HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the infor mation needed to use
ADVAIR DISKUS safely and effectively. See full prescribing information
for ADVAIR DISKUS.

ADVAIR DISKUS® 100/50 (fluticasone propionate 100 mcg and
salmeterol 50 mcg inhalation powder)

ADVAIR DISKUS® 250/50 (fluticasone propionate 250 mcg and
salmeterol 50 mcg inhalation powder)

ADVAIR DISKUS® 500/50 (fluticasone propionate 500 mcg and
salmeterol 50 mcg inhalation powder)

FOR ORAL INHALATION

Initial U.S. Approval: 2000

WARNING: RISK OF ASTHMA-RELATED DEATH
See full prescribing information for complete boxed warning.

e Long-acting beta,-adrener gic agonists, such as salmeterol, one of the
activeingredientsin ADVAIR DISKUS, may increasetherisk of
asthma-related death. A US study showed an increasein asthma-
related deathsin patientsreceiving salmeterol (13 deaths out of
13,176 patientstreated for 28 weeks on salmeterol versus 3 out of
13,179 patients on placebo). (5.1)

e When treating patientswith asthma, only prescribe ADVAIR
DISKUSfor patients not adequately controlled on other asthma-
controller medications or whose disease severity clearly warrants
initiation of treatment with 2 maintenance therapies. (1.1, 5.1)

--------------------------- RECENT MAJOR CHANGES --------------------
Indications and Usage, Maintenance Treatment of Chronic April 2008
Obstructive Pulmonary Disease (1.2)

Dosage and Administration, Chronic Obstructive April 2008
Pulmonary Disease, (2.2)
Warnings and Precautions, Pneumonia (5.5) April 2008

Drug Interactions, Inhibitors of Cytochrome P450 3A4 (7.1)  April 2008

INDICATIONS AND USAGE -------------=--=----

ADVAIR DISKUS is a combination product containing a corticosteroid and a

long-acting beta,-adrenergic agonist indicated for:

e Maintenance treatment of asthmain patients 4 years of age and older.
(1.1

e Maintenance treatment of airflow obstruction and reducing exacerbations
in patients with chronic obstructive pulmonary disease (COPD). (1.2)

Important limitations:

¢ Notindicated for patients whose asthma can be managed by inhaled
corticosteroids with occasional use of inhaled short-acting beta,-agonists.
(1.1)

e Notindicated for therelief of acute bronchospasm. (1.1, 1.2)

——————————————————————— DOSAGE AND ADMINISTRATION ----------------

For oral inhalation only.

e Maintenance treatment of asthmain patients >12 years: 1 inhalation of
ADVAIR DISKUS 100/50, 250/50, or 500/50 twice daily. Starting dosage
is based on asthma severity. (2.1)

e Maintenance treatment of asthmain patients 4 to 11 years: 1 inhalation of
ADVAIR DISKUS 100/50 twice daily. (2.1)

e Maintenance treatment of COPD: 1 inhalation of ADVAIR DISKUS
250/50 twice daily. (2.2)

--------------------- DOSAGE FORMS AND STRENGTHS --------------

DISKUS® device containing a combination of fluticasone propionate (100,

250, or 500 meg) and salmeterol (50 mcg) as an ora inhalation powder. (3)

CONTRAINDICATIONS -------mmmmmmmmmmeeaae

e Primary treatment of status asthmaticus or acute episodes of asthma or
COPD requiring intensive measures. (4)

e Severe hypersensitivity to milk proteins. (4)

——————————————————————— WARNINGS AND PRECAUTIONS-----------------

o Asthmarelated death: Long-acting beta,-adrenergic agonists may increase
the risk. Prescribe only for recommended patient populations. (5.1)

e Deterioration of disease and acute episodes: Do not initiate in acutely
deteriorating asthma or to treat acute symptoms. (5.2)
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e Usewith additional long-acting beta,-agonist: Do not use in combination
because of risk of overdose. (5.3)

e Localized infections: Candida albicans infection of the mouth and throat
may occur. Monitor patients periodically for signs of adverse effects on
the oral cavity. Advise patients to rinse the mouth following inhal ation.
(54)

e Pneumonia: Increased risk in patients with COPD. Monitor patients for
signs and symptoms of pneumonia. (5.5)

e Immunosuppression: Potential worsening of infections (e.g., existing
tuberculosis, fungal, bacterial, viral, or parasitic infection; or ocular
herpes simplex). Use with caution in patients with these infections. More
serious or even fatal course of chickenpox or measles can occur in
susceptible patients. (5.6)

e Transferring patients from systemic corticosteroids: Risk of impaired
adrenal function when transferring from oral steroids. Taper patients
slowly from systemic corticosteroids if transferring to ADVAIR DISKUS.
(5.7

e Hypercorticism and adrenal suppression: May occur with very high
dosages or at the regular dosage in susceptible individuas. If such
changes occur, discontinue ADVAIR DISKUS slowly. (5.8)

e Strong cytochrome P450 3A4 inhibitors (e.g., ritonavir): Risk of increased
systemic corticosteroid and cardiovascular effects. Use not recommended
with ADVAIR DISKUS. (5.9)

e Paradoxical bronchospasm: Discontinue ADVAIR DISKUS and ingtitute
alternative therapy if paradoxical bronchospasm occurs. (5.10)

e Patients with cardiovascular or central nervous system disorders: Use with
caution because of beta-adrenergic stimulation. (5.12)

e Decreasesin bone minera density: Assessbone mineral density initially
and periodically thereafter. (5.13)

e Effects on growth: Monitor growth of pediatric patients. (5.14)

e Glaucomaand cataracts: Close monitoring is warranted. (5.15)

e Metabalic effects: Be alert to eosinophilic conditions, hypokalemia, and
hyperglycemia. (5.16, 5.18)

e Coexisting conditions: Use with caution in patients with convulsive
disorders, thyrotoxicosis, diabetes mellitus, and ketoacidosis. (5.17)

ADVERSE REACTIONS -------mmmmmmmmmmeaae

Most common adverse reactions (incidence >3%) are:

e Asthma: upper respiratory tract infection or inflammation, pharyngitis,
dysphonia, oral candidiasis, bronchitis, cough, headaches, nausea and
vomiting. (6.1)

e COPD: pneumonia, oral candidiasis, throat irritation, dysphonia, viral
respiratory infections, headaches, musculoskeletal pain. (6.2)

Toreport SUSPECTED ADVERSE REACTIONS, contact
GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS ------------mmmmmmmeeae

. Strong cytochrome P450 3A4 inhibitors (e.g., ritonavir): Use not
recommended. May cause systemic corticosteroid and cardiovascular
effects. (7.1)

. Monoamine oxidase inhibitors and tricyclic antidepressants: Use with
extreme caution. May potentiate effect of salmeterol on vascular system.
(72

. Beta-blockers: Use with caution. May block bronchodilatory effects of
beta-agonists and produce severe bronchospasm. (7.3)

. Diuretics: Use with caution. Electrocardiographic changes and/or
hypokalemia associated with nonpotassium-sparing diuretics may
worsen with concomitant beta-agonists. (7.4)

----------------------- USE IN SPECIFIC POPULATIONS ----------------

Hepatic impairment: Monitor patients for signs of increased drug exposure.
(8.6)

See 17 for PATIENT COUNSELING INFORMATION and
MEDICATION GUIDE.
Revised: April 2008
ADD:3PI

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

FULL PRESCRIBING INFORMATION: CONTENTS*
WARNING: RISK OF ASTHMA-RELATED DEATH
1 INDICATIONS AND USAGE
1.1 Maintenance Treatment of Asthma
1.2 Maintenance Treatment of Chronic
Obstructive Pulmonary Disease
2 DOSAGE AND ADMINISTRATION
2.1 Asthma
2.2 Chronic Obstructive Pulmonary Disease
DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
WARNINGS AND PRECAUTIONS
5.1 Risk of Asthma-Related Death With Long-
Acting Beta,-Adrenergic Agonists
5.2 Deterioration of Disease and Acute
Episodes
5.3 Excessive Use of ADVAIR DISKUS and Use
With Other Long-Acting Beta,-Agonists
5.4 Local Effects
5.5 Pneumonia
5.6 Immunosuppression
5.7 Transferring Patients From Systemic
Corticosteroid Therapy
5.8 Hypercorticism and Adrenal Suppression
5.9 Drug Interactions With Strong Cytochrome
P450 3A4 Inhibitors
5.10 Paradoxical Bronchospasm and Upper
Airway Symptoms
5.11 Immediate Hypersensitivity Reactions
5.12 Cardiovascular and Central Nervous System
Effects
5.13 Reduction in Bone Mineral Density
5.14 Effect on Growth
5.15 Glaucoma and Cataracts
5.16 Eosinophilic Conditions and Churg-Strauss
Syndrome
5.17 Coexisting Conditions
5.18 Hypokalemia and Hyperglycemia
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience in Asthma

