer, esophagitis, fecal discoloration, flatulence, gastric
nodules/fundic gland polyps, gastroenteritis, gastrointestinal hemorrhage,
hematemesis, increased appetite, increased salivation, rectal hemorrhage,
stomatitis, tenesmus, ulcerative colifis, vomiting; Endocrine System -
diabetes mellitus, goiter, hyperglycemia/ypoglycemia; Hematologic and
Lymphatic System* - agranulocytosis, anemia, aplastic anemia,
hemolysis, hemolytic anemia, leukopenia, neutropenia, pancytopenia,
thrombocytopenia, and thrombotic thrombocytopenic purpura; Metabolic
and Mutrifional Disorders - gout, weight gainvloss; Musculoskeletal System-
arthritis/arthralgia, musculoskeletal pain, myalgia; Nervous System -
agitation, amnesia, anxiety, apathy, confusion, depression,
dizziness/syncape, hallucinations, hemiplegia, hostility aggravated, libido
decreased, nervousness, paresthesia, thinking abnormality; Respiratory
System - asthma, bronchitis, cough increased, dyspnea, epistaxis,
hemoptysis, hiccup, pneumonia, upper respiratory inflammation/infection;
Skin and Appendages - acne, alopecia, pruritus, rash, urticaria; Special
Senses - blurred vision, deafness, eye pain, visual field defect, ofitis media,
speech disorder, taste perversion, tinnitus; Urogenital System - abnormal
menses, albuminuria, breast enlargement/gynecomastia, breast tenderness,
glycosuria, hematuria, impotence, kidney calculus, urinary retention.
* The majority of hematologic cases received were foreign-saurced and their relationship to
fansoprazole was unclear.
Combination Therapy with Amoxicillin and Glaﬁﬁmn&&cm
In clinical trials using combination therapy with PREVACID plus amoxicillin
and clarithromycin, and PREVACID plus amaxicillin, no adverse reactions
peculiar to these drug combinations were observed. Adverse reactions that
have occurred have been limited to those that had been

Clostridium difficile is a primary cause of “antibiotic-
associated colitis” N

After the diagnosis of pseudomembranous colitis has
been established, therapeutic measures should be initiated.
Mild cases of pseudomembranous colitis usually respond
1o discontinuation of the drug alone. In moderate to severe
cases, consideration should be given to management with
fluids and electrolytes, protein supplementation, and
treatment with an antibacterial drug clinically effective
against Clostridium difficile colitis. "

Serious and occasionally fatal hypersensitivity
(anaphylactic) reactions have been reported in patients on
penicillin therapy. These reactions are more apt to occur in
individuals with a history of penicillin hypersensitivity
and/or a history of sensitivity to multiple allergens.

There have been well documented reports of individuals
with a history of penicillin hypersensitivity reactions who
have experienced severe hypersensitivity reactions when
treated with a cephalosporin. Before initiating therapy with
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LANSOPRAZOL

THE FULL SERVICE PUMP

15-mg and 30-mg
capstles

previously reported with PREVACID, amoxicillin, or
clarithromycin.

Triple Therapy: |D/amoxicillin/clarithromycin

The most frequently reporied adverse events for patients
who received friple therapy for 14 days were diarthea
(7%), headache (6%), and taste perversion (5%). There
were no statistically significant differences in the frequency.
of reported adverse events between the 10- and 14-day
triple therapy regimens. No treatment-emergent adverse
events were observed at significantly higher rates with
triple therapy than with any dual therapy regimen.

Dual Therapy: PREVACID/amoxicillin

The most frequently reported adverse events for patients
who received PREVACID tid. plus amoxicillin ti.d. dual
therapy were diarrhea (8%) and headache (7%). No
treatment-emergent adverse events were observed at
significantly higher rates with PREVACID tid. plus

any penicillin, careful inquiry should be made conceming previous
hypersensitivity reactions to penicillins, cephalosporin, and other allergens. If an
allergic reaction occurs, amoxicillin should be discontinued and the appropriate
themp{ instituted.

