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1 4 PRODUCT INFORMATION
: ADVAIR™ DISKUS® 100/50
3 (fluticasone propionate 100 mcg and salmeterol* 50 mcg inhalation powder)
4
s ADVAIR™ DISKUS® 250/50
6 (fluticasone propionate 250 mcg and salmeterol* 50 meg Inhalation powder)
7
s ADVAIR™ DISKUS® 500/50 . -
9 (fluticasone propionate 500 mcg and salmeterol* §0 mcg inhalation powder)
10 ' )
11  *As salmeterol xinafoate salt 72.5 mcg, equivalent to salmeterol base 50 mcg
12
13 FORORAL lNHALATION ONLY
14
15 DESCRIPTION; ADVA)R DISKUS 100/50, ADVAIR DISKUS 250/50, and ADVAIR DISKUS SOOEO )
16  are combinations of fluticasone propionate and salmeterol xinafoate. £
17 One active component of ADVAIR DISKUS is fluticasone propionate, @ corticosteroid having ('he
18  chemical name S-(fluoromethyl)6c«,8-difluoro-11p,17-dihydroxy-16a-methyl-3-oxoandrosta-1,4-
19  diene-17p-carbothioate, 17-propionate and the following chemijcal structure:
20 .
21
22
23 Fluticasone propionate is a white {0 off-white powder with a molecular welght of 500.6, and the
24 empirical furmula is CasHaFaOsS. it Is practically insoluble in water, freely soluble in dimsthyl
25 sulfoxide and dl_megl_lilfonnamide, and slightly soluble in methanol and 85% ethanol.
26 The other active component of ADVAIR DISKUS is salmeterol xinafoate, a highly selective
27  beta-adrenergic bronchodilator. Salmeterol xinafoate is the racamic form of the 1-hydroxy-2-
28  naphthoic acid salt of salmeteral. The chemical name of saimetaral xinafoate Is 4-hydroxy-o.'-{[[6-
29  (4-phenylbutoxy)hexyljamino}methyl]-1,3-benzenedimethanol, 1-hydroxy-2-napruhalenecarboxylate.
30 and # has the following chemical structure: *
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ADVAIR" DISKUS® 100/50
(fluticasone propionate 100 mcg and salmeterol* 50 mcg inhalation powder)
ADVAIR™ DISKUS® 250/50
i (ﬂutl'casone propionate 250 meg and salmeterol' 80 mcg inhalation powder
: ADVAIR" DISKUS® 500/50
(flutfeasone proplonate §00 mcg and salmeterol® 50 meg inhalation powder)
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Salmeterol xinafoste is a white to off-while powder with a molecular welght of 603.8, and the
empirical formula is CasHgaNOC11HiOy. 1t IS freely soluble in methanol; slightly soluble in ethanol,
chloroform, and isopropanol; and sparingly soluble in water. .

ADVAIR DISKUS 100/50, ADVAIR DISKUS 250/50, and ADVAIR DISKUS 500/50 are specially
designed plastic devices containing 2 double-foll blister strip of a powder formulation of fiuticasone
propionate and salmeterol xinafoate intanded for oral Inhalation only. Each blister on the doubleéoll
strip within the device contains 100, 250, or 500 meg of microfine fiuticasone propionate and
72.5 meg of microfine salmeterol xinafoate salt, equivalent to 50 meg of salmeterol base, in
12.5 mg of formulation contalning lactose. Each blister contains 1 complete dose of both
medications. After a blister containing medication is opened by activating the device, the
medication is dispersed into the airstream created by the patient inhaling through the mouthpiece.

Under standardized in vitro test conditions, ADVAIR DISKUS delivers 83, 233, and 465 mcy of
fluticasone propionate and 45 mcg of salmeterol base per blister from ADVAIR DISKUS 100/50,
250/50, and 500/50, respectively, when tasted at a flow rate of 60 L/min for 2 seconds. In adult
patients (n = 8) with obstructive lung disease and severely compromised lung function (mean
forced expiratory volume in 1 second [FEV;] 20% to 30% of predicted), mean peak inspiratory flow
(PIF) through a DISKUS® device was 80.0 L/min (range, 46.1 to 115.3 L/min).

Inhalation profiles for adolescent (n = 13, aged 12 to 17 years) and adult (n = 17, aged 18 to
50 years) patients with asthma inhaling maximally through the DISKUS device show mean PIF of
122.2 Umin (range, 81.8 to 152.1 L/min).

The actual amount of drug delivered to the fung will depend on patient factars, such as
inspiratory flow profile.

Iren srproys

CLINICAL PFIARMACOLOGY'

Mechanism of Action: ADVAIR DISKUS: ADVAIR DISKUS is designed to produce a greater
improvement in pulmonary function and symptom control than either fluticasone propionate or
salmeterol used alone at their recommended dosages. Since ADVAIR DISKUS contains both
fluticasone propionate and salmeterol, the mechanisms of action described below for the individual
components apply to ADVAIR DISKUS. These drugs represent 2 classas of medications (a
synthetic corticosteroid and a long-acting beta-adrenergic receptor agonist) that have different
effects on clinical, physiological, and inflammatory indicas of asthma.
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ADVAIR" DISKUS® 100/50

(ﬂuticasone propionate 100 mcg and salmeterol‘ §0 mcg inhalation powder)
ADVAIR” DISKUS® 250/50

(ﬂut:casone propionate 250 mcg and saimeterol* 50 mcg inhalation powder
ADVAIR™ DISKUS® 500/50

(ﬂuﬂtzsone propionate 500 mcg and salmeterol* 50 mcg inhalation powder)

Fluticasone Propionate: Fluticasone propionate is a synthetic, trifluorinated corticosteroid with
potent anti-inflammatory activity. In vitro assays using human lung cytosol b:eparations have
established fluticasone propionate as a human glucocorticoid receptor agonist with an affinity
18 times greater than dexamethasone, ajmest twice that of beclomethd¥one-17-monopropionate
(BMP), the aclive metaholite of beclomethasone dipropionate, and over 3 times that of bugesonide.
Data from the McKenzie vasoconstrictor assay in man are consistent with thess results.

The precise mechanisms of fiuticasone propionate action in asthma are unknown. inflammation
is recognized as an important component in the pathogenesis of asthma, Corticostercids'have been
shown to inhibit multiple cell types (e.g., mast cells, eosinophlls, basophils, lymphocytes,
macrophages, and neutrophils) and mediator production or secretion (e.g., histamine, elcosanoids,
leukotrienes, and cytokines) invelved in the asthmatic response. These anti-inflammatory actions of
corticostervids contribute to thsir efﬁwcy in asthma.

