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PRILOSEC is indicated first line for heartburn and other symptoms associated with gastroesophageal reflux disease (GERD), erosive esophagitis,
maintenance of healed erosive esophagitis, active duodenal ulcer, active benign gastric ulcer, pathological hypersecretory conditions, and in
combination with clarithromycin and amoxicillin or with clarithromycin for Helicobacter pylori-associated duodenal ulcer disease.

The most frequently reported adverse events with PRILOSEC are headache, diarrhea, and abdominal pain. Symptomatic response to
therapy does not preclude the presence of gastric malignancy. Atrophic gastritis has been noted occasionally in gastric corpus biopsies from
patients treated long term with omeprazole.

* Since June 1998, IMS Health.

Before prescribing PRILOSEC, please see brief summary of Prescribing Information on adjacent page. é
Reference: 1. Data on file, DA-PRI34. AstraZeneca ~

Please visit our web site at www.prilosec-us.com
©1999 AstraZeneca LP. All rights reserved.
PRILOSEC is a trademark of the AstraZeneca group of companies. 161564 Printed in the U.S.A. 11/99



Prilosec” (omeprazole) Delayed-Release Copsules

BRIEF SUMMARY. Before prescnbmg please consult full Prescnbmg Information.

CLINICAL PHARMACOLOGY Pharmacokinetics and Metabolism: Omeprazole— In pharmacokinetic
studies of single 20 mg omeprazole doses, an increase in AUC of approximately four-fold was noted in Asian subjects
compared to Caucasians. Dose adjustment, particularly where maintenance of healing of erosive esophagitis is indi-
cated, for the hepatically impaired and Asian subjects should be considered.

INDICATIONS AND USAGE Duodenal Ulcer: PRILOSEC is indicated for short-term treatment of active
duodenal ulcer. Most patients heal within 4 weeks. Some patients may require an additional 4 weeks of therapy.
PRILOSEC, in combination with clarithromycin and amoxicillin, is indicated for treatment of patients with H. pyloriinfec-
tion and duodenal ulcer disease (active or up to 1-year history) to eradicate H. py/ori. PRILOSEC, in combination with
clarithromycin, is also indicated for treatment of patients with H. pylori infection and duodenal ulcer disease to eradicate
H. pylori. Eradication of H. pylori has been shown to reduce the risk of duodenal ulcer recurrence. Among patients who
fail therapy, PRILOSEC with clarithromycin is more likely to be associated with the development of clarithromycin resis-
tance as compared with triple therapy. In patients who fail therapy, susceptibility testing should be done. If resistance to
clarithromycin is demonstrated or susceptibility testing is not possible, alternative antimicrabial therapy should be insti-
tuted. (See the clarithromycin package insert, MICROBIOLOGY sectlon) Gasmc Ulcer: PHILDSEC is mdlcaled for
short-term treatment (4-8 weeks) of active benign gastric ulcer. Treatm t of G geal Reflux
Disease (GERD): Symptomatic GERD PRILOSEC is indicated for the treatment of heartburn and other symptoms
associated with GERD. Erosive Esophagitis PRILOSEC is indicated for the short-term treatment (4-8 weeks) of erosive
esophagitis which has been diagnased by endoscopy. The efficacy of PRILOSEC used for longer than 8 weeks in these
patients has not been established. In the rare instance of a patient not responding to 8 weeks of treatment, it may be
helpful to give up to an additional 4 weeks of treatment. If there is recurrence of erosive esophagitis or GERD symptoms
(e.9. heartburn), additional 4-8 week courses of omeprazole may be considered. Maintenance of Hedling of
Erosive Esophagitis: PRILOSEC is indicated to maintain healing of erosive esaphagitis. Controlled studies du not
extend beyond 12 months. Pathological Hypersecretory Conditions: PRILOSEG is indicated for the long-term
treatment of pathological hypersecretory conditions (e.g., Zollinger-Ellison syndrome, multiple endocrine adenomas and
systemic mastocytosis).

CONTRAINDICATIONS Omeprazole: PRILOSEC Delayed-Release Capsules are contraindicated in patients
with known hypersensitivity to any component of the formulation. Clarithromyecin: Clarithromycin is contraindicated
in patients with a known hypersensitivity to any macrolide antibiotic. Concomitant administration of clarithromycin with
cisapride, pimozide, or terfenadine is contraindicated. There have been post-marketing reports of drug interactions when
clarithromycin and/or erythromycin are co-administered with cisapride, pimozide, or terfenadine resulting in cardiac
arrhythmias (QT prolongation, ventricular tachycardia, ventricular fibrillation, and torsades de pointes) most likely due
to inhibition of hepatic metabolism of these drugs by erythromycin and clarithromycin. Fatalities have been reported.
(Please refer to full prescribing information for clarithromycin before prescribing.) Amoxicillin: Amoxicillin is
contraindicated in patients with a history of allergic reaction to any of the penicillins. (Please refer to full prescribing
information for amoxicillin before prescribing.)