SERIOUS ANAPHYLACTIC REACTIONS REQUIRE IMMEDIATE EMERGENCY
TREATMENT WITH EPINEPHRINE. OXYGEN, INTRAVENOUS STEROIDS, AND
AIRWAY MANAGEMENT, INCLUDING INTUBATION, SHOULD ALSO BE
ADMINISTERED AS INDICATED.

PRECAUTIONS

General

Symptomatic response to therapy with lansoprazole does not preclude the
presence of gastric malignancy.

Information for Patients
PREVACID Delayed-Release Capsules should be taken before eating.

Alternative Administration Options

For patients who have difficulty swallowing capsules, PREVACID Delayed-
Release Capsules can be opened. and the intact granules contained within can
be sprinkled on one tablespoon of either applesauce, ENSURE® Fuddmg, cottage
cheese, yogurt, or strained pears and swallowed immediate E\; The granules
should not be chewed or crushed. Altematively, PREVACID Delayed-Release
Capsules may be emptied into a small volume of either orange juice or tomato
juice (60 mL—approximately 2 uunces?i mixed briefly and swallowed
immediately. To insure complete delivery of the dose, the glass should be rinsed
with two or more volumes of juice and the contents swallowed immediately. The
granules have also been shown in vifro to remain intact when exposed to apple,
cranberry, grape, orange, pineapple, prune, tomato, and V-8° vegetable juice and
stored for up to 30 minutes.

For patients who have a nasogastric tube in place, PREVACID Delayed-Release
Capsules can be opened and the intact granules mixed in 40 mL of apple juice
and injected through the nasogastric tube into the stomach. After administering
the granules, the nasogastric tube should be flushed with additional apple juice
1o clear the tube.

Drug Interactions §

Lansoprazole is metabolized through the cytochrome Paso System, specifically
through the CYP3A and CYP2C19 isozymes. Studies have shown that
lansoprazole does not have clinically significant interactions with other drugs
metabolized by the cytochrome Pagp system, such as warfarin, antipyrine,
indomethacin, ibuprofen, phenytoin, propranolol, ;lgredmsone, diazepam,
clarithromycin, or terfenadine in healthy subjects. These compounds are
metabolized through various cytochrome Paso isozymes including CYP1A2,
CYP2C9, GYP2C19, CYP2D6, and CYP3A. When lansoprazole was administered
concomitantly with lheniahylline (CYP1A2, GYPSAQ, a minor increase (10%) in
the clearance of theaphyliine was seen. Because of the small magnitude and the
direction of the effect on theophyliine clearance, this interaction is unlikely to be
of clinical concemn. Nonetheless, individual patienis may require additional
titration of their theophylline dosage when lansoprazole is started or stopped to
ensure clinically effective blood levels.

Lansoprazole has also been shown to have no clinically significant interaction
with amoxeillin.

In a single-dose crossover study examining lansoprazole 30 mg and
omeprazole 20 mg each administered alone and concomitantly with sucralfate
1 gram, absorption of the proton pump inhibitors was delayed and their
bioavailability was reduced by 17% and 16%, respectively, when administered
concomitantly with sucraftate. Therefore, proton pump inhibitors should be taken

150 mg/kg/day (40 times the recommended human dose based on body surface
area) and pregnant rabbits at oral doses up to 30 mg/kg/day (16 times the
recommended human dose based on body surface area) and have revealed no
evidence of impaired fertility or harm to the fetus due to lansoprazole.

There are, however, no adequate or well-controlled studies in pregnant women.
Because animal reproduction studies are not always predictive of human
response, this drug should be used during pregnancy only if clearly needed.

Clarithromycin

Pregnan%wareganfc ’ 1
See WARNINGS (above) and full prescribing information for clarithromycin
before using in pregnant women.