Salmeterol XInafoate: Saimeterol Is a long-acting beta-adrenergic agonist. In vitro studies arg
in vivo pharmeoologic studies demonstrate that saimeterol is selective for beta,-adrenooeptors
compared with isoproterenol, which has approximately equal agonist activity on betas- and
beta,-adrenoceptors. In vitro studies show salmetarol to be at least 50 times more selective for
beta,-adrenoceptors than atbuterol. Aithough bsta,-adrenoceptors are the predominant adrenergic
receptors in bronchial smooth muscle and betas-adrenoceptors are the predominant recsptors in the
heart, there are also betaz-adrenoceptors in the human heart comprising 10% to 50% of the total
beta-adrenoceptors. The precise function of these receptors has not been established, but they raise
the possibiiity that even highly selective betar-agonists may have cardiac effects.

The phamacologlc effects of betas-adrenoceptor agonist drugs, including salmeterol, are at Jeast
in pant attributable to stimulation of intracellular adenyl cyclase, the enzyma that catalyzes the
conversion of adenosine triphosphate (ATP) to cyclic-3',6'-adenosine monophosphate (cyclic AMP).
Increased cyclic AMP levels cause relaxation of bronchial smooth muscle and inhibition of release
of mediators of immediate hypersensitivity from calls, especlally from mast oels.

In vitro tests show that salmeterol is a potent and long-lasting inhibitor of the release of mast cell
mediators, such-as histamine, leukotrienes, and prostagiandin D,, from human lung. Saimeterol
inhibits histamine-induced piasme protein extravasation and inhibits platelet-activating
factor-indiiced eosinophit accumulation in the lungs of guinea pigs when administered by the inhaled
route. In humans, single doses of salmeterol administered via inhalation aerosol attenuate
allergen-induced bronchlal hyper-responsiveness.

Phammacokinetics: ADVAIR DISKUS: Following administration of ADVAIR DISKUs to healthy
subjects, peak plasma concentrations of fiuticasone proplonate were achieved in 1 to 2 hours and
those of salmeterol were achieved in about 5 minutes.

in a single-dose crossovsr study, a higher than recommended dose df ADVAIR DISKUS was
administered to 14 healthy subjects. Two inhalations of the following treatments were administered:

13- opr
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ADVAIR" DISKUS® 100750
(ﬂuﬂcasone propionate 100 mcg and saimeteral* 60 meg inhalation powder)
ADVAIR™ DISKUS® 250/50 -
(ﬂuﬁcasone propionate 250 mcg and salmeterol® 50 mcg inhalation powder
ADVAIR" DISKUS® 500/50
(ﬂutieasone propionate 500 mcg and salmeteroi* 50 mcg inhalation powder)
ADVAIR DISKUS 600/60, fluticasone propionate powder 500 meg and salmeterol powder 50 mcg
given concurrently, and fluticasone propionats powdsr SO0 mcg alone. Mean peak plasma
concentrations of fluticasone proplonate averaged 107, 94, and 120 pg/mL, respectively; those for
salmeterol averaged 200 and 150 pg/mL, respectively, indicating no significant changes in systemic
exposures of fluficasone propionate and salmeterul.

In & repeat-dose study, the highest recommended dose of ADVAIR DISKUS was admmistened to
45 ssthmatic patients. One inhalation twice dally of the following treatments was administered:
ADVAIR DISKUS 500/50, fiuticasone propionate powder 500 mcg and ssimeterol powder 50 mcg
glven concurrently, or fluticasone propionate powder 500 mcg alone. Mean peak stoady-state
plasma concentrations of fiuticasone propianate averaged 57, 73, and 70 pg/mL., respactively,
indicating no significant changes in systemic sxposure of fluticasone propionate. No plasma
concentretions of salmeterol were measured in this repeat-dose study.

No significant changes in excretion of fluticasone propionate or salmeterol were observed. n&
terminal hatf-life of fluticasone propionate averaged 5.33 to 7.65 hours when ADVAIR DISKUS vias
administered, which Is similar to that reported when fluticasone propionate was given concurrently
with salmeterol or when fiuticasone propionate was given alone (average, 5.30 to 6.81 hours). No
terminal half-life of salmeterol was reported upon administration of ADVAIR DISKUS or salmetero!
given concurrently with fluticasone propionate.

Special Populations: Formal pharmacokinetic studies using ADVAIR DISKUS were not
conducted to examine gender differences or in special populatians, such as eiderly patients or
patiants with hepatic or renal impairment.

Drug-Drug Interactions: In the repeat- and single-dose studies, there was no evideace of
significant drug interaction in systemic exposure between fluticasone propionate and salmeterol
when given as ADVAIR DISKUS.

Fluticasone Propfanate: Absorpiion: Fluticasone propionate acts locally in the lung;
therefore, plasma levels do not predict therapeutic effect. Studies using oral dosing of labeled and
unlabeled drug have demonstrated that the oral systemic bioavallability of futicesone propionate is
negligible (<1%), primarily due to incompiete absorption and presystemic metabolism in the gut and
liver..In contrast, the majority of the fluticasone propionate delivered to the lung is systemically
absorbed: The systemic bioavailability of fiuticasone propionate from the DISKUS device in heaithy
volunteers averages 18%. '

Peak steady-state fluticasone propionate plasma cancsntrations in adult patients (n = 11) ranged
from undetectable to 266 pg/mL after a 500-mog twice-dally dose of fiuticasone propionste
inhalation powder using the DISKUS device. The mean fluticasone proplonate plasma
concentrstion was 110 pg/mL. ‘
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ADVAIR DISKUS® 100/50

(ﬂuticasone propionate 100 mcg and salmeterol® 50 mcg inhalation powder)
ADVAIR" DISKUS® 260/50

(ﬂu!lcasone proplonm 250 mcg and salmeterol‘ 50 mcg jnhalation powder
ADVAIR” DISKUS® §00/50

(ﬂutlcasono propionate §00 mcg and salmeterol* 50 mcg Inhalation powder)

Distribution: Following imtravenous administration, the Initial disposition phase for
fiuticasone propionate was rapid and consistent with its high lipid solubility and tissue binding. The
volume of distribution averaged 4.2 L/kg.

The percentage of fiuticasone propionate bound to human plasma preteins averages §1%.
Fluticasone propionats s weakly and reversibly bound to erythrocytes and Is not significantly bound
to human transcortin,

Metabollsm: The total clearance of fluticasone propionate is hlgh (average, 1093 ml/min),
with renal clearance accounting for less than 0.02% of the total. The only circulating metabolite
detected in man Is the 17p-carboxylic acid derivative of fluticasone propianate, which is formed
through the cytochrome P450 3A4 pathway. This metabolite had less affinity (approximately
1/2000) than the parent drug for the glucocorticoid receptor of human lung cytasol in vitro and
negligible pharmacological activity in animal studies. Other metabolites detected in vitro using
cultured human hepatoma cells have not been detected in man.