WARNINGS: Clarithromycin: CLARITHROMYCIN SHOULD NOT BE USED IN PREGNANT WOMEN EXCEPT
IN CLINICAL 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 clarithromycin.) Amoxicillin: SERIOUS AND OCCASION-
ALLY FATAL HYPERSENSITIVITY (anaphylactic) REACTIONS HAVE BEEN REPORTED IN PATIENTS ON PENICILLIN
THERAPY. THESE REACTIONS ARE MORE LIKELY TO OCGUR IN INDIVIDUALS WITH A HISTORY OF PENICILLIN
HYPERSENSITIVITY AND/OR A HISTORY OF SENSITIVITY TO MULTIPLE ALLERGENS. BEFORE INITIATING THERAPY
WITH AMOXICILLIN, CAREFUL INQUIRY SHOULD BE MADE CONCERNING PREVIOUS HYPERSENSITIVITY REAC-
TIONS TO PENICILLINS, CEPHALO-SPORINS OR OTHER ALLERGENS. IF AN ALLERGIC REACTION OCCURS, AMOX-
IGILLIN SHOULD BE DISCONTINUED AND APPROPRIATE THERAPY INSTITUTED. SERIOUS ANAPHYLACTIC REAC-
TIONS REQUIRE IMMEDIATE EMER-
GENCY TREATMENT WITH EPINEPH-
RINE. OXYGEN, INTRAVENOUS
STERDIDS AND AIRWAY MANAGE-
MENT, INCLUDING INTUBATION,
SHOULD ALSO BE ADMINISTERED
AS INDICATED. (See WARNINGS in
prescribing information for amoxi-
cillin.) Anfimicrobials: Pseudomem-
branous colitis has been reporied
with nearly all antibacterial agents
and may range in severity from mild
to life-threatening. Therefore, it is
important to consider this diagnosis
in patients who present with diarrhea subsequent to the administration of antibacterial agents. (See WARNINGS in
prescribing information for clarithromycin and amoxicillin.)