Nursing Mothers

Lansoprazole or its metabolites are excreted in the milk of rats. It is not known
whether lansoprazole is excreted in human milk. Because many drugs are
excreted in human milk, because of the potential for serious adverse reactions in
nursing infants from lansoprazole, and because of the potential for
tumorigenicity shown for lansoprazole in rat carcinogenicity studies, a decision
should be made whether to discontinue nursing or to discontinue the drug,
taking into account the importance of the drug to the mother.

Pediatric Use - )
Safety and effectiveness in pediatric patients have not been established.

Use in Women

Over 800 women were treated with lansoprazole. Ulcer healing rates in females
were similar to those in males. The incidence rates of adverse events were also
similar to those seen in males.

Use in Gerialric Patients

Ulcer healing rates in elderly patients are similar to those in a younger age

group. The incidence rates of adverse events and laboratory test

abnormalities are also similar to those seen in younger patients. For elderly
patients, dosage and administration of lansoprazole need not be altered for &
particular indication.

ADVERSE REACTIONS

Worldwide, over 6100 patients have been treated with lansoprazole in Phase

2-3 clinical trials involving various dosages and durations of treatment. In
eneral, lansoprazole treatment has been well tolerated in both short-term and
long-term trials.

The following adverse events were reported by the trealinrg Pphéeic'\an to have
a possible or probable relationship to drug in 1% or more of PREVACID-treated
patients and occurred at a greater rate in PREVACID-treated patients than
placebo-treated patients:

Incidence of Passibly or Probably
Treatment-Related Adverse Events in Short-term,
Placebo-Controlled Studies

PREVACID Placebo
(N=1457) (N=467)
Body System/Adverse Event % %
Body as a Whole
Abdominal Pain 18 1.3
Digestive System
Diarrhea 36 26
Nausea 1.4 1.3

amoxicillin ti.d. dual therapy than with PREVACID alone.

For more information on adverse reactions with
amoxicilin or clarithromycin, refer to their package inserts, ADVERSE
REACTIONS sections.

Lahoratory Values
The following changes in laboratary parameters for lansoprazole were
reported as adverse events:

Abnormal liver function tests, increased SGOT (AST), increased SGPT
(ALT), increased creatining, increased alkaline phosphatase, increased
globulins, increased GGTP, increased/decreased/abnormal WBC, abnormal
AG ratio, abnormal RBC, bilirubinemia, eosinophilia, hyperlipemia,
increased/decreased  electrolytes, increased/decreased cholesterol,
increased glucocorticoids, incréased LDH, increased/decreased/abnormal
platelets, and increased i?astn'n levels. Additional isolated laboratory
abnormalities were reported.

Inthe placebo controlled studies, when SGOT BQST) and SGPT (ALT) were
evaluated, 0.4% (1/250) placebo patients and 0.3% (2/795) lansoprazole
patients had enzyme elevations greater than three times the upper limit of
normal range at the final treatment visit. None of these patients reported
jaundice at any time during the study. !

Inclinical trials using combination therapy with PREVACID plus amoxicillin
and clarithromyein, and PREVACID plus amoxicillin, no increased laboratory
abnormalities particular to these drug combinations were observed.

For more information on laboratory value changes with amoxicillin or

clarithromycin, refer to their package inserts, ADVERSE REACTIONS section.
OVERDOSAGE "
Oral doses up to 5000 mg/kg in rats (approximately 1300 times the
recommended human dose based on body surface area) and mice (about
675.7 times the recommended human dose based on body surface area) did
not produce deaths or any clinical signs. "

Lansoprazole is not removed from the circulation by hemodialysis. In one
reported case of overdose, the patient consumed 600 mg of lansoprazole with
no adverse reaction.

3 Manufactured for
TAP Pharmaceuticals Inc.
Deerfield, Illinois 600151585, U.S.A
by Takeda Chemical Industries Limited,
Osaka, Japan 541
ENSURE® is a registered trademark of Abbott Laboratories.
V-8° is aregistered trademark of the Campbell Soup Company.
®—Registered Trademark
03-4939-R12-Brf

For more detalled information, see Full Prescribing information or contact
TAP Medical Services at 1-800-478-9526.
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