Elimination: Following intravenous dosing, fluticasone propionate showed polyexponentlalg
kinetics and had a terminal efimination half-life of approximately 7.8 hours. Less than $% of a i
radiolabeled oral dose was excreted In the urine as metabolites, with the remainder excreted in the
feces as parent drug and metabolites.

Hepatic Impairment: Since fiuticasone proplonate is predominently cleared by hepatic
metabolism, impairment of liver function may lead to accumulation of fluticasone propionate in
plasma. Therefore, patients with hepatic disease should be closely monitored.

Gender: Full pharmacokinetic profiles were obtained from 9 female and 168 male patients
given fluticasone propionate Inhalation powder 500 meg twice dally using the DISKUS. No overall
differsnces in fluticasone prepionate pharmacokinetics were observed.

Special Populatians: Formal pharmacokinetic studies using fluticasone propionate were not
carried out in other speciai populations.

Drug-Drug Interactions: In a multiple-dose drug interaction study, coadministration of
firticasone propionate (500 meg twice dally) and erythromycin (333 mg 3 times daily) did not affect
fluticasone propionate pharmacokinetics. In another drug interaction study, coadministration of
fluticasone propionate (1000 mcg) and ketoconazole (200 mg once daily) resulted In increased
fluticasoné propionate concentrations and reduced plasma cortisol area under the plasma
concentration versus tims curve (AUC). but had no effect on urimary excretion of cortisol. Since
fiuticasone propionate is a substrate of cytochrome P450 3A4, caution should be exercised when
cytochrome P450 3A4 inhibitors (e.g., ritonavir, ketoconazole) are coadminisiered with fluticasone
propionste as this could result in increased plasma concentrations of fiuticasone propionate.

Salmeterol Xinafoate: Saimeterol xinafoate, an ionic salt, dissociates in solution so that the
salmeterol and 1-hydroxy-2-naphthoic acid (xinafoate) moieties are absorbed, distributed, -

S
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ADVAIR" DISKUS® 100/50

(fluticasone proplonate 100 mcg and :almeterol‘ §0 mcg inhalation powder)
ADVAIR" DISKUS® 250/50

(ﬂuﬁmone propionate 250 mcg and salmeterol® 50 meg inhalation powder
ADVAIR" DISKUS® §00/50

(ﬂuticésone praplonate 500 mcg and salmeterol* 50 mcg inhalation powder)

metabolized, and eliminated independently. Salmeterol acts locally in the lung; therefore, plasma }
levels do not predict therapeutic effect. |

Absorption: Because of the small therapeutic dose, systemic levels of saimeterol are low or
undetectable after inhalation of recommended doses (50 mog of salmetesol inhalation powder twice
daily). Following chronic administration of an Inhaled dose of S0 mog of salmeterol inhalation
powder twice daily, saimeterol was detected in plasma within 5 to 45 quinutes in 7 asthmatic
patients; plasma concentrations were very low, with mean pesak concentrations of 167 pg/mL at
20 minutes and no accumulation with repeated doses.

Distribution: Binding of salmetero! to human plasma protelns averages 6% in vitro over the
concentration range of 8 to 7722 ng of salmeterol base per milliliter, much higher concentrations
than those achleved following therapeutic deses of salmeterol. :

Metabolism: Saimeterol base is extensively metabolized by hydroxylation, with subsequent
elimination predominantly in the feces, No significant amount of unchanged saimeterol base wasg
detected in either urine or feces.

Efimination: In 2 healthy subjects who received 1 mg of radiolabeled saimeterol (as
salmeterol xinafoate) orally, approximately 25% and 0% of the radiolabeled salmeterol was
eliminated in urine and feces, respectively, over a period of 7 days. The terminal elimination half-life
wes about 6.5 hours (1 volunteer only).

The xinafoate moiety has no apparent pharmacoiogic activity. The xinafoate moiety Is highly
proteln bound (>99%) and has a long elimination half-life of 11 days.

Special Populations: Farmal pharmacokinetic studies of salmeterol base have not been
conducted in special populations, Sincs salmeterol is predominantly cleared by hepatic metabolism,
impairment of liver function may lsad to accumulation of salmeterol in plasma. Therefore, patients
with hepatic disease should be closely montored.

Pharmmacodynamics: ADVAIR DISKUS: Since systemic pharmacodynamic effects of saimeterol
are not normally seen at the therapeutic dose, higher doses were used to produce measurable
effects. Four studies were conducied in heafthy subjects: (1) a single-dose crossover study using
2 inhalations of ADVAIR DISKUS 500/50, fluticasone prapionate powder 500 mcg and salmeterol
powder 50 mcg given concurrently, or fluticasone propionate powder 500 mcg given alone, (2) &
cumulativé dose study using 50 to 400 mcg of salmeterol powder given alone or as ADVAIR
DISKUS 500/50, (3) a tepeat-dosé study for 11 days using 2 inhalations twice daily of ADVAIR
DISKUS 250/50, fluticasane prapionate powder 250 meg, or salmeterol poder 50 meg, and (4) a
single-dose study using 5 inhalations of ADVAIR DISKUS 100/50, fiuticasone propionate powder
100 meg alone, or placebo. In these studies no significant differences were observed in the
pharmacodynamic effects of saimeterol (pulse rate, blood pressure, QTc interval, potassium, and
glucose) whether the salmeterol was given as ADVAIR DISKUS, concurently with fluticasone
propionate from separate inhalers, or as salmeterol alone. The systemic pharmacodynamic effects

3
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ADVAIR™ DISKUS® 100/50

(nuﬂmsono propionate 100 mcg and salmeterol* 50 mcg inhalation powder)
ADVAIR™ DISKUS® 250/50

(ﬂutlcasone proplonate 250 meg and salmeterol* 50 mcg inhalation powder
ADVAIR™ DISKUS® 500/50

(ﬂuﬁclsone propionate 500 mcg and salmeterol® 50 mcg Inhalation powder)

of salmeterol were not altered by the presenca of fluticasone propionate ip-ADVAIR DISKUS. The
potential effect of salmeterol or. the effects of fluticasone propianate on the
hypothalamic-pituitary-adrenal (HPA) axis was also evaluated in these studies. No significant
diffarences across treatments were observed in 24-hour urinary cortisobexcretion and, where
measured, 24-hour plasma cortisol AUC. The systemic pharmacodynamic effects of fluticasone
propionate were not altered by the presence of salmeterol in ADVAIR DISKUS in healthy subjects.

in clinical studies with ADVAIR DISKUS in patients with asthma, no significant differences were
observed in the systemic pharmacodynamic effects of salmeterol (pulse rate, biood pressure, QTc
interval, potassium, and glucose) whether the salmeterol was given alone or as ADVAIR DISKUS.
In 72 adolescent and adult patients with asthma given either ADVAIR DISKUS 100/50 or ADVAIR
DISKUS 250/50, continuous 24-hour electrocardiographic monitoring was perfarmed after the first
dose and after 12 weeks of tharapy, and no clinically significant dysrhythmias were noted.

in a 28-week study in patients with asthma, ADVAIR DISKUS 5§00/50 twics daily was oomparg
with the concurrent yse of salmeterol powder 50 mog plus fluticasone propionate powder 500 mc§
from separate inhalers or fiuticasone propionate powder 500 mog alone. No significant difference$
across treatments were observed in plasma cortisol AUC after 12 weeks of dosing or in 24-hour

urinary cortiso! excretion after 12 and 28 weeks.

In a 12-week study in patients with asthma, ADVAIR DISKUS 250/50 twice daily was compared
with fluticasone propionate powder 250 meg alone, salmeterol powder 50 meg alone, and placebo.
For most patients, the ability to increase cortisol production In response to stress, as assessed by
30-minute cosyntropin stimulation, remained intact with ADVAIR DISKUS. One patient (3%) who
received ADVAIR DISKUS 250/50 had an abnormal response (peak serum cartisol <18 meg/dL)
after dosing, compared with 2 patients (6%) who received placebo, 2 patients (6%) who received
fluticasone propionate 250 mog, and no patients who received salmeterol.

Fluticasone Proplonate: In ciinical trials with fluticasone propionate inhalation powder using
doses up to and including 250 mcg twice dafly, occasional abnormal short cosyntropin tests (peak
serum cortisol <18 meg/dL) were noted both in patients receiving fiuticasone proplionate and in
patients receiving piaceba. The incidence of abnormal tests at 500 meg twice dally was greater than
placebo. in & 2-yest study carried out in 64 patients with mild, persistent asthma (mean FEV, 81%
of predicied) fandomized to fiuticasone propionate 500 mcg twice daily or placebo, no patient
receiving fluticasone propionate had an abnormal response to 6-hour cosyntropin infusion (peak
serum cortisol <18 mceg/dL). With a peak corglsol threshold of <35 mcg/dL, one patient receiving
fluticasone propionate (4%) had an abnormal response at 1 year; repeat testing at 18 months and
2 years was normal. Another patient receiving fiuticasone propionate (5%) had an abnormal
response at 2 years. No patient on placebo had an abnormal response at 1 or 2 years.

Salmeterol Xinafoate: Inhaled salmeterol, like other beta-adrenergic agonist drugs, ¢an in some
patients produce dose-related cardiovascular effects and effects on blood glucose and/or serum
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ADVAIR" DISKUS® 100/50 -

(Aluticasone propionate 100 meg and salmeterol" §0 mcg inhalation powder)
ADVAIR" DISKUS® 250/50

(fluticasone propionate 250 meg and salmeterol' 50 mcg inhalatlon powder
ADVAIR" DISKUS® 600/50

(fluuasone proplonate 500 mcg and salmeterol* 50 mcg inhalation powder)

potassium (See PRECAUTIONS). The cardiovascular effects (heart rate, blood pressure) associated -
with saimeterol occur with simitar frequency, and are of simliar type and séverity, as those noted
following albuterol administration.

The effects of rising doses of salmetero! and standard Inhaled doses of albuterol were studled in
volunteers and in patients with asthma. Salmeterol doses up fo 84 mcg udmln!stemd as Inhalation
aerosol resulted in heart rate increases of 3 to 16 beats/min, about the same as albuterol dosed at
180 mog by Inhalation aerosol (4 to 10 beats/min). Adolescent and ‘adult patients recelving 60-mcg
doses of salmeterol inhalation powder (0 = 60) underwent continuous electrocardiographic
monHoring during two 12-hour perlods after the first dase and after 1 month of thampy and no
clinically significant dysrhythmias were noted.

Studies in laboratory enimals (minipigs, rodents, and dogs) have demonstrated the occurrence of
cardiac arrhythmias and sudden death (with histalogic evidence of myocardial necrosis) when
bets-agonists and methylxanthlnes are administered concurrently. The dlinical significance ofu\fe
findings is unknown.

I stpraes

CLINICAL TRIALS: In dinical trials comparing ADVAIR DISKUS with the individual components,
improvemnents in most efficacy endpoints were greater with ADVAIR DISKUS than with the use of
either fluticasone propionsate or salmeterol alone, In addition, clinical trials showed similar results
between ADVAIR DISKUS and the concurrent use of fiuticasone prapionate plus salmeterol at
corresponding doses from separate inhalers.

8tudies Comparing ADVAIR DISKUS to Fluticasone Proplonate Alone or Salmeterol Alone:
Three double-biind, paraliel-group dinical trials were conducted with ADVAIR DISKUS in 1208
adolescent and adult patients (212 years, baseline FEV, 63% to 72% of predicted normal) with
asthma that was not optimally controlied on their current therapy. All treatments were inhalation
powders, given as 1 Inhalation from the DISKUS device twice dally, and other maintenance
therapies were discontinued.

Study 1: Clinical Trial With ADVAIR DISKUS 100/50; This placebo-controlied, 12-week, US
study cornpared ADVAIR DISKUS 100/50 with its individual components, fiuticasone propionate
100 meg and salmeterol 50 meg. The study was stratified according to baseline asthma
maintenance therapy; patients were using either inhaled corticosteroids (n = 250) (daily doses of
beclomethasone dipropionate 252 to 420 mog, flunisolide 1000 meg, fluticasone propionate
inhalation aerosal 176 mcyg, or triamcinolone acstonide 600 to 1000 meg) or salmeterol (n = 106).
Baseline FEV; measurements were similar doross treatments: ADVAIR DISKUS 100/50, 2.17 L.
fluticasone propionats 100 meg, 2.11 L; salmeterol, 2.13 L; and placebo, 2.15 L.

Predefined withdrawal criteria for lack of efficacy, an indicator of worsening asthma, were utifized
for this placebo-controlled study. Worsening asthma was defined as a clinically important decrease
in FEV, or peak expiratory flow (PEF), Increase in use of VENTOLIN® (albuterol, USP) Inhalation
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ADVAIR™ DISKUS*® 100/50

(fluticasone propionate 100 mcg and salmeterol* 80 mcg inhalation powder)
ADVAIR™ DISKUS® 250/50

(ﬂuﬂmone proplonate 250 mcg and salmeterol' 50 meg inhalation powder
ADVAIR" DISKUS® 500/50

(ﬂuﬁasonc propionate §00 mcg and salmeterol* 80 mcg inhalation powder)

Aerosol, Increase in night awakenings due to asthma, emergency intervention or hospitalization due
to asthma, or requirement for asthma medication not allowed by the protocol. As shown in Table 1,
statistically significantly fewer patients receiving ADVAIR DISKUS 100/50 were withdrawn due to
worsening asthma compared with fluticasone propionate, salmeterol, aad placebo.

Table 1: Percent of Patients Withdrawn Due to Worsening Asthma in Patients
Previously Treated With Either Inhaled Corticosteroids or Salmetero 4Study 1)

ADVAIR DISKUS | Fluticasone Proplonate Salmeteral b
100/50 100 mcg S0meg Placebo
(n=87) (n = 85) _(n=88) (=77

3% 14% 35% 49%

The FEV; results are displayed in Figure 1. Because this trial used predetermined criteria for. E
worsening asthma, which caused more patients In the placabo group to be withdrawn, FEV, resufis
at Endpoint (1ast available FEV, resulf) are also provided. Patients recelving ADVAIR DISKUS &
100/50 had significantly greater improvements in FEV, (0.51 L, 26%) compared with fiuticasone
propionate 100 meg (0.28 L, 15%), salmeterol (0.11 L, §%). and placebo (0.01 L, 1%). These
improvements in FEV, with ADVAIR DISKUS were achieved regandless of baseline asthma
maintenance therapy (inhaled corticosteroids or saimeterol).
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ADVAIR" DISKUS® 100/50

(fluticasone proplonate 100 mcg and salmeterol’ 60 mcg Inhalation powder)
. ADVAIR™ DISKUS® 250/50

! (ﬂuﬂcasone proplonate 260 meg and salmeterol® 50 mcg inhalation powder
ADVAIR" DISKUS® §00/50

(ﬂutleasone propionate 500 mcg and salmeterol* 50 mcg inhalation powder)

300 "~ Figure 1: Mean Percent Change From Baseline in FEV, in Patients
301 Previously Treated With Either Inhaled Corticosteroids or Saimeterol {Study 1)
302 ~
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5 - A ADVAIR DISKUS 100/50 twice dally °;
@ Fuslicasone proplonate 100 meg twice dally =
@ Sumetar) 50 meg twice dady .
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ADVAR DISKUS 100550 &7 7 73 8
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proplonate 100 mog
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\

i 305 The effect of ADVAIR DISKUS 100/50 on moming and evening p2ak expiratory flow (PEF,
| 306 endpoints is shown in Table 2.

} 307 :

|

\

|
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ADVAIR" DISKUS® 100/50
(fluticasone proplonate 100 mcg and salmeterol‘ 50 mcg inhalation powder)
ADVAIR" DISKUS® 250/50
(fluticasone propionate 250 mcg and salmetcrol‘ 50 mcg inhalation powder
‘ ADVAIR" DISKUS® 500/50
(ﬂuﬂcasom propionate 500 mcg and salmeterol” §0 mcg inhalation powder)

308 Table 2; Peak Expiratory Flow Results for Patients
309 Previously Treated With Either Inhaled Corticosteroids or Salmeterol (Study 1)
ADVAIR Fluticasone
DISKUS 1 Proplonate Sameterol
100/50 * 100 meg 50 mog Placebo
_Efficacy Variable* (n=87) (n = 8%5) +_o(n = 86) (h=T77)
AM PEF (Umin) , ~ .
Baseline 393 974 389 382
Change from baseline 53 17 2 -24
PM PEF-(Umin) :
Baseline 418 380 396 398
. Change from baseline 35 L] 7 -13
310 *Change from baseline = dhange from baseline at Endpoint (last avaliable data).

31

312 The subjeclive impact of asthma on pauenis' perception of health was evaluated through use" f

313  aninstrument called the Asthma Quality of Life Questionnaire (AQLQ) (based on a 7-point scale

314 where 1 = maximum impairment and 7 = none). Patients recelving ADVAIR DISKUS 100/50 had

315 clinically meeningful improvements in overall asthma-specific quality of life as defined by a

316 difference between graups of 0.5 points in change from baseline AQLQ scores (d'fretence in

317 AQLQ score of 1.25 compared o placebo).

318 Study 2: Clinical Trial With ADVAIR DISKUS 250/50: Thlg placebo-controlied, 12-week, US

319 study compared ADVAIR DISKUS 250/50 with its individual components, fiuticasone propionate

320 250 mecg and salmeterol 50 mcg in 349 patients using inhaled corticosteroids (daily doses of

321 beclomethasone dipropionate 462 to 872 meg, flunisolide 1250 to 2000 mcg, fluticasone propionate

322 inhalation aerosol 440 mcg, or trdiameinolone acetonide 1100 to 1600 meg). Baseline FEV,

323 measurements were similar across treatments: ADVAIR DISKUS 250/50, 2.23 L; fluticasone

324  proplonate 250 meg; 2.12 L; salmeterol, 2.20 L; end placebo, 2.19 L

325 Efficacy resu'ts In this study were similar to those observed in Study 1. Patients receiving

326 ADVAIR__QIS_KUS 250/50 had significantly greater impravements in FEV; (0.48 L, 23%) compared .

327 with futicasone propionate 250 mcg (0.25 L, 13%), saimeteral (0.05 L, 4%), and placebo (decreass

328 of 0.11 L, decrease of 5%), Statistically significantly fewer patients receiving ADVAIR DISKUS

329  250/50 were withdrawn from this study for worsening asthma (4%) mmpére_d with fluticasone

330 propiomate (22%), salmetsrol (38%), and placebo (62%). In addition, ADVAIR DISKUS 250/50 was

331  superior to fiuticasone propionate, salmeterol, and placebo far improvements in moming and

332 evening PEF. Patients receiving ADVAIR DISKUS 250/50 also had clinically meaningful

L 333  improvements in overall asthma-specific quality of life as described inStudy 1 (difference in AQLQ
334  score of 1.29 compared to placebo).

- -q-mr‘mf; 2
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ADVAIR" DISKUS® 100750
(ﬂuﬂcasone propionate 100 mcg and salmeterol' 60 mcg inhalation powder)
ADVAIR" DISKUS® 250/50
(ﬂutfasone propionate 250 mcg and saimeterol* §0 mcg inhalation powder
ADVAIR™ DISKUS® 500/50
(ﬂuticasone propionate 500 mcg and salmeterol® 50 mcg inhalation powder)
335 Study 3: Clinical Trial With ADVAIR DISKUS 500/50: This 28-week, ron-US study compared
336 ADVAIR DISKUS 500/50 with fluticasone propionate 500 mcg alone and conourent therapy
337 (salmetaro! SO mcg plus fiuticasone propionate 500 mog administered from separate inhalers) twice
338  dally in 503 patients using inhaled corticosterolds {daily doses of beclomethasone dipropionate
339 1260 to 1880 mcy, budesonide 1500 to 2000 meg, flunisolide 1500 to 2000 mey, or fluticasone
340 ° propionate inhalation aerosol 660 to 880 mog (750 to 1000 meg inhalation powder)). The primary
341 efficacy parameter, momlna PEF, was collected dally for the first 12 weeks of the study The
342  primary purpese of weeks 13 1o 28 was to collect safety data. b
343 Baseline PEF measurements were similar across treatments: ADVAIR DISKUS 500/50,
344 359 Lmin; fluticasone propionate 500 meg, 351 L/min; and concurrent therapy, 345 L/min. As
345 shown in Figure 2, moring PEF improved significantly with ADVAIR DISKUS 500/50 compared
346  with fluticasone propionate 500 mcg over the 12-week treatmerit perfod. Improvements in mom_lgq
347  PEF observed with ADVAIR DISKUS 500/50 were similar to improvements observed with £
348  concurrent therapy. E
349 :

APPEARS THIS WAY
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ADVAIR™ DISKUS® 100/50

(ﬂutncasone propionate 100 mcg and salmeterol* 50 mcg Inhalation powder)
ADVAIR™ DISKUS® 250/50

(ﬂutlusone proplonate 250 m¢g and salmeterol‘ §0 mcg inhalation powder
ADVAIR" DISKUS® 500/50

(ﬂuticasone proplonate 600 mcg and salmeterol® 50 mcg inhalation powder)

Flgure 2: Mean Percent Change From Baseline in Moming Peak Expiratory Flow
in Patlents Previuusly Treated With Inhaled Corticosteroids (Study 3)

18 ~e
o
18 —
14 ~
12
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Z
-]
._ -
g . E
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.‘“."' -'“, .\’\‘ :. e \'\r'\ﬁ' . _i
AR MY
o IR
oy = ADVAIR DISKUS 500/50 twice daily
. ! i - fluticss
2 "‘ At mmswmmgMn dmnr'ym
N Fluticasons propionate 500 meg twice daily
0 T T T T T T T 1T T
Week 0 1 2 3 4 8 8 7 8 9 10 11 12
& A N
ADVAIR DISKUS S00/50 167 159 149
Sstmeterol 50
+ Bticasone med
proplonate 500 mcg 1% 160 147
Fuficasone
prapiomate S00 meg 164 148 136

Onsef of Action and Progression of Improvement in Asthma Control: The onset of action and
progression of improvement in asthma control ware evaluated in the 2 placebo-controlled US trials.
Followinéd't}ie-’ﬂ}st dose, the median time to onset of clinically significant bronchodilatation 215% -
improvement in FEV;) in most patients was seen within 30 to 80 minutes. Maximum improvement
in FEV, generally occurred within 3 hours, and dlinically significant improvement was maintained

for 12 hours (see Figure 3).

Following the initial dase, predose FEV, relative to day 1 baseline improved markedly over the
first week of treatment and continued to improve over the 12 weeks of trestmsnt in bath studies.
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ADVAIR" DISKUS® 100/50

(ﬂutlcasone propionate 100 mcg and salmeterol® 50 mcg inhalation powder)
ADVAIR" DISKUS® 250/50

; (ﬂuﬂcasone propionate 250 mcg and salmeterol‘ §0 mog inhalation powder
ADVAIR" DISKUS® 500750

(ﬂuﬂcasone propionate 500 mcg and salmeterol* §0 mcg inhalation powder)

364 No dimtnutlon in the 12-hour bronchodilator effect was observed with either ADVAIR DISKUS
365  100/50 (Figures 3 and 4) or ADVAIR DISKUS 250/50 as assesad by FEV, following 12 weeks of
366 therapy.
367 B o
368 Figure 3: Percent Change In Serial 12-hour FEV, In Patients .
369 Previously Using Either Inhaled Corticosteroids or Salmetero! (Study 1)
370 : '
m p First Treatment Day
40 —
& ADVARR DISKLIE 100/50 twice dally (n = 87)
a5 ] | ® Saimeterol S0 meg twice dally (1 = 88) g3
¥ Futicasone proplonate 100 meg twice dally (n = 85) £
4 Pacsbo(ne77) :
30 — B
B o5
g
. e 20
15 —
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387
388

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

ADVAIR™ DISKUS® 250/50
(ﬂuﬁcasone propionate 250 mcg and salmeterol‘ 80 mcg inhatation powder

ADVAIR" DISKUS® 500/50
(ﬂuﬂcasom propionate 500 mcg and saimeterol* 50 mcg inhalation powder)

Figure 4: Percent Change in Serial 12-hour FEV in Patients
Previously Using Either Inhaled Corticosteroids or Saimeterol (Study 1)

Last Treatmant Day (Week 12)

7
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i A ADVAIR DISKLS 100/50 twice dally (1 = 73)
i 7 ® Saimeterol 50 mog twice daly (n = 48)
g B Flaticasons propianats 100 mog twice dady (n = 85)
4 Placedo (n = 26)
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Red&&fo:f in asthma symptoms, use of rescue VENTOLIN [nhalation Aerosol, and improvement
in moming and evening PEF also occurred within the first day of treatment with ADVAIR DISKUS,
and continued to improve over the 12 weeks of therapy In both studies.

INDICATIONS AND USAGE: ADVAIR DISKUS Is indicated far the long-term, twice-daily,
maintenance treatment of asthma in patients 12 years of age and older.
ADVAIR DISKUS is NOT Irdicated for the relief of acute bronchospasm.
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ADVAIR" DISKUS® 100/50

(fiuticasone proplonate 100 mcg and salmetetol‘ 60 mcg inhalation powder)
ADVAIR" DISKUS® 250/50

(ﬂuticasone propionate 250 mcg and salmeterol* 50 mcg inhalation powder
ADVAIR™ DISKUS® §00/50

(ﬂutn:asone proplonate 500 mcg and salmeterol* 50 mcg inhalation powder)

CONTRAINDICATIONS: ADVAIR DISKUS is contraindicated in the primary treatment of stetus
asthmaticus or other acute episodes of asthma where intensive measures are required.
Hypersensitivity to any of the lnoredients of these preparations contraindicates their use.
[
WARNINGS: ADVAIR DISKUS should not be used for transferring patlcnts from systemic
corticosterold therapy. s

g8&8e %

Particular care is needed for patients who have been transferred from systemically active
corticosteroids to Inhaled corticosteroids bacause deaths due to adrenal insufﬂdency have ocourred
in patients with asthma during and after transfer from systemic corlicosteroids to less systemically
available inhaled oorticosteroids. After withdrawal from systemic corticosteroids, a number of
months are required for recovery of HPA function.

Patients who have been previously maintained on 20 mg or more per day of prednisone (or
equivalent) may be most susceptible, particularly when their systemic corticosteroids have bee}%s
almost completely withdrawn. During this period of HPA suppression, patients may exhibit signs-and
symploms of adrenal insufficiency when exposed to trauma, surgery, or infection (particutarly *
gastroenterilis) or other conditions associated with severe electrolyte loss. Although inhaled
corticosteroids may provide control of asthma symptoms during these episodes, in recommended
doses they supply less than normal physiological amounts of glucocorticoid systemically and do
NOT provide the mineralocorticold activity that is necessary for coping with these emergencies.

During periods of stress or a severe asthma attack, patients who have been withdrawn from
systemic corticosteroids should be instructed to resume oral corticosteroids (in large doses) -
immediately and to contact their physicians for further instruction. These patients should also be
instructed to cemry a waming card indicating that they may need supplementary systemic
corticosteroids during periods of stress or a severe asthma attack.

1. ADVAIR DISKUS SHOULD NOT BE INITIATED IN PATIENTS DURING RAPIDLY
DETERIORATING OR POTENTIALLY LIFE-THREATENING EPISODES OF ASTHMA. Serious
acute respiratory svents, including fatalities, have been reported both in the United States
and worldwide when salmeterol, a component of ADVAIR DISKUS, has been initiated in
patients with significantly worsening or acutely deteriorating asthma. In most cases, these
have accumred in patients with severe asthma (e.g., patients with a history of corticosteroid
dependence, low pulmonary function, intubation, mechanical ventilation, frequent hospitalizations,
or previous life-threatening acute asthma exacerbations) and/or in some ba!ients in whom asthma
has been acutely deteriorating (e.g., unresponsive to usual medications; increasing need for
inhaled, short-acting beta,-agonists; increasing need for systemic corticosteroids; significant
increase in symptoms; recent emergency room visits: sudden or progressive deterforation in
pulmonary fuaction). However, they have occurred In a few patients with less severe asthma as

16
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ADVAIR" DISKUS® 100/50

(fluticasone propionate 100 mcg and salmeterol' 50 mcg inhalauon powder)
ADVAIR™ DISKUS® 250/50

(ﬂuﬂcasone proplonate 250 mcg and salmeterol® 50 mcg inhalation powder
ADVAIR" DISKUS® §00/50

(ﬂuticasone propionate 500 mcg and salmeterol® 60 mcg inhalation powder)

well. It was not possible from these reports to determine whether saimeterol contributed to these
events or simply falled to relieve the deteriorating asthma.

2. Do Not Use ADVAIR DISKUS To Treat Acute Symptoms: An inhaled, shon-adma beta-agonist,
not ADVAIR DISKUS, shouid be used to relieve acute asthma symptonss. When prescribing
ADVAIR DISKUS, the physician must also provide the patient with an inhaled, short-acting.
betaz-agonist (e.g., albuterof) for trestment of symptoms that occur-acutely, despito mgutar twice
daily (moming and evening) use of ADVAIR DISKUS.

When beginning treatment with ADVAIR DISKUS, patients who have been taking oral or inhaled,
short-acting betaz-agonists on a regular basis (e.g., 4 times a day) should be instructed to
discontiie the regular use of these drugs. For patients on ADVAIR DISKUS, short-acting, inhaled
betaz-agonists should only be used for symptomatic relief of scute asthma symptoms (see
PRECAUTIONS: information for Pauents) '

%Mm_ Asthma may deteriorate acutely over a penod of hours or chmnlcally overE
several days or longer, If the patient's inhaled, short-acting beta,-agonist becomes less effecﬁve.
the patient needs more inhalations than usual, or the patient develops a significant decreass in
PEF, these may be a marker of destabllization of asthma. In this setting, the patient requires
immediate reevaluation with reassessment of the trestment regimen, giving special consideration to

. the possible need for replacing the current strength of ADVAIR DISKUS with a higher strength,

adding additional inhaled corticosteroid, or initiating systemic corticosteroids. Patients should not
use more than one inhalation twice dally (momlng and evening) of ADVAIR DISKUS.

Patients who are receiving ADVAIR DISKUS twice daily should not use salmeterol or other
long-acting inhaled betaz-agonists for prevention of exercise-induced bronchospasm or the
maintenance treatment of asthma. Additional benefit would not be gained from using supplemental
salmetervl for prevention of exercise-induced bronchospasm since ADVAIR DISKUS already
contains salmewm(

5. M&W ADVAIR DISKUS should not be used more oﬂen or at
higher dases than recommended. Fatalities have been reported in association with excessive use of
inhaled sympathomimetic drugs. Large doses of inhaled or oral salmeterol (12 to 20 times the
recommended dose) have been associated with clinically significant prolongation of the QT
interval, which has the potential for producipg ventricular arrhythmias, .

6. Paradoxical Bronchospasm; As with other inhaled asthma medications, ADVAIR DISKUS can
nroduce paradoxical bronchospasm, which may be life threatening. If paradoxical bronchospasm
oocurs following dosing with ADVAIR DISKUS, i should be treated immediately with a short-acting,
inhaled bronchodilator, ADVAIR DISKUS should be discontinued imnrediately, and alternative
therapy should be instituted.

17
000018




AUG.24.2080 S:13PM GLAXO WELLCOME ‘ NO. B66 P.13

462

EhgEd

469
470
4N
472
473
474
475
476
477
478

479

480
481
482
483
484
485
486
487
488
489
490
491
452
493
494
495
496
497
458

ADVAIR" DISKUS® 100/50
{fiuticasone propionate 100 mcg and salmeterol‘ 50 mcg inhalation powder)
ADVAIR™ DISKUS® 250/50
(ﬂutilasone proplonate 250 mcg and salmeterol‘ §0 mcg inhalation powder
: ADVAIR™ DISKUS® 500/50
(ﬂutleasone propionate 5§00 mcg and salmeterol* 50 mcg inhalation powder)

7. Immediate Hypersensitivity Reactions: Immediate hypersensitivity reactions may occur aﬂer
administration of ADVAIR DISKUS, as demonstrated by cases of urticaria, angioedema, rash, and

bronchospasm.

8. Upper Airwsy Symptoms: Symptoms of laryngeal spasm, liritation, g swelling, such as stridor
and choking, have been reported in patients reoelving fluticasone propionate and salmeterol,
components of ADVAIR DISKUS.

8. Cardiovascular Disorders: ADVAIR DISKUS, like all products contalnlng sympathomimetic
amines, should be used with caution in patients with cardiovascular disorders, especially ‘coronary
insufficiency, cardiac arrhythmias,_ and hypertension. Salmeterol, a component of ADVAIR DISKUS,
can produce a clinically significant cardiovascular effect in some patients es measured by pulse
rate, blood pressure, and/ar symptoms. Although such effects are uncommon after administration of
salmeterol at recommended doses, If they occur, the drug may need 1o be discontinued. In addition,
beta-agonists have been reported to produce electrocardiogram (ECG) changas, such as flatte
of the T wave, prolongation of the QT interval, and ST segment depression. The clinical
significance of thess findings is unknown.

10. Discontinuation of Systemic Corticosteroids: Transfer of patients from systemic corticostero
therapy to ADVAIR DISKUS may unmask conditions previously suppressed by the systemic
corticosteroid therapy, e.g., thinitis, conjunctivitis, eczema, and arthritls,

11. Immunosuppression: Persons who are using drugs that suppress the immune system are more
susceptible 10 infections than hegithy individuals. Chickenpox and measles, for example, can have
a more serious or even fatal course in susceptible children or adults using corticosteroids. In such
children or adults who have not had these diseases or been properly immunized, particular care
should be taken to avoid exposure. How the dose, route, and duration of corticosteroid
administration affect the risk of developing a disseminated infection is not known. The contribution
of the underlying disease and/or prior corticosterold treatment to the risk is also nat known. Iif
exposed to chickenpox, prophylaxis with varicella zoster immune globulin (VZIG) may be indicated.
If exposed to measles, prophylaxis with pooled intramuscular immunoglobulin (1IG) may be
indicated. (See the_respective package inserts for complete VZIG and G prescribing information.) If
chickenpox develops, treatment with antiviral agents may be considered.

L
E
&
L
id

PRECAUTIONS:

General: 1. Cardioyasculac Effects; No effect on the cardiovascular system is usually seen after the

administration of inhaled ADVAIR DISKUS at recommended doses. The caldiovascular and central
nervous system effects seen with all sympathomimetic drugs (e.g., increased blood pressure, heart
rate, excitement) can occur after use of salmeterol, 8 component of ADVAIR DISKUS, and may
require discontinuation of ADVAIR DISKUS. ADVAIR DISKUS, like all_medications containing
sympathomimetic amines, should be used with caution in patients with cardiovascutar disorders,
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ADVAIR" DISKUS® 100/50

(fluticasone proplonate 100 mcg and saimeterol®* 50 mcg inhalation powder)
- ADVAIR™ DISKUS® 250/50

_(ﬂutlcasone propionate 250 mcg and salmeterot* 50 mcg: inhalation powder
ADVAIR" DISKUS® 500/50

(ﬂutacasone propionate $§00 mcg and salmeterol® 50 mcg inhalation powder)

especially coronary insufficiency, cardiac arrhythmias, and hypertension; in patients with convulsive
disorders or thyrotoxicosis; anc in patients who are unusually rasponslve to sympathomimetic
amines.

As has been described with other- beu-admnerglc agonist bronchodifitors, dinlmny significant
changes in electrocardiograms have been seen Infrequently in individual patients in controlied
clinical studies with ADVAIR DISKUS and saimeterol. Clinically significant changes in systolic
and/or diastolic blood pressure and pulse rate have been seen infrequently in Indtvidual pauents in
eomvled clinical studies with salmeterol, a component of ADVAIR DISKUS. :

etabolic and Other Effects: Doses of the related betar-adrenoceptor agonist albuterol. when
ndmlnlstered intravenously, have been reported to sggravate preexisting diabetes mellitus and
ketoacidosis. Beta-adrenergic agonist medications may produce significant hypokalemia in some
patients, possibly through intracellutar shunting, which has the potential to produce adverse
cardiovascular effects. The decrease in serumn potassium is usuafty transient, not requiring e
supplementation. 3

Clinically significant changes in blood glucose and/or serum potassium were s2en rarely dudni;
clinical studies with ADVAIR DISKUS at recommended doses.

During withdrawal from oral corticosteroids, some patients may experience symptoms of
sysismically active corticosteroid withdrawal, e.g., joint and/or muscular pain, lassitude, and
depression, despite maintenance or even iinprovement of respiratory function,

Fluticasone proplonate, a component of ADVAIR DISKUS, will often permit cantrol of asthma
symptoms with less suppression of HPA function than therapeutically equivalent oral doses of
prednisone. Sincs fiuticasone prapionate is absorbed into the circulation and can be systemically
active at higher doses, the beneficial effects of ADVAIR DISKUS in minimizing HPA dysfunction
may be expected only when reccmmended dasages are not exceedsd and individual patienfs are

3

- titrated to the lowest effective dose. A reiationship between plasma levels of fluticasone propionate

and inhibitary effects on stimulated cortisol production has been shown after 4 weeks of treatment
with fluticasone propionate inhalation aerosol. Since individual sensitivity to effects on cortisol
produdion exists, physidans should consider this information when prescribing ADVAIR DISKUS.
Because of the possibflity of systemic absarption of inhaled corticosteroids, patients treated with
these drugs ghould be observed carefully for any evidence of systemic corticosterald effects.
Particular care should be taken in ohserving patients postoperatively or during periods of stress for

evidence of inadequate adrenal response. .
It is possible that systemic corticosteroid effects such as hypercorticism and adrenal suppression

may appear In a small number of patients, particularly at higher doses. If such changes occur, the
dose of fiuticasone proplonate should be reduced siowly, consistent with accepted procedures for
reducing systemic corticosteroids and for management of asthma syniptoms.
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ADVAIR™ DISKUS® 100/50

(fluticasone propionate 100 mcg and salmeterol* §0 meg inhalation powder)
ADVAIR" DISKUS® 250/50

(ﬂuhusone proplonate 250 mcg and salmetefol‘ 50 mcg-inhalation powder
ADVAIR" DISKUS® §00/50

(ﬂuticasone propionate 500 mcg and salmeterol* 50 mcgq inhalation powder)

Orally inhaled corticosteroids may cause a reduction in growth velocity when administered to
pediatric patients (sse PRECAUTIONS: Pediatric Use). Patients should be maintained on the
lowest strength of ADVAIR DISKUS that effectively oontrols their asthma.

The long-term effects of ADVAIR DISKUS in human subjects are no# fully known. In particular,
the effects resulting from chronic use of fluticasone proplonate on developmental or immunologic
processes in the mouth, pharynx, trachea, and lung are unknown. Some patients have recéived
inhaled fluticasone propionate on a cortinuous basis for periods of 3 years or longer. in clinical
studies with patients treated for 2 years with inhaled fiuticasone propionats, no apparent differences
in the type or sevarity of adverse reactions were abserved after long- versus short-term treatment.

Rare instances of glaucoma, increased intraocular pressure, and cataracts have been reported
following the inhaled administration of corticosteroids, including fluticasone propionate, a '
component of ADVAIR DISKUS.

In clinical studies with ADVAIR DISKUS, the development of localized infections of the pharygx
with Candida albicans has occued. When such an infection develops, it should be treated with £
appropriate focal or systemic (i.e., oral antifungal) therapy while remaