








Please read this summary carefully, and then ask your docto about NEXIUM. No advertisement can provide all the
information needed to prescribe a drug. This advertisement does not lake the place of careful discussions with your dector.
Only your doctor has the raining o weigh the risks and benefits of a prescription drug for you.

NEXIUMQ (esomeprazole magnesium)

20-mg, 40-mg Delayed-Release Capsules

BRIEF SUMMARY Before prescribing NEXIUM, please see full Prescribing Information. INDICATIONS AND USAGE NEXIUM is
indicated for the short-term treatment (4 to 8 weeks) in the heafing and symptomatic resolution of diagnostically confirmed erasive esophagitis;
the maintenance of symptom resolution and healing of erosive esophagitis (controlled studies do nat extend beyond 6 months); and for the
treatment of heartbur and other symptoms associated with GERD: and for risk reduction of NSAID-associated gastric ulcer. CONTRAINDI-
CATIONS NEXIUM is contraindicated in patients with known hypersensitivity to any companent of the formulation or to substituted
benzimidazoles, PRECAUTIONS Symptoiatic response to therapy with NEXIUM 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, of which NEXIUM is
an enantiomer, Information for Patients NEXIUM Detayed-Relezse Capsules should be swallowed whole and taken atleast one hour before
meals. For patients who have dificulty swallowing capsules, one tablespoan of applesauce can be atded to an empty bow and the NEXIUM
Delayed-Release Capsule can be opened, and the pellets carefully emptied onto the applesauce. The pellets should be mixed with the applesauce
and then swallowed immediately. The applesauce used should not be hot 2nd should be soft enough to be swallawed vithout chewing. The
peliets should not be chevwed or crushed. The pellst/applesauce mixture should not be stored for future use. Antacids may be used while taking
NEXIUM. Drug Interactions Esomeprazolz is extensively metabolized in the lver by GYP2G19 and CYP3Ad. Jn vitro and in vivo studies have
shown that esomeprazole is not likely to infibit CYPs 1A2, 246, 209, 206, 2€1 and 3A4. No clinically refevant interactions with drugs metabo-
Jized by these CYP enzymes would be expected. Drug interaction studies have shown that esameprazole-does not have any clinically significant
nteractions ith phenytoin, warfarin. quinidine, clarithromycin o amaxicilin. Post-marketing reports of changes in prothrombin measures have
been received among patients on concomitant warfarin and esomeprazole therapy. Increases in INR 2nd prothrombin fime may lead to abnormal
bleeding and even death. Patients treated with proton pump inhibitors and wartarin concomitantly may need to be monitored for increases in INR
and prothrombin time. Esomeprazole may patentially interfere with CYP2G19, the major esomeprazole metabolizing enzyme. Coadministration
. of esomeprazole 30 mg and diazepam, a GYP2C19 substrate, resulted in a 45% decrease in Clearance of diazepam. Increased plasma levels of
diazepam were observed 12 hours after dosing and onwards. However, at that time, the plasma. Jevels of diazepam were below the therapeutic
interval, and thus this interaction is unlikely to be of ciinical relevance. Coadministration of oral contraceptives, diazepam, phenytoin, or quinidine
did not seem to change the pharmacokinetic profile of esomeprazole. Studies evaluating i inistration of ole and either
naproxen (non-selective NSAID) or rofecoxi (COX-2 selective NSAID) did not identy any clinically,relevant changes in the pharmacokinetic
profiles of esomeprazole. or these NSAIDs. Esomeprazole inhibils gastric acid secretion. Thereiore, esomeprazole may interfere with the
absorption of drugs where gastric pH s an important determinant of bioavallabiity (eg, ketoconazole, iron salts and digoxin). Carcinogenesis,
is, Impairment of Fertility The carcinogenic potential of esomeprazole was assessed sing omeprazole studies. In two 24-
month oral carcinogenicity studies in rats, omeprazole at daily doses of 1.7, 34, 13.8, 44.0 and 140.8 mg/kg/day (about 0.7 to 57 times the
human dose of 20 mg/day expressed on a body surface area basis) produced gastric ECL cell carcinoids in a dose-related manner in both male
and female rats: the incidence o this effect was markedly higher in female rats, which had higher biood levels of omeprazole. Gastric carcinoids
seldom oceurin the unireated rat. In addition. ECL cell yperplasia was present in al treated aroups of both sexes. In one of these studies, femalz
rats were treated with 13.8 mg omeprazole/kg/day (about 5.6 times the human dose on a body surface area basis) for 1 year, then followed for
an additional year without the drug. N carcinoids were seen in these rats. An increased incidence of treatment-related ECL cell hyperplasia was
observed at the end of 1 year (34% treated vs 10% controls). By the second year the difference between treated and control rats Was much
smaller (46% vs 26%) but stil showed more hyperplasia in the treated group. Gastric adenocarcinama was seen in one rat (2%}, No similar
Lumar Was Seen in male or female rats treated for 2 years. For this strain of rat na similar tumor has been noted historicall, but a finding
ivotving only one tumor s difficult o interpret. A 78-week mouse carcinogenicity study of omeprazole did not show increased tumor occur-
rence, but the study was not conclusive. Esomeprazole was negalive in the Ames mutation test, in the in vivarat bone marrow cell chromosome
aberration fest, 2nd the in vivo mouse micronucleus test; Esomeprazole, however, was pasitive in the in vifro human lymphocyte chromosome
aberration test. Omeprazole Was positive in the in vitra human lymphocyte chromasome aberration tes, the in vivo mouse bone marrow cell
chromasome aberration test, and the in vivo mouse micronucleus test. The potential effects of esomeprazole on fertiity and reproductive
parformance were assessed using omeprazole studies. Omeprazole at oral doses up to 138 mg/ko/day in rats (about 56 fimes the human dose
on a body surface area basis) was found to have no etfect on reproductive performance of parental animals. Pregnancy Teratogenic Effects.
Pregnancy Category B Teratology studies have been performed in rats at oral doses up to 280 mg/kg/day (about 57 times the human dose ona
body surface area basis) and in rabiits at oral dases up to 86 mo/ko/day (about 35 imes the human dose on a body surace area basis) and have
revealed no evidence of impared fertity or harm to the fetus due to esomeprazole. Thera are, however, no adequate and veell-controlled studies
in pregnant women. Because animal reproduction studies are not always predictive of human respanse, this drug should be used during
pregnancy only if clearly needed. Teratology studies conducted with omeprazole in rats at oral doses up fo 138 mg/ka/day (about 56 times the
human dose on & body surface area basis) and in rabbits at doses up to 69 mg/kg/day (about 56 times the human dose on a body surface area
basis) did not disclose any evidence for a teratogenic potential of omeprazole. I rabbits, omeprazole in 2 dose range of 6.9 10 69.1 mo/kg/day
(about 5.5 ta 56 times the human dosz on a body surface area basis) produced dose-related increases in embryo-lethality, fetal resorptions, and
pregnancy disruptions. In rats, dose-retaled embryo/fetal toxicity and postnatal developmental toxicity were observed in offspring resulting from
parents treted with omeprazole &t 13.8 to 138.0 ma/kg/day (about 5.6 to 56 fimes the human doses on 2 hady surface area basis). There are
no adequate and well-controlled studies in pregnant women. Sporadic reports have been recefved of congenital abnormalities occurring in
infants bom to women who have recsived omeprazole during pregnancy. Nursing Mothers The excretion of esomeprazole in milk has not
been studied, However, omeprazole concentrations: have been measured in breast milk of a women following oral administration of 20 mg.
Because esomeprazole is likely o be excreled in human milk. because of the potential for serious adverse reaclions in nursing infants from
esomeprazale, and because of the potential for tumarigenicity shawn for omeprazole In rat carcinogenicity studies, a decision should be made
whether to discantinue nursing or to discontinu the drug, taking into account the importance of the drug to the mother. Pediatric Use Safety
and effectivensss in pediatric patients have not been established. Geriatric Use Of th total number of patients who received NEXIUM in
clinical trizis, 1450 were 65 to 74 years of age and 354 patients were 75 years of age. ADVERSE REACTIONS The safety of NEXIUM was
evaluated in over 15,000 patients (aged 18-84 years) in clnical trials worldwide including over 8,50 patients in the United States and over 6,500
patients in Europe and Canada. Over 2,900 patients were treated in long-term studies for up to 6-12 months. In general, NEXIUM was well
tolerated in both short- and long-term clinical trials. The safety in the treatment of healing of erasive esophagitis was assessed in four
randomized comparative clinical trals, which included 1.240 patients on NEXIUM 20 mg. 2.434 patients on NEXIUM 40 mg, and 3,008 patients
on omeprazole 20 mg daily. The mast frequently occurring adverse events (1) in all three groups vias headache (5.5, 5.0. and 3.8, respectively)
and diarthea {no diterence amang the thrae groups). Nausea, latulence, abdominal pain. constipation, and dry mouth occurred at simifar rates