g w

DOCKET

10

12

13

14

16

*Sections or subsections omitted from the full prescribing information

6.2 Clinical Trials Experience in Chronic
Obstructive Pulmonary Disease

6.3 Postmarketing Experience

DRUG INTERACTIONS

7.1 Inhibitors of Cytochrome P450 3A4

7.2 Monoamine Oxidase Inhibitors and Tricyclic
Antidepressants

7.3 Beta-Adrenergic Receptor Blocking Agents

7.4 Diuretics

USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

8.2 Labor and Delivery

8.3  Nursing Mothers

8.4 Pediatric Use

8.5 Geriatric Use

8.6 Hepatic Impairment

8.7 Renal Impairment

OVERDOSAGE

DESCRIPTION

CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

12.2 Pharmacodynamics

12.3 Pharmacokinetics

NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of
Fertility

13.2 Animal Toxicology and/or Pharmacology

CLINICAL STUDIES

14.1 Asthma

14.2 Chronic Obstructive Pulmonary Disease

HOW SUPPLIED/STORAGE AND HANDLING

PATIENT COUNSELING INFORMATION

17.1 Asthma-Related Death

17.2 Not for Acute Symptoms

17.3 Do Not Use Additional Long-Acting Beta,-
Agonists

17.4 Risks Associated With Corticosteroid
Therapy

17.5 Risks Associated With Beta-Agonist
Therapy

17.6 Medication Guide

are not listed.

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

FULL PRESCRIBING INFORMATION

WARNING: RISK OF ASTHMA-RELATED DEATH

L ong-acting beta,-adr ener gic agonists, such as salmeterol, one of the active
ingredientsin ADVAIR DISKUS, may increasetherisk of asthma-related death.
Therefore, when treating patients with asthma, physicians should only prescribe ADVAIR
DISKUSfor patients not adequately controlled on other asthma-controller medications
(e.g., low- to medium-dose inhaled corticoster oids) or whose disease severity clearly
warrantsinitiation of treatment with 2 maintenance therapies. Data from a lar ge placebo-
controlled US study that compar ed the safety of salmeterol (SEREVENT® Inhalation
Aerosol) or placebo added to usual asthma therapy showed an increase in asthma-related
deathsin patientsreceiving salmeterol (13 deaths out of 13,176 patientstreated for
28 weeks on salmeter ol versus 3 deaths out of 13,179 patients on placebo) [see Warnings
and Precautions (5.1)].

1 INDICATIONS AND USAGE
1.1 Maintenance Treatment of Asthma

ADVAIR DISKUS isindicated for the long-term, twice-daily, maintenance treatment of
asthmain patients 4 years of age and older.

L ong-acting betay-adrenergic agonists, such as salmeterol, one of the active ingredients
in ADVAIR DISKUS, may increase the risk of asthma-related death [ see Warnings and
Precautions (5.1)]. Therefore, when treating patients with asthma, physicians should only
prescribe ADVAIR DISKUS for patients not adequately controlled on other asthma-controller
medications (e.g., low- to medium-dose inhaled corticosteroids) or whose disease severity
clearly warrantsinitiation of treatment with 2 maintenance therapies.

Important Limitations of Use:

e ADVAIRDISKUSIisNOT indicated for the relief of acute bronchospasm.

e ADVAIRDISKUS s not indicated in patients whose asthma can be successfully managed by
inhaled corticosteroids along with occasional use of inhaled, short-acting beta,-agonists.

1.2 Maintenance Treatment of Chronic Obstructive Pulmonary Disease

ADVAIR DISKUS 250/50 is indicated for the twice-daily maintenance treatment of
airflow obstruction in patients with chronic obstructive pulmonary disease (COPD), including
chronic bronchitis and/or emphysema. ADVAIR DISKUS 250/50 is a so indicated to reduce
exacerbations of COPD in patients with a history of exacerbations. ADVAIR DISKUS 250/50
twice daily is the only approved dosage for the treatment of COPD because an efficacy
advantage of the higher strength ADVAIR DISKUS 500/50 over ADVAIR DISKUS 250/50 has
not been demonstrated.

Important Limitations of Use: ADVAIR DISKUSisNOT indicated for the relief of
acute bronchospasm.
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2 DOSAGE AND ADMINISTRATION

ADVAIR DISKUS should be administered twice daily every day by the orally inhaled
route only. After inhalation, the patient should rinse the mouth with water without swallowing
[ see Patient Counseling Information (17.4)].

More frequent administration or a higher number of inhalations (more than 1 inhalation
twice daily) of the prescribed strength of ADVAIR DISKUS is not recommended as some
patients are more likely to experience adverse effects with higher doses of salmeterol. Patients
using ADVAIR DISKUS should not use additional long-acting betae-agonists for any reason.

[ See Warnings and Precautions (5.3, 5.12).]
2.1 Asthma

If asthma symptoms arise in the period between doses, an inhaled, short-acting betag-
agonist should be taken for immediate relief.

Adult and Adolescent Patients 12 Years of Age and Older: For patients 12 years of
age and older, the dosage is 1 inhalation twice daily (morning and evening, approximately
12 hours apart).

The recommended starting dosages for ADVAIR DISKUS for patients 12 years of age
and older are based upon patients’ asthma severity. For patients not currently on inhaled
corticosteroids whose disease severity clearly warrants initiation of treatment with 2
maintenance therapies, or patients inadequately controlled on an inhaled corticosteroid, the
recommended starting dosage is ADVAIR DISKUS 100/50 or 250/50 twice daily.

The maximum recommended dosage is ADVAIR DISKUS 500/50 twice daily.

For all patientsit isdesirableto titrateto the lowest effective strength after
adequate asthma stability is achieved.

Improvement in asthma control following inhaled administration of ADVAIR DISKUS
can occur within 30 minutes of beginning treatment, although maximum benefit may not be
achieved for 1 week or longer after starting treatment. Individual patients will experience a
variable time to onset and degree of symptom relief.

For patients who do not respond adequately to the starting dosage after 2 weeks of
therapy, replacing the current strength of ADVAIR DISKUS with a higher strength may provide
additional improvement in asthma control.

If apreviously effective dosage regimen of ADVAIR DISKUS fails to provide adequate
improvement in asthma control, the therapeutic regimen should be reevaluated and additional
therapeutic options (e.g., replacing the current strength of ADVAIR DISKUS with a higher
strength, adding additional inhaled corticosteroid, initiating oral corticosteroids) should be
considered.

Pediatric Patients 4 to 11 Years of Age: For patients with asthma aged 4 to 11 years
who are symptomatic on an inhaled corticosteroid, the dosage is 1 inhalation of ADVAIR
DISKUS 100/50 twice daily (morning and evening, approximately 12 hours apart).

2.2 Chronic Obstructive Pulmonary Disease
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The recommended dosage for patients with COPD is 1 inhalation of ADVAIR DISKUS
250/50 twice daily (morning and evening, approximately 12 hours apart).

If shortness of breath occursin the period between doses, an inhaled, short-acting betay-
agonist should be taken for immediate relief.

3 DOSAGE FORMS AND STRENGTHS

Disposable purple device with 60 blisters containing a combination of fluticasone
propionate (100, 250, or 500 mcg) and salmeterol (50 mcg) as an oral inhalation powder
formulation. An institutional pack containing 28 blistersis also available.

4 CONTRAINDICATIONS
The use of ADVAIR DISKUS is contraindicated in the following conditions:
e Primary treatment of status asthmaticus or other acute episodes of asthma or COPD where
intensive measures are required.
e Severe hypersensitivity to milk proteins [ see Warnings and Precautions (5.11), Description

(11)].

5 WARNINGS AND PRECAUTIONS
5.1 Risk of Asthma-Related Death With Long-Acting Beta,-Adrenergic Agonists

L ong-acting beta,-adr ener gic agonists, such as salmeterol, one of the active
ingredientsin ADVAIR DISKUS, may increasetherisk of asthma-related death. Therefore,
when treating patients with asthma, physicians should only prescribe ADVAIR DISKUS for
patients not adequately controlled on other asthma-controller medications (e.g., low- to
medium-dose inhaled corticosteroids) or whose disease severity clearly warrants initiation of
treatment with 2 maintenance therapies.

A large placebo-controlled US study that compared the safety of salmeterol with placebo,
each added to usual asthma therapy, showed an increase in asthma-related deaths in patients
receiving salmeterol. The Salmeterol Multi-center Asthma Research Trial (SMART) was a
randomized, double-blind study that enrolled long-acting betay-agoni st—naive patients with
asthma to assess the safety of salmeterol (SEREVENT Inhalation Aerosol) 42 mcg twice daily
over 28 weeks compared with placebo when added to usual asthmatherapy. A planned interim
analysis was conducted when approximately half of the intended number of patients had been
enrolled (N = 26,355), which led to premature termination of the study. The results of the interim
analysis showed that patients receiving salmeterol were at increased risk for fatal asthma events
(see Table 1 and Figure 1). In the total population, a higher rate of asthma-related death occurred
in patients treated with salmeterol than those treated with placebo (0.10% vs. 0.02%, relative risk
4.37[95% Cl: 1.25, 15.34]).

Post-hoc subpopul ation analyses were performed. In Caucasians, asthma-rel ated death
occurred at a higher rate in patients treated with salmeterol than in patients treated with placebo
(0.07% vs. 0.01%, relativerisk 5.82 [95% CI: 0.70, 48.37]). In African Americans a so,
asthma-related death occurred at a higher rate in patients treated with salmeterol than those
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