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Counterfeit drugs threaten the health and well-being of patients worldwide. To verify the authenticity of
AstraZeneca products, two new product security features will be introduced to our packaging:

&) X

Y %Y
A color-shift security logo on the bottle’s A color-shift security logo on the bottle’s induction
label and unit dose cartons. seal to deter tampering with the bottle’s contents.

The features mentioned above change from GREEN to PURPLE

when viewed at different angles.

The new product security features will be used in packaging for SEROQUEL® (quetiapine fumarate),
TOPROL-XL® (metoprolol succinate), and ARIMIDEX® (anastrozole), followed by NEXIUM® (esomeprozole
magnesium), PULMICORT RESPULES® (budesonide inhalation suspension), and CRESTOR®

(rosuvastatin calcium).

To view a list of products that has received the new product security packaging features, please see the
product security Web site at http.//www.astrazeneca-us.com/content/products/safety/prof.asp

or call the AstraZeneca Information Center at 1-800-236-9933.

AstraZeneca may change the features and/or labeling on a periodic basis.

ARIMIDEX, CRESTOR, and SEROQUEL are registered trademarks of the AstraZeneca group of companies. ©2006 AstraZeneca Pharmaceuticals LP. All rights reserved.
NEXIUM, PULMICORT RESPULES, and TOPROL-XL are registered trademarks of the AstraZeneca group of companies. ©2006 AstraZeneca LP. All rights reserved.
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Patient safely is an extremely important issue to AstraZeneca. With the ongoing risk of counterfeit products
being introduced into the supply chain, the color-shift logos were developed to protect the authenticity of
AstraZeneca products and the safety of the patients who depend on them.

FAQS

What are counterfeit drugs?

Counterfeit drugs are sold under a product name without proper authorization. Counterfeiting, which can
apply to both brand name and generic drugs, means that a product is deliberately and fraudulently labeled in
a way that suggests that it is the authentic, approved product made by an authorized manufacturer.

What are the potential dangers of counterfeit drugs to patients?

Counterfeit drugs pose hazards to patients in many ways. They may contain the wrong active ingredients,
improper doses of the active ingredients, inert substances, or even harmful and unregulated ingredients.

A patient who takes a counterfeit medication may be at risk for allergic reactions, unexpected side effects, or
worsening of his/her current medical conditions. Counterfeit drugs are unlikely to be as effective as genuine
products, and, in the worst cases, these drugs may be hazardous to human health, or even fatal.

Why is AstraZeneca employing a color-shift logo in their packaging?

Patient safety is an extremely important issue to AstraZeneca. With the ongoing risk of counterfeit products
being introduced into the supply chain, the color-shift logos were developed to protect the authenticity of
AstraZeneca products and the safety of the patients who depend on them.

How do the color-shift logos work?

View the AstraZeneca color-shift security logos in a well-lit area. To see the color-shift logo on the label,

hold the bottle horizontally. As you rotate the bottle away from you slightly, you will see the logo in the lower
right-hand corner of the label change color from green to purple. To see the color-shift logo on the induction
seal, remove the cap of the bottle, and hold the bottle vertically upright. Tilt the bottle away from you slightly,
and you will notice the seal’s logo change color from green to purple.

What if an AstraZeneca bottle does not have a color-shift logo?

It will take some time to deplete existing inventory of AstraZeneca products already in distribution,
manufactured prior to the introduction of the color-shift logo packaging. Additionally, not all AstraZeneca
products will receive the new security packaging simultaneously. Therefore, some authentic AstraZeneca
products will still be available without the security color-shift logos. To minimize the risk of obtaining
counterfeit AstraZeneca products, purchase them from an AstraZeneca authorized distributor. For a current
list of authorized AstraZeneca distributors, please see the product security for pharmacy professions section
of our Web site at http://www.astrazeneca-us.com/content/products/safetyprof.asp or call the AstraZeneca
Information Center at 1-800-236-9933 or by e-mail at information.center@astrazeneca.com

What do | do if | think | may have purchased a counterfeit AstraZeneca product?

If you suspect that an AstraZeneca product you have purchased may be counterfeit, please contact

the AstraZeneca Information Center at 1-800-236-9933. If you have additional questions, please visit the
AstraZeneca Web site at http://www.astrazeneca-us.com/ or call the AstraZeneca Information Center

at 1-800-236-9933 or by e-mail at information.center@astrazeneca.com

If you would like additional information regarding AstraZeneca products, please contact the Information

Center at AstraZeneca in the United States at 1-800-236-9933, Monday through Friday, 8 Av to 7 pm EST,
excluding holidays.

©2006 AstraZeneca LP. All rights reserved. 242664 7/06
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Please read this summary carefully and then ask your doctor about TOPROL-XL. Do not stop treatment without first talking with your doctor. No advertisement can provide all the information needed to
determine if a drug is right for you. This advertisement does not take the place of careful discussions with your doctor. Only your doctor has the training to weigh the risks and benefils of a prescription drug.

ONCE-A-DAY

TOPROL-XL

metoprolol succinate
Eaxtqter?d?edﬁre lease tablgets

BRIEF SUMMARY: For full Prescribing Infarmation, see package insen.
INDICATIONS AND USAGE

Hypertension: TOPROL-XL is indicated for the reatment of hypertension. It may
be used alone or in combination with other antihypertensive agents. Angina
Pectoris: TOPROL-XL i indicated in the long-term fraatment of angina pectoris.
Heart Failure: TOPROL-XL is indicated for the treatment of stable, symptomatic
(NYHA Class Il or 1) heart failure of ischemic, hypertensive, or cardiomyopathic origin,
It was studied in patients already receiving ACE inhibitors, diuretics, and, in the majority
of cases, digitalis. In this population, TOPROL-XL decreased the rate of mortality plus
hospitalization, largely through a reduction in cardiovascular mortality and hospitaliza-
tigns for heart failure.

CONTRAINDICATIONS

TOPROL-XL is contraindicated in severe bradycardia, heart block greater than first
degree, cardiogenic shock, decompensated cardiac failure, sick sinus syndrome {unless
a permanent pacemaker i in place) (see WARNINGS) and in patients who are hyper-
sensitive 1o any component of this product,

WARNINGS

coadministered, the bata blocker should be withdrawn several days before the gradual
withdrawal of cloniding. If replacing clonidine by bata-blocker therapy, the introduction
of beta-blockers should be delayed for several days after clonidine administration has
stopped. Carcinogenesis, Mutagenesis, Impairment of Ferfility:
Long-term studies in animals have been conducted to evaluate the carcinogenic paten-
tial of metaprolol tartrate. In 2-year studies in rais at three oral dosage levels of up to
BO0 migkgiday (41 times, on a mg/m? basis, the daily dose of 200 mg for a 60-kg
patient), there was na increase in the development of spontaneusly accurring benign
or malignant neoplasms of any type. The only histalogic changes that appeared to be
drug retated were an increased incidence of generally mild focal accumulation of foamy
macrophages in pulmonary alveoli and a slight increase in billary hyperplasia. In a
21-month study in Swiss albino mice at three oral dosage fevels of up o 750 my/kg/day
{18 times, on a mg/m? basis, the daily dose of 200 mg for 2 60-kg patient), benign lung
tumors (small adenomas) occurred more frequently in female mice receiving the
highest dose than in unireated control animals. There was no increase in malignant or
total (benign plus malignant) lung tumors, nor in the overall incidence of tumors or
malignant tumors. This 21-month study was repeated in CD-1 mice, and no statistically
or biotogically significant ditferences were observed between treated and control mice
of either sex for any type of tumor. All genotoxicity tests perfarmed on metoprolol
tartrate (2 dominant lethal study in mice, chromosome studies in somatic cells, a
Salmonetigmammalian-microsome mutagenicity test, and a nucleus anomaly lest in
somatic interphase nuclel) and metoprolol succinate (2 Salmonefiamammalian-micro-
some mutagenicity test) were negative. No evidence of impaired fertility due to
metoprolol tartrate was observed in a study performed in rats at doses up to 22 times,
on a mg/m? basis, the daily dose of 200 mg in a 60-kg patient. Pregnancy

Ischemic Heart Disease: Following abrupt cessation of therapy with certain beta-
blocking agents, exacerbations of angina pectoris and, in some cases, myocardial
infarction have occurred. When discontinuing chronically administered
TOPROL-XL, particularly in patients with ischemic heart disease, the dosage
should be gradually reduced over a periad of 1-2 weeks and the patient should be
carefully monitored. If angina markedly worsens or acute coronary insufficiency
devetops, TOPROL-XL administration should be reinstated promptly, at least
tempararily, and other measures appropriate for the management of unstable
angina should be taken. Patients should be wamed against interruption or discon-
tinuation of therapy without the physician's advice. Because coronary artery
disease is common and may be unrecognized, it may be prudent not to discon-
tinue TOPROL-XL therapy abruptly even in patients treated only for hypertension.

Bronchospastic Diseases: PATIENTS WITH BRONCHOSPASTIC DISEASES SHOULD,
IN GENERAL, NOT RECEIVE BETA-BLOCKERS. Because of its relative beta, -selectivity,
however, TOPROL-XL may be used with caution in patients with bronchospastic disease
who do not respond to, or cannot tolerate, other antihypertensive treatment. Since
betay-selectivity is not absolute, a betay-stimulating agent should be administered
concomitantly, and the lowest possible dose of TOPROL-XL should be used (see
DOSAGE AND ADMINISTRATION). Major Surgery: The necessity or desirability of with-
drawing beta-blocking therapy prior fo major surgery is coniroversial; the impaired

ability of the heart to respond fo reflex adrenergic stimuli may augment the risks of  Anay

general anesthesia and surgical procedures. TOPROL-XL like other beta-blockers, is a
competitive inhibitor of beta-receptor agonists, and its effects can be reversed by
administration of such agents, eg, dobutamine or isoproterenol. However, such patients
may be subject to protracted severe hypotension. Difficulty in restarting and maintaining
{he heart beat has also been réported with beta-blockers. Diabeles and Hypoglycemia:
TOPROL-KL should be used with caution in diabetic patients if a beta-blocking agent is
required. Beta-blockers may mask tachycardia occurring with hypoglycemia, but other
manifestations such as dizziness and sweating may not be significantly affected.
Thyrotoxicosis: Beta-adrenergic blockade may mask certain clinical signs (eg,
tachycardia) of hyperthyroidism. Patients suspected of developing thyroloxicosis
should be managed carefully to avoid abrupt withdrawal of befa-blockade, which might
precipitate a thyraid storm. Peripheral Vascular Disease: Beta-blockers can precipitate
or aggravate symptoms of arterial insufficiency in patients with peripheral vascular
diseasa. Caution should be exercised in such individuals. Cafeium Channel Blockers:
Because of significant inotropic and chronotropic effects in patients treated with beta-
blockers and calcium channel blockers of the verapamil and diltiazem type, caution
should be exercised in patients treated with these agents concomitantly,
PRECAUTIONS

General: TOPROL-XL should be used with caution in patients with impaired hegatic
function. In patients with pheachromocytoma, an alpha-blocking agent should be initi-
ated prior to the use of any beta-blocking agent. Warsening cardiac failure may occur
during up-titration of TOPROL-XL. If such symptoms occur, diuretics should be
increased and the dose of TOPROL-XL should not be advanced until clinical stability is
restored (see DOSAGE AND ADMINISTRATION). It may be necessary fo lower the dose
of TOPROL-XL or temporarily discontinue it Such episodes do not preclude subsequent
successiul titration of TOPROL-XL. In for Patients: Patients should
be advised to take TOPROL-XL regularly and continuously, as directed, preferably with
or immediately following meals. If a dose should be missed, the patient should take only
{he next scheduled dose (without doubling it). Patients should not interrupt or discon-
tinug TOPROL-XL without consulting the physician. Patients should be advised (1) to
avoid operating automobiles and machinery or engaging in other tasks requiring alert-
ness until the patient’s response to therapy with TOPROL-XL has been determined;
{2) to contact the physician if any difficuity in breathing oceurs; (3) to inform the physi-
cian or dentist before any type of surgery that he or she is taking TOPROL-XL. Heart
failure patients should be advised to consult their physmla.n if they experience signs or
symptoms of worsening heart failure such as weight gain or increasing shortness of
breath, Laboratory Tests: Clinical laboratory findings may includs elevated lavels
of serum transaminase, alkaling phosphatase, and lactate dehydrogenass. Drug
Interactions: Catecholamine-depleting drugs (eg, reserpine, mono amine axidase
(MAQ) inhibitors) may have an additive effect when given with beta-blocking agents.
Patients treated with TOPROL-XL plus a catecholamine depletar should therefore be
closely observed for evidence of hypotension or marked bradycardia, which may
produce verligo, syncope, or postural hypotension. Drugs that inhibit CYP2D6 such as
quiniding, fluoxeting, paroxeting, and propafenone are likely to increase metoprolol

Category C: Metoprolol tartrate has been shown to increasa post-implantation loss
and decrease neonatal survival in rats af doses up to 22 fimes, on a mg/m? basis, the
daily dose of 200 mg in  60-kg patient. Distribution studies in mice confirm exposure
of the fetus when metoprolol tartrate is administered to the pregnant animal. These
studies have revealed no evidence of impaired fertility or teratogenicity. There are no
adequate and well-contralied 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. Mursing rs: Metoprolol is excreted in
breast milk in very small quantities. An infant consuming 1 liter of breast milk dally
would receive a doss of less than 1 mp of the drug. Caution should be exercised when
TOPROL-XL is administered to a nursing woman. Pediatric Use: Safety and effec-
tiveness in pediatric patients have not been established. Geriatric Use: Clinical
studies of TOPROL-XL in hypertension did not include sufficient numbers of subjects
aged 65 and over to determing whether they respond differently from younger subjects.
Other reported clinical experience in hypertensive patients has not identified differences
in responses between elderly and younger patients. Of the 1,990 patients with heart
failure randomized to TOPROL-XL in the MERIT-HF trial, 50% (990) were 65 years of
age and older and 12% (238) were 75 years of age and older. There were no notable
ditferences in efficacy or the rate of adverse events between older and younger patients.
In general, dose selection for an elderty patient should be cautious, usually starting at
the low end of the dosing range, reflecting greater frequency of decreased hepatic, renal,
or cardiac function, and of concomitant dissase or other drug therapy. Risk of
ic Reactions: While taking beta-blockers, patients with a history of
severe anaphylactic reactions o a variety of allergens may be more reactive to repeated
challenge, either accidental, diagnostic, or therapeutic. Such patients may be unrespan-
sive to the usual doses of epinephrine used to treat allergic reaction.
ADVERSE REACTIONS

ion and Angina: Most adverss effects have been mild and tran-
sient. The following adverse reactions have been reported for immediate release
metoprolol tartrate. Central Nervous System: Tiredness and dizziness have occurred in
about 10 of 100 patients. Depression has been reported in about 5 of 100 patients.
Mental confusion and short-term memary loss have been reported. Headache, somno-
Ience, nightmares, and insomnia have also been reported. Cardiovascular: Shoriness of
breath and bradycardia have occurred in approximately 3 of 100 patients. Cold extrem-
ities; arterial insutficiency, usually of the Raynaud type; palpitations; congestive heart
failure; peripheral edema; syncope; chest pain; and hypotension have been reported in
about 1 of 100 patients (see CONTRAINDICATIONS, WARNINGS and PRECAUTIONS).
Respiratory; Wheezing (bronchospasm) and dyspnea have been reported in about 1 of
100 patients (see WARNINGS). Gastraintestinal: Diarrhea has occurred in about 5 of
100 patients. Nausea, dry mouth, gastric pain, constipation, flatulence, digestive tract
disorders, and heartburn have been reported in about 1 of 100 patients. Hypersensitive
Reactions: Pruritus or rash have occurred in about 5 of 100 patients. Worsening of
psariasis has also been reported. Miscellaneous: Peyronie’s disease has been reported
in fewer than 1 of 100,000 patients. Musculoskeletal pain, blurred vision, decreased
libido and tinnitus have also been reported. There have been rare reports of reversible
alopecia, agranulocylosis, and dry eyes. Discontinuation of the drug should be consid-
ered if any such reaction is not otherwise explicable. The oculomucocutaneous
syndrome associated with the beta-blocker practolal has not been reported with meto-
pralol. Potential Reactions: In addition, thers are a variety of
adverse reactions not listed above, which have been reparted with other beta-adrenergic
blocking agents and should be considered patential adverse reactions to TOPROL-XL.
Central Nervous System: Reversible mental depression progressing to catatonia; an
acute reversitle syndrome characterized by disorientation for time and place, short-
term memary loss, emotional lability, slightly clouded sensorium, and decreased
performance on neuropsychometrics. Cardiovascular: Intensification of AV block (see
CONTRAINDICATIONS). Hematologic: Agranulocytosis. nonthrombocytopenic purpura,
thrombocytopenic purpura, Hypersensitive Reactions: Fever combined with aching
and sore throat, laryngospasm, and respiratory disiress. Heart Failure: In the
MERIT HF study, serious adverse events and adverss events leading to discontinuation
of study medication were systematically callected. In the MERIT-HF study comparing
TOPROL-XL in daily doses up to 200 mg (mean dose 159 mg once-daily) (n=1990) to
placebo (n=2001), 10.3% of TOPROL-XL patients discontinued for adverse events vs.
12.2% of placebo patients. The table below lists adverse events in the MERIT-HF study
that occurred at an incidence of equal to or greater than 1% in the TOPROL-KL group
and greater than placebo by more than 0.5%, regardless of the assessment of causality.

Adverse Events Occurring in the MERIT-HF Study at an Incidence =1%

concentration. In healthy subjects with CYP2DE extensive metabolizer ph
coadministration of quiniding 100 mg and immediate release metopralol 200 mg tripled
the cancentration of S-metoprolel and doubled the metopralol elimination half-life. In
four patients with cardiovascular disease, coadministration of propafenona 150 mg t.id.
with immediate release metogrolol 50 mg ti.d. resulted in two- to five-fold increases in
the steady-state concentration of metoprolol. These increases in plasma concentration
would decrease the cardioselectivity of metoprolol. Beta-blockers may exacerbate the
rebound hypertension which can follow the withdrawal of clonidine. If the two drugs are

in the TOPROL-XL Group and Greater Than Placebo by More Than 0.5%
TOPROL-AL Placebo
N=1980 N=2001
% of patients % of patienis
Dizziness/vertigo 18 10
Bradycardia 15 04
Accident and/or injury 14 08

Other adverse events with an incidence of > 1% on TOPROL-XL and as comman on
placebo (within 0.5%) included myocardial infarction, pneumonia, cerebrovascular
disorder, chest pain, dyspnea/dyspnea agaravated, syncope, coronary artery disorder,
ventricular tachycardia/arthythmia  aggravated, hypotension, diabetes mellitus/
diabetes mellitus aggravated, abdominal pain, and fatigue. Post-Marketing
ience: The following adverse reactions have been reported with TOPROL-XL
in worldwide post-marketing use, regardiess of causality: Cardiovascular: 2nd and 3rd
degree hearl block; Gastrointestinal: hepatitis, vomiting; Hematologic: thrombocy-
topenia; Musculoskeletal: arthralgia; Mervous System/Psychiatric:
hallucinations, paresthesia; Reproductive, male: impotance; Skin: increased swﬂmg
photosensitivity, urticaria; Special Sense Organs: taste disturbances.
OVERDOSAGE

Acute Toxicity: There have been a few reports of overdosage with TOPROL-XL and
no specific overdosage information was obtained with this drug, with the exception of
animal foxicology data. However, since TOPROL-XL (mefoprolol succinate salt)
contains the same active moiety, metoprolol, as conventional metoprolol tablets (meto-
prolol tartrate salt), the recommendations on overdosage for metoprotol conventional
tablets are applicable to TOPROL-XL. Signs and Symptoms: Overdosage of
TOPROL-XL may lead to severe hypotension, sinus bradycardia, atrioventricular block,
heart failure, cardiogenic shock, cardiac arrest, bronchospasm, impairment of
consciousness/coma, nausea, vomiting, and cyanosis. Treatment: In general,
patients with acute or recent myocardial infarction or congestive heart failure may be
more hemodynamically unstablg than other patients and should be treated accordingly.
When possible the patient should be treated under intensive care canditions. On the
basis of the pharmacologic actions of metoprolol, the fallowing general measures
should be employed: ENimination of the Drug: Gastric lavage should be performed.
Bradyeardia: Aropine should be administered. If there is no response fo vagal
blockade, isoproterencl should be administered cautiously. Hypolension: A vaso-
pressor should be administered, eq. levarterenol or dopamine. Bronchospasm:
A betag-stimulating agent andlor a theophylling derivative should be administered.
Cardiae Failure: A digitalis glycoside and diuretics should be administered. In shock
resulting from inadequate cardiac contractilty, administration of dobutamine, isopro-
terenol, or glucagan may be considered.

DOSAGE AND ADMINISTRATION

TOPROL-XL is an extended release tablat intended for once daily administration. For
treatment of hyperfension and angina, when switching from immediate release
metoprolol to TOPROL-XL, the same total daily dose of TOPROL-XL should be used.
Dosages of TOPROL-XL should be individualized and titration may be nesded in some
patients. TOPROL-XL tablets are scored and can be divided; howewer, the whole or half
tablet should be swallowed whole and not chewed or crushed. Hypertension: The
usual initial dosage is 25 o 100 my daily in a single dose, whether used alone or added
to a diuretic. The desage may be increased at weekly (o longer) infervals until eptimum
blood pressure reduction is achieved. In general, the maxdimum effect of any given
dosage level will be apparent after 1 week of therapy. Dosages above 400 mg per day
have ot been studied. Angina Pectoris: The dosage of TOPROL-KL should be
individualized. The usual initial dosage is 100 mg dally, given in a single dose. The
dosage may be gradually increased at weekly intervals until optimum clinical response
has been obtained or there is a pronounced slowing of the heart rate. Dosages above
400 mq per day have not been studied. If treatment is to be discontinued, the

should be reduced gradually over a period of 1-2 weeks (se2 WARNINGS). Heart
Failure: Dosage must be individuakized and closely manitared during up-titration.
Prior to initiation of TOPROL-XL, the dosing of diuretics, ACE inhibitars, and digitalis (if
used) should be stabilized. The recommended starting dose of TOPROL-XL is 25 mg
ance daily for two weeks in patients with NYHA class |1 heart failure and 12.5 mg once
daily in patients with more severe heart failure, The dose should then be doubled every
two weeks to the highest dosage level tolerated by the patient or up to 200 mg of
TOPROL-XL. If transient worsening of heart failure occurs, it may be treated with
increased doses of diuretics, and it may also be necessary 1o lower the dose of
TOPROL-XL or tempararily discontinue it. The dose of TOPROL-XL should not be
increased until symptoms of worsening heart failure have been stabilized. Initial
difficulty with titration should not preclude later attempts fo introduce TOPROL-XL, If
heart failure patients experience symplomatic bradycardia. the dose of TOPROL-XL
should be reduced.

HOW SUPPLIED

Tablets containing metoprool succinate equivalent to the indicated weight of metoprolol
tartrate, USP, are white, biconvex, film-coated, and scored.

Bottle of Unit Dose
100 Packages of
Tablet Shape Engraving NOC 100
0186- NDC 0186
Bmy’ Oval ; 1088-05 1088-39
50 mg Round n; 1090-05 1090-39
100 mg Round A 109205 1092-39
mE
200 mg Oval f:fr 10%4-05 NiA
*The 25-mqg tablet is scored on both sides.

Store at 25°C (77°F). Excursions permitted to 15-30°C (59-86°F). (See USP Controlled
Room Temperature.)

NOTE: This summary provides important information about TOPROL-XL. For more
information, please ask your doclor or health care professional about the full
Prescribing Information and discuss it with them.
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