PRECAUTIONS General: Symptomatic response to therapy with omeprazole does not preciude the presence of
gastric malignancy. Atrophic gastritis has been noted occasionally in gastric corpus biepsies from patients treated
long-term with omeprazole. Information for Patients: PRILOSEC Delayed-Release Capsules should be taken before
eating. Patients should be cautioned that the PRILOSEC Delayed-Release Capsule should not be opened, chewed or
crushed, and should be swallowed whole. Drug Interactions: Other- Omeprazole can prolong the elimination of
diazepam, warfarin and phenytoin, drugs that are metabolized by oxidation in the fiver. Although in normal subjects no
interaction with theophylline or propranolol was found, there have been clinical reports of interaction with other drugs
metabolized via the cytochrome P-450 system (e.g., cyclosporine, disulfiram, benzodiazepines). Patients should be
monitored to determine if it is necessary to adjust the dosage of these drugs when taken concomitantly with PRILOSEC.
Because of its profound and long lasting inhibition of gastric acid secretion, it is theoretically possible that omeprazole
may interfere with absorption of drugs where gastric pH is an important determinant of their bioavailability (e.g., keto-
conazole, ampicillin esters, and iron salts). In the clinical trials, antacids were used concomitantly with the administra-
tion of PRILOSEC. Combination Therapy with Clarithromyein- Co-administration of omeprazole and clarithromycin
have resulted in increases in plasma levels of omeprazole, clarithromycin, and 14-hydroxy-clarithromycin. (See CLIN-
ICAL PHARMACOLOGY, Pharmacokinetics: Combination Therapy with Antimicrobials in full Prescribing Information.)
Concomitant administration of clarithromycin with cisapride, pimozide, or terfenadine is contraindicated. There have
been reports of an interaction between erythromycin and astemizole resulting in QT prolongation and torsades de
pointes. Concomitant administration of erythromyein and astemizole is contraindicated. Because clarithromycin is also
metabolized by cytochrome P450, concomitant administration of clarithromycin with astemizole is not recommended.
(See also CONTRAINDICATIONS, Clarithromycin, above. Please refer to full prescribing information for clarithromycin
before prescribing.) Carcinogenesis, Mutagenesis, Impairment of Fertility: In two 24-month carcinogenicity
studies in rats, omeprazole at daily doses of 1.7, 3.4, 13.8, 44.0 and 140.8 mg/kg/day (approximately 4 to 352 times
the human dose, based on a patient weight of 50 kg and a human dose of 20 mg) produced gastric ECL cell carcinoids
in a dose-related manner in both male and female rats; the incidence of this effect was markedly higher in female rats,
which had higher blood levels of omeprazole. Gastric carcinoids seldom occur in the untreated rat. In addition, ECL cell
hyperplasia was present in all treated groups of both sexes. In one of these studies, female rats were treated with 13.8
mo/kg/day omeprazole (approximately 35 times the human dose) for 1 year, then followed for an additional year
without the drug. No carcincids were seen in these rats. An increased incidence of treatment-related ECL cell hyper-
plasia was observed at the end of 1 year (94% treated vs 10% controls). By the second year the difference between
treated and control rats was much smaller (46% vs 26%) but still showed more hyperplasia in the treated group. An
unusual primary malignant tumor in the stomach was seen in one rat (2%). No similar tumor was seen in male or
female rats treated for 2 years. For this strain of rat no similar tumor has been noted historically, but a finding involving
only one tumor is difficult to interpret. A 78-week mouse carcinogenicity study of omeprazole did not show increased
tumor occurrence, but the study was not conclusive. Omeprazole was not mutagenic in an in vitro Ames Salmonella
typhimurium assay, an in vitro mouse lymphoma cell assay and an in vivo rat liver DNA damage assay. A mouse
micronucleus test at 625 and 6250 times the human dose gave a borderline result, as did an /n vivo bone marrow chro-
mosome aberration test. A second mouse micronucleus study at 2000 times the human dose, but with different
(suboptimal) sampling times, was negative. Pregnancy: Omeprazole: Pregnancy Category G- In rabbits, omepra-
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zole ina dose range of 6.9 to 69.1 mg/kg/day (approximately 17 to 172 times the human dose) produced dose-related
increases in embryo-lethality, fetal resorptions and pregnancy disruptions. In rats, dose-related embryo/fetal toxicity
and postnatal developmental toxicity were observed in offspring resulting from parents treated with omeprazole 13.8
1o 138.0 mg/kg/day (approximately 35 to 345 times the human dose). There are no adequate or well-controlled studies
in pregnant women. Sporadic reports have been received of congenital abnormalities occurring in infants born to
women who have received omeprazole during pregnancy. Omeprazole should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus. Clarithromycin: Pregnancy Category G- See WARNINGS
(above) and full prescribing information for clarithromyein before using in pregnant women. Nursing Mothers: It is
not known whether omeprazole is excreted in human milk. In rats, emeprazole administration during late gestation and
lactation at doses of 13.8 to 138 mg/kg/day (35 to 345 times the human dose) resulted in decreased weight gain in pups.
Because many drugs are excreted in human milk, because of the potential for serious adverse reactions in nursing
infants from omeprazole, and because of the potential for tumorigenicity shown far omeprazole in rat carcinogenicity
studies, a decision should be made whether to discontinue nursing or 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.

ADVERSE REACTIONS: In the U.S. clinical trial population of 465 patients (including duodenal ulcer, Zollinger-
Ellison syndrome and resistant ulcer patients), the following adverse experiences were reported to occur in 1% or more
of patients on therapy with PRILOSEC® (omeprazole). Numbers in parentheses indicate percentages of the adverse expe-
riences considered by investigators as possibly, prabably, or definitely related to the drug.

Omeprazole (n=465) Placel QQ =64) Ranitidine (n=195

Headache 6.9(24) 7.7 (2.6)
Diarrhea 3.0(1.9 31 (1.6) 2.1(0.5)
Abdominal Pain 2.4 (04) 3.1 21
Nausea 2.2 (0.9 3.1 4.1(05)
URI 19 16 26
Dizziness 1.5 (0.6) 0.0 26 (1.0)
Vomiting 1.5(04) 4.7 1.5(0.5)
Rash 1.5 (1.1) 0.0 0.0
Constipation 1.1(0.9) 0.0 0.0
Cough 1.1 0.0 15
Asthenia 1.1(02) 16(1.6) 15(1.0)
Back Pain 1.1 0.0

The following adverse reactions which occurred in 1% or more of omeprazole-treated patients have been reported in
international double-blind, and open-label, clinical trials in which 2,631 patients and subjects received omeprazole.
Incidence of Adverse Experiences = 1%, Causal Relationship not Assessed

meprazole (n=2631 Pl =
Body as a Whole, site unspecified Abdominal pain 5.2 3.3
Asthenia 1.3 08
Digestive System Constipation 1.5 0.8
Diarrhea 7 25
Flatulence 27 58
Nausea 4.0 6.7
Vomiting 32 10.0
Acid regurgitation 1.9 33
Nervous System/Psychiatric Headache 29 25

Additional adverse experiences occurring in <1% of patients or subjects in domestic and/or international trials, or occur-
ring since the drug was marketed, are shown below within each body system. In many instances, the relationship to
PRILOSEC was unclear. Body As a Whole: Allergic reactions including, rarely, anaphylaxis (see also Skin below), fever,
pain, fatigue, malaise, abdominal
swelling. Cardiovascular: Chest pain
or angina, tachycardia, bradycardia,
palpitation, elevated blood pressure,
peripheral edema. Gastrointestinal:
Pancreatitis (some fatal), anorexia,
irritable  colon, flatulence, fecal
discoloration, esophageal candidi-
asis, mucosal atrophy of the tongue,
dry mouth. During treatment with
omeprazole, gastric fundic gland
polyps have been noted rarely. These
polyps are benign and appear to be
reversible when treatment is discon-
tinued. Gastro-duodenal carcinoids have been reported in patients with ZE syndrome on long-term treatment with
PRILOSEC. This finding is believed to be a manifestation of the underlying condition, which is known to be associated
with such tumors. Hepatic: Mild and, rarely, marked elevations of liver function tests [ALT (SGPT), AST (SGOT), g-
glutamyl transpeptidase, alkaline phosphatase, and bilirubin (jaundice)]. In rare instances, overt liver disease has
occurred, including hepatocellular, cholestatic, or mixed hepatitis, liver necrosis (some fatal), hepatic failure (some
fatal), and hepatic encephalopathy. Metabolic/Nutritional: Hyponatremia, hypoglycemia, weight gain. Musculoskeletal:
Muscle cramps, myalgia, muscle weakness, joint pain, leg pain. Nervous System/Psychiatric: Psychic disturbances
including depression, aggression, hallucmatluns confusmn msomma nervousness, tremors, apathy, somnolence,
anxiety, dream abnormalities; vertigo; p ia. Respiratory: Epistaxis, pharyngeal pain.
Skin: Rash and, rarely, cases of severe generalized skin reactions including toxic epidermal necrolysis (TEN; some fatal),
Stevens-Johnson syndrome, and erythema multiforme (some severe); purpura and/or petechiae (some with rechal-
lenge); skin inflammation, urticaria, angioedema, pruritus, alopecia, dry skin, hyperhidrosis. Special Senses: Tinnitus,
taste perversion. Urogenital: Interstitial nephritis (some with positive rechallenge), urinary tract infection, microscopic
pyuria, urinary frequency, elevated serum creatinine, proteinuria, hematuria, glycosuria, testicular pain, gynecomastia.
Hematologic: Rare instances of pancytopenia, agranulocytosis (some fatal), thrombocytopenia, neutropenia, anemia,
leucocytosis, and hemolytic anemia have been reported. Combination Therapy for H. pylori Eradication: dual
therapy with PRILOSEC and clarithromycin or friple therapy with PRILOSEC, clarithromycin, and amoxicillin.
Adverse experiences that have occurred have been limited to those that have been previously reported with omepra-
zole, clarithromycin, or amoxicillin. Triple Therapy (PRILOSEG/clarithromycin/amoxicillin)— The most frequent
adverse experiences observed in clinical trials using combination therapy with PRILOSEC, clarithromycin, and amoxi-
cillin (n = 274) were diarrhea (14%), taste perversion (10%), and headache (7%). None of these occurred at a higher
frequency than that reported by patients taking the antimicrobial drugs alone. Dual Therapy (PRILOSEG/clar-
ithromyein)— Adverse experiences observed in controlled clinical trials using combination therapy with PRILOSEC and
clarithromyein (n = 346) which difiered from those previously described for omeprazole alone were: Taste perversion
(15%), tongue discoloration (2%), rhinitis (2%}, pharyngitis (1%) and flu syndrome (1%). For more information on clar-
ithromycin or amoxicillin, refer to the respective package inserts, ADVERSE REACTIONS sections.
OVERDOSAGE: Rare reports have been received of overdosage with omeprazole. Doses ranged from 320 mg to
900 mg (16-45 times the usual recommended clinical dose). Manifestations were variable, but included confusion,
drowsiness, blurred vision, tachycardia, nausea, diaphoresis, flushing, headache, and dry mouth. Symptoms were tran-
sient, and no serious clinical outcome has been reported. No specific antidote for omeprazole overdosage is known.
Omeprazole is extensively protein bound and is, therefore, not readily dialyzable. In the event of overdosage, treatment
should be symptomatic and supportive.

Issued December 1998
Manufactured by: Merck & Co., Inc. West Point, PA 19486, USA

Distributed by:
ASTRA

Astra Pharmaceuticals, L.P., Wayne, PA 19087
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© Astra Pharmaceuticals, L.P, 1998 Al rights reserved

For more detailed information, see full Prescribing Information or contact Astra Pharmaceuticals Information Center
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What do these patients have that
so many acid sufferers need?

Three

words
say 1t best...






Relief
beyond
beliet

Shouldn’t more of your acid sufferers* feel this good?

EFFICACY ... complete relief of symptoms
24-Hour complete relief of heartburn
in 84% of GERD patients in controlled studies'’

SAFETY ... more than a decade of long-term safety data
Excellent safety profile in ongoing studies of patients
treated continuously for up to 11 years

CONFIDENCE ... America’s most prescribed antisecretory,
surpassing any H.-RA or PPI*

PR:Losec
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*PRILOSEC is indicated first line for heartburn and other symptoms associated with
GERD (gastroesophageal reflux disease), erosive esophagitis, maintenance of healed
erosive esophagitis, active duodenal ulcer, active benign gastric ulcer, pathological
hypersecretory conditions, and in combination with clarithromycin and amoxicillin or
with clarithromycin for Helicobacter pylori-associated duodenal ulcer disease.

The most frequently reported adverse events with PRILOSEC are headache, diarrhea,
and abdominal pain. Symptomatic response to therapy does not preclude the presence
of gastric malignancy. Atrophic gastritis has been noted occasionally in gastric
corpus biopsies from patients treated long term with omeprazole.

7 In 6 studies involving patients with erosive esophagitis.

£ Since May 1997, IMS NPA Plus™.

§ Registered trademarks of Astra AB.
Before prescribing PRILOSEC, please see brief summary of Prescribing Information on adjacent page.

References: 1. Prescribing Information for PRILOSEC. 2. Data on file, DA-PRI19. 3. Data on file, DA-PRI27.

gﬁ Please visit our web site at www.prilosec-us.com
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©1999 AstraZeneca LP. All rights reserved. 159341 2/99
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rilosec fomeprazole) Delayed-Release Capsules
BRIEF SUMMARY. Before prescribing, please consult full Prescribing Information,

CLINICAL PHARMACOLOGY Pharmacokinetics and Metabolism: Omeprazole- In pharmacokinetic
studies of single 20 mg omeprazole doses, an increase in AUC of approximately four-fold was noted in Asian subjects
compared to Caucasians. Dose adjustment, particularly where maintenance of healing of erosive esophagitis is indi-
cated, for the hepatically impaired and Asian subjects should be considered.

INDICATIONS AND USAGE Ducdenal Ulcer: PRILOSEG is indicated for shori-term treatment of active
duodenal ulcer. Most patients heal within 4 weeks. Some patients may require an additional 4 weeks of therapy.
PRILOSEC, in combination with clarithromycin and amoxicillin, is indicated for treatment of patients with H. pyloriinfec-
tion and duodenal ulcer disease (active or up to 1-year history) fo eradicate H. pylori. PRILOSEC, in combination with
clarithromycin, is also indicated for treatment of patients with H. pyloriinfection and duodenal ulcer disease to eradicate
H. pyfori. Eradication of H. pylorihas been shown to reduce the risk of duodenal ulcer recurrence. Among patients who
fail therapy, PRILOSEC with clarithromycin is more likely to be associated with the development of clarithromycin resis-
tance as compared with triple therapy. In patients who fail therapy, susceptibility testing should be done. If resistance to
clarithromycin is demonstrated or susceptibility testing is not possible, alternative antimicrobial therapy should be insti-
tuted. (See the clarithromycin package insert, MICROBIOLOGY section.) Gastric Ulcer: PRILOSEC is indicated for
short-term treatment (4-8 weeks) of active benign gastric ulcer. Treatment of Gastroesophageal Reflux
Disease (GERD): Symptomatic GERD PRILOSEC is indicated for the treatment of heartburn and other symptoms
associated with GERD. Erosive Esophagitis PRILOSEC is indicated for the short-term treatment (4-8 weeks) of erosive
esophagitis which has been diagnosed by endoscopy. The efficacy of PRILOSEC used for longer than 8 weeks in these
patients has not been established. In the rare instance of a patient not responding to 8 weeks of treatment, it may be
helpful to give up to an additional 4 weeks of treatment. If there is recurrence of erosive esophagitis or GERD symptoms
(e.9. heartburn), additional 4-8 week courses of omeprazole may be considered. Maintenance of Healing of
Erosive Esophagitis: PRILOSEC is indicated to maintain healing of erosive esophagitis. Controlled studies do not
extend beyond 12 months. Pathological Hypersecretory Conditions: PRILOSEC is indicated for the long-term
treatment of pathological hypersecretory conditions (e.g., Zollinger-Ellison syndrome, multiple endocrine adenomas and
systemic mastocytosis).

CONTRAINDICATIONS Omeprazole: PRILOSEC Delayed-Release Capsules are contraindicated in patients
with known hypersensitivity to any component of the formulation. Clarithromycin: Clarithromycin is contraingicated
in patients with a known hypersensitivity to any macrolide antibiotic. Concomitant administration of clarithromycin with
cisapride, pimozide, or terfenadine is contraindicated. There have been post-marketing reports of drug interactions when
clarithromycin and/or erythromycin are co-administered with cisapride, pimozide, or terienadine resulting in cardiac
arrhythmias (QT prolongation, ventricular tachycardia, ventricular fibrillation, and torsades de pointes) most likely due
to inhibition of hepatic metabolism of these drugs by erythromycin and clarithromycin. Fatalities have been reported,
(Please refer to full prescribing information for clarithromycin before prescribing.) Amoxicillin: Amoxicillin is
contraindicated in patients with a history of allergic reaction to any of the penicillins. (Please refer to full prescribing
information for amoxicillin before prescribing.)

WARNINGS: Clarithromycin: CLARITHROMYCIN SHOULD NOT BE USED IN PREGNANT WOMEN EXCEPT
IN CLINICAL 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 clarithromycin.) Amoxicillin: SERIOUS AND OCCASION-
ALLY FATAL HYPERSENSITIVITY (anaphylactic) REACTIONS HAVE BEEN REPORTED IN PATIENTS ON PENICILLIN
THERAPY. THESE REACTIONS ARE MORE LIKELY TO OCCUR IN INDIVIDUALS WITH A HISTORY OF PENICILLIN
HYPERSENSITIVITY AND/OR A HISTORY OF SENSITIVITY TO MULTIPLE ALLERGENS. BEFORE INITIATING THERAPY
WITH AMOXICILLIN, CAREFUL INQUIRY SHOULD BE MADE CONCERNING PREVIOUS HYPERSENSITIVITY REAC-
TIONS TO PENICILLINS, CEPHALO-SPORINS OR OTHER ALLERGENS. IF AN ALLERGIC REACTION OGGCURS, AMOX-
ICILLIN SHOULD BE DISCONTINUED AND APPROPRIATE THERAPY INSTITUTED. SERIOUS ANAPHYLACTIC REAC-
TIONS REQUIRE IMMEDIATE EMER-
GENCY TREATMENT WITH EPINEPH-
RINE. OXYGEN, INTRAVENOUS
STEROIDS AND AIRWAY MANAGE-
MENT, INCLUDING INTUBATION,
SHOULD ALSO BE ADMINISTERED
AS INDICATED. (See WARNINGS in
prescribing information for amoxi-
cillin.) Antimicrohials: Pseudomem-
branous colitis has been reporled
with nearly all antibacterial agents
and may range in severity from mild
1o life-threatening. Therefore, it is
impartant to consider this diagnosis
in patients who present with diarrhea subsequent to the administration of antibacterial agents. (See WARNINGS in
prescribing information for elarithromyein and amoxicillin.)

PRECAUTIONS General: Symptomatic response to therapy with omeprazole does not preclude the presence of
gastric malignancy. Atrophic gastritis has been noted occasionally in gastric corpus biopsies from patients treated
long-term with omeprazole. Information for Patients: PRILOSEC Delayed-Release Capsules should be taken before
eating. Patients should be cautioned that the PRILOSEC Delayed-Release Capsule should not be opened, chewed or
crushed, and should be swallowed whole. Drug Interactions: Other- Omeprazole can prolong the elimination of
diazepam, warfarin and phenytoin, drugs that are metabolized by oxidation in the liver. Although in normal subjects no
interaction with theophylline or propranolol was found, there have been clinical reports of interaction with other drugs
metabolized via the cytochrome P-450 system (e.g., cyclosporine, disulfiram, benzodiazepines). Patients should be
monitored to determine if it is necessary to adjust the dosage of these drugs when taken concomitantly with PRILOSEC.
Because of its profound and long lasting inhibition of gastric acid secretion, it is theoretically possible that omeprazole
may interfere with absorption of drugs where gastric pH is an important determinant of their bioavailability (e.g., keto-
conazole, ampicillin esters, and iron salts). In the clinical trials, antacids were used concomitantly with the administra-
tion of PRILOSEC. Combination Therapy with Clarithromyein- Co-administration of omeprazole and clarithromycin
have resulted in increases in plasma levels of omeprazole, clarithromycin, and 14-hydroxy-clarithromyecin. (See CLIN-
ICAL PHARMAGOLOGY, Pharmacokinetics: Combination Therapy with Antimicrobials in full Prescribing Information.)
Concomitant administration of clarithromycin with cisapride, pimozide, or terfenadine is contraindicated. There have
been reports of an interaction between erythromycin and astemizole resulting in QT prolongation and torsades de
pointes. Concomitant administration of erythromycin and astemizole is contraindicated. Because clarithromycin is also
metabolized by cytochrome P450, concomitant administration of clarithromycin with astemizole is not recommended.
(See also CONTRAINDICATIONS, Clarithromycin, above. Please refer to full prescribing information for clarithromycin
before prescribing.) Carcinogenesis, Mutagenesis, Impairment of Ferfility: In two 24-month carcinogenicity
studies in rats, omeprazole at daily doses of 1.7, 3.4, 13.8, 44.0 and 140.8 mg/kg/day (approximately 4 to 352 times:
the human dose, based on a patient weight of 50 kg and a human dose of 20 mg) produced gastric ECL cell carcinoids
in a dose-related manner in both male and female rats; the incidence of this effect was markedly higher in female rats,
which had higher blood levels of omeprazole. Gastric carcinoids seldom occur in the untreated rat. In addition, ECL cell
hyperplasia was present in all treated groups of both sexes. In one of these studies, female rats were treated with 13.8
mg/kg/day omeprazole (approximately 35 times the human dose) for 1 year, then followed for an additional year
without the drug. No carcinoids were seen in these rats. An increased incidence of treatment-related ECL cell hyper-
plasia was observed at the end of 1 year (94% treated vs 10% controls). By the second year the difference between
treated and control rats was much smaller (46% vs 26%) but still showed more hyperplasia in the treated group. An
unusual primary malignant tumor in the stomach was seen in one rat (2%). No similar tumor was seen in male or
female rats treated for 2 years. For this strain of rat no similar tumor has been noted historically, but a finding involving
only one tumor is difficult to interpret. A 78-week mouse carcinogenicity study of omeprazole did not show increased
tumor occurrence, but the study was not conclusive. Omeprazole was not mutagenic in an in vitro Ames Salmonelia
typhimurium assay, an in vitro mouse lymphoma cell assay and an /n vivo rat liver DNA damage assay. A mouse
micronueleus test at 625 and 6250 times the human dose gave a borderline result, as did an in vivo bone marrow chro-
mosome aberration fest. A second mouse micronucleus study at 2000 times the human dose, but with different
(suboptimal) sampling times, was negative. Pregnancy: Omeprazole: Pregnancy Category C-In rabhits, omepra-
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zole in a dose range of 6.9 to 69.1 mg/kg/day (approximately 17 to 172 times the human dose) produced dose-related
increases in embryo-lethality, fetal resorptions and pregnancy disruptions. In rats, dose-related embryo/fetal toxicity
and postnatal developmental toxicity were observed in offspring resulting from parents treated with omeprazole 13.8
10 138.0 mg/kg/day (approximately 35 to 345 times the human dose). There are no adequate or well-controlled studies
in pregnant women. Sporadic reports have been received of congenital abnormalities occurring in infants born to
women who have received omeprazole during pregnancy. Omeprazole should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus. Clarithromycin: Pregnancy Category C- See WARNINGS
(above) and full prescribing information for clarithromycin before using in pregnant women. Nursing Mothers: It is
not known whether omeprazole is excreted in human milk. In rats, omeprazole administration during late gestation and
lactation at doses of 13.8 to 138 mg/kg/day (35 to 345 times the human dose) resulted in decreased weight gain in pups.
Because many drugs are excreted in human milk, because of the potential for serious adverse reactions in nursing
infants from omeprazole, and because of the potential for tumorigenicity shown for omeprazole in rat carcinogenicity
studies, a decision should be made whether to discontinue nursing or 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.

ADVERSE REACTIONS: In the U.S. clinical trial population of 485 patients (including duodenal ulcer, Zollinger-
Ellison syndrome and resistant ulcer patients), the following adverse experiences were reported to occur in 1% or more
of patients on therapy with PRILOSEC® (omeprazole). Numbers in parentheses indicate percentages of the adverse expe-
riences considered by investigators as possibly, probably, or definitely related to the drug.

Omeprazole (n=465) Placebo (n=64) Ranitidine (n=195)
Headache 6.9(24) 6.3 7.7(2.6)
Diarrhea 30(19) 3.1(1.6) 2.1 (0.5)
Abdominal Pain 2.4(04) 31 21
Nausea 2.2(09) 31 4.1(0.5)
URI 19 16 26
Dizziness 1.5 (0.6) 0.0 2.6(1.0)
Vomiting 1.5(0.4) 47 1.5(0.5)
Rash 1.5(1.1) 0.0 0.0
Constipation 1.1(0.9) 0.0 0.0
Cough 1.1 0.0 1.5
Asthenia 1.1(0.2) 1.6 (1.6) 1.5(1.0)
Back Pain il 0.0 0.5

The following adverse reactions which occurred in 1% or more of omeprazole-treated patients have been reported in
international double-blind, and open-label, clinical trials in which 2,631 patients and subjects received omeprazole.
Incidence of Adverse Experiences > 1%, Causal Relationship not Assessed

Omeprazole (n=2631) Placebo (n=120)
Body as a Whole, site unspecified Abdominal pain 5.2 33
Asthenia 1.3 038
Digestive System Constipation 1.5 08
Diarrhea 3.7 2.5
Flatulence 27 58
Nausea 4.0 6.7
Vomiting 3.2 10.0
Acid regurgitation 1.9 3.3
Nervous System/Psychiatric Headache 29 2

Additional adverse experiences occurring in <1% of patients or subjects in domestic and/or international trials, or cecur-
ring since the drug was marketed. are shown below within each bady system. In many instances, the relationship to
PRILOSEC was unclear. Body As a Whole: Allergic reactions including, rarely, anaphylaxis (seg also Skin below), fever,
pain, fatigue, malaise, abdominal
swelling. Gardiovascular: Chest pain
or angina, tachycardia, bradycardia,
palpitation, elevated blood pressure,
peripheral edema. Gastrointestinal:
Pancreatitis (some fatal), anorexia,
. irritable  colon, flatulence, fecal
discoloration, esophageal candidi-
asis, mucosal atrophy of the tongue,
dry mouth. During treatment with
omeprazole, gastric fundic gland
polyps have been noted rarely. These
polyps are benign and appear to be
reversible when ireatment is discon-
tinued. Gastro-duodenal carcinoids have been reported in patients with ZE syndrome on long-term treatment with
PRILOSEC. This finding is believed to be a manifestation of the underlying condition, which is known to be associated
with such tumors. Hepatic: Mild and, rarely, marked elevations of liver function tests [ALT (SGPT), AST (SGOT), g-
glutamyl transpeptidase, alkaline phosphatase, and bilirubin (jaundice)). In rare instances, overt liver disease has
occurred, including hepatocellular, cholestatic, or mixed hepatitis, liver necrosis (some fatal), hepatic failure (some
fatal), and hepatic encephalopathy. Metabolic/Nutritional: Hyponatremia, hypaglycemia, weight gain. Musculoskeletal:
Muscle cramps, myalgia, muscle weakness, joint pain, leg pain. Nervous System/Psychiatric: Psychic disturbances
including depression, aggression, hallucinations, confusion, insomnia, nervousness, tremars, apathy, somnolence,
anxiety, dream abnormalities; vertigo; p ia; hemifacial dysesthesia. Respiratory: Epistaxis, pharyngeal pain.
Skin: Rash and, rarely, cases of severe generalized skin reactions including toxic epidermal necrolysis (TEN; some fatal),
Stevens-Johnson syndrome, and erythema multiforme (some severe); purpura and/or petechiae (some with rechal-
lenge); skin inflammation, urticaria, angioedema, pruritus, alopecia, dry skin, hyperhidrosis. Special Senses: Tinnitus,
taste perversion. Uragenital: Interstitial nephritis (some with positive rechallenge), urinary tract infection, microscopic
pyuria, urinary frequency, elevated serum creatinine, proteinuria, hematuria, glycosuria, testicular pain, gynecomastia.
Hematologic: Rare instances of pancytopenia, agranulocytosis (some fatal), thrombocytopenia, neutropenia, anemia,
leucocytosis, and hemolytic anemia have been reported. Combination Therapy for H. pylori Eradication: dual
therapy with PRILOSEC and clarithromycin or triple therapy with PRILOSEC, clarithromycin, and amoxicillin.
Adverse experiences that have occurred have been limited to those that have been previously reported with omepra-
zole, clarithromycin, or amoxicillin. Triple Therapy (PRILOSEC/clarithromycin/amoxicillin)— The most frequent
adverse experiences observed in clinical trials using combination therapy with PRILOSEC, clarithromycin, and amoxi-
cillin (n = 274) were diarrhea (14%), taste perversion (10%), and headache (7%). None of these occurred at a higher
frequency than that reported by patients taking the antimicrobial drugs alone. Dual Therapy (PRILOSEC/clar-
ithromyein)— Adverse experiences observed in controlled clinical trials using combination therapy with PRILOSEC and
clarithromyein (n = 346) which differed from those previously described for omeprazole alone were: Taste perversion
(15%), tongue discoloration (2%), rhinitis (2%), pharyngitis (1%) and flu syndrome (1%). For more information on clar-
ithromycin or amoxicillin, refer to the respective package inserts, ADVERSE REACTIONS sections.
OVERDOSAGE: Rare reports have been recived of overdosage with omeprazole. Doses ranged from 320 mg to
900 mg (16-45 times the usual recommended clinical dose). Manifestations were variable, but included confusion,
drowsiness, blurred vision, tachycardia, nausea, diaphoresis, flushing, headache, and dry mouth. Symptoms were tran-
sient, and no serious clinical outcome has been reported. No specific antidote for omeprazole overdosage is known.
Omeprazole is extensively protein bound and is, therefore, not readily dialyzable. In the event of overdosage, treatment
should be symptomatic and supportive.
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