among patients taking NEXIUM or omeprazole. Additional adverse events that were reported as possibly or probably refated to NEXIUM with an
incidence < 1% are fisted below by body system: Body as 2 Whole: abdomen enlarged, allergic reaction, asthenia. back pain, chest pain, chest
pain substernal, facial edema, peripheral edema. hot flushes, fatigue, fever. flu-like disorder, generalized edema, leg edema, malaise, pain, rigors;
Cardiovaseular: flushing, hypertension, tachycardia; Endocrine: goiter; Gastrointestinal: bowel irregularity, conslipation agoravated, dyspepsia,
dysphagia, dysplasia GI, epigastric pain, eructation. esophageal disorder, frequent stools, gastroentéritis, GI hemorrhage, GI symptoms not
otherwise specified; hiccup, melena, mouth disorder, pharynx disorder,rectal disorder, serum gastrin incraased, tongue disorder, tongue edema.
ulcerative stomatiis, vomiting; Hearing: earache, tinnitus; Hemalologic: anemia, anemia hypochromic, cervical lymphoadenopathy, epistaxis,
Jeukocylosis. leukopenia, thromdocytopenia; Hepatie: biirubinemia, hepatic function abnormal, SGOT increased, SGPT increased;
Metabolic/Mutritional: glycosuria, hyperuricemiz, hyp la, increased alkaline phosphatase, thirst, vitamin B12 deficiency, weight increase,
weight decrease; Musculoskeletal: arthralgie, arthritis aggravated. arthropathy, cramps, fibromyalgia syndrome, hemia. polymyalgia
theumatica: Mervous System/Psychiatric: anarexia. apathy, appetite increased, confusion, depression aggravated, dizziness, hyperionia,
nervousness, hypoesthesia, impotence, insomia, migraine, migreine agqravated, paresthesia, sleep disorder, somnolence, tremor, vertigo,
visual field defect: Reproductive: dysmenarrhea. menstrual disorder, vaginits; Respiratory: esthma agqravated, coughing, dyspnea, rynx
edema, pharyngitis, thinitis, sinusitis: Skin and Appendages: acne, angioedema, dermatis, pruritus, pruritus ani, rash, rash erythematous, rash
maculopapular, skin inflammation, sweating increased, urticar: Special Senses: ofitis media. parosmia, taste loss, faste perversion;
Urogenita: abnormal uring, albuminuria; cystitis, dysuria, fungal infection. hematuria, micturition frequency, moniliass, genital moniliasis,
polyuria; Visual: conjunctivitis, vision abnormal. Endoscopic findings that were reported as adverse events include: duodenitis, esophagitis,
phageal stricture, esophageal ulceration, esophageal varices. gastric ulcer. gastriis, hernia, benign polyps or nodules, Barett's esophagus,
and mucosal discoloration. Two placebo-controlled studies were conducted in 710 patients for the treatmient of symptomatic gastroesophageal
 reffuxdisease. The most common adverse events that vere reporied as possibly or probably related to NEXIUM were diarrhea (4.3%), headache
{3.8%), and abdominal pain (3 8%). Postmarketing Reports — There have been spontaneoLs reparts of adverse events with postmarketing use
of esomeprazole. These reports have included rare cases of anaphylactic reaction and myalgia, severe dermalologic reactions, including toxic
epidermal necrolysis (TEN, some fatal), Stevens-Johnson syndrome, and erythema multiforme, and pancreatitis. Very rarely, hepatitis with or
without jaundice has been reported. Other adverse events not observed with NEXIUM, but occurring with omeprazole can be found in the
omeprazole package insert, ADVERSE REACTIONS section. OVERDOSAGE A single oral dose of esomeprazole at 510 mo/kg (about
103 times the human dose on a body surface area basis), was lethal to rats. The major signs of acute toxicity were reduced motor activity,
changes In respiratory frequency, tremor, ataxia, and intermittent clonic convulsions. There have besn some reports of overdosage wilh
esomeprazole. Reports have been received of overdosage with omeprazole in humans. Doses ranged up to 2400 mg (120 times the usual
recommended clinical dose), Manifestations were variable, but included confusion, drowsiness, biurred vision, tachycardia, nausea, diaphoresis,
flushing, headache, dry mouth, and other adverse reactions similar to those seen in normal cinical experience (see omeprazole package insert-
ADVERSE REACTIONS). No specific zntidote for esomeprazole is known. Since esomeprazole is extensively pratein bound, itis not expected fo
be removed by dialysis. In the event of overdosage, treatment should be symptomatic and suppartive. AS with the of any overdose,
the possibifty of multiple drug ingestion should be considered. For current information on treatment of any drug overdose, a certified Regional
Poison Control Center should be contacted. Telephone numbers are listed in the Physicians™ Desk Reference (PDR) or local telephane book.
DOSAGE AND ADMINISTRATION Please see full Prescribing Information for recommended adult dosages and dosage adjustments for
Special Populations for NEXIUM. :

NEXIUM s a registered trademark of the AstraZeneca group of companies.
. ©AstraZeneca 2005, Allrights reserved.
Distributed by: AstraZeneca LP. Wilmington, DE 19850
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triangular balcony, tilted and twisted chimney, and
angular window add dramatic flair to what would
otherwise be a plain exterior. “The house is very simple,
but it’s very dramatic in the moves it makes,” says
Walker. “Integrating a few artistic design statements
like this adds to the home’s flair. And if yowre using
standard building materials, it really doesn’t add much
to the price tag.” (In this case, the 3,100-square-foot
home cost about $110 a square foot to build.)

Cladding the exterior in durable fiber cement planks
and boards that require painting less frequently than
wood makes the house low-maintenance. For
visual interest, Walker used the fiber cement products
in a variety of ways: In
front, vertical planks with
battens cover the top level,
with horizontal planks in
a clapboard style below.
To differentiate the
garage, he incorporated
rectangular boards with
battens connecting them.
Painting each section a
different color accentuates
the effect: “We drama-
tized these = >>on84

Wooden glue-laminated beams and metal cables
combine for an open, affordable staircase (top); the cork
wall covering adds texture and doesn't show handprints.
Cutoutsin the birch-veneer plywood cabinets (above left)
make knobs unnecessary.
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simple elements to make a clear visual statement,” says
Walker. This use of economical building materials
continues on the inside—from the glue-laminated
staircase to the plywood cabinets in the kitchen.

Randy says the house is just the combination of
light-filled, attractive, low-maintenance spaces he was
looking for. “Aesthetically and functionally, it’s a very
comfortable house to be in,” he says. “Plus it’s always
fun to look at.” @
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The architect's own house “is a good example of how
you can usestandard building materialsin a creative
way without adding significantly to the price tag—or
shocking the neighborhood,” says architect Todd
Walker (left, in front of his slightly offbeat home in
Memphis' Harbor Town community on Mud Island).
The trick to makingit work? “You have tolook at
the houses around you and work within that scale,” he
says. “Forinstance, | added afront porch on my house
to blend it with the cottage-style homes nearby. Then, from the porch roof
line,| added an angled second story” to better reflect his personal style.
Walker uses angular walls, doors, or windows (above right) as an atfordable
means of adding to a home’s uniqueness. “You use the same amount of
building materials, so the price doesn’t change significantly, but you gain
drama—fromthe formitself to the interesting shadows or light patternsit
creates.” Using these distinctive elements selectivelyis the key to their
success, cautions Walker. Think neighborhood style first, boldness second.

Bright colors play up such angular elements as the twisting
chimney, triangular balcony, and angled windows on the
back of the house (above left). Recessed into an angled
niche between the home office and living area, aflagstone
patio (above) opens to the neighboring park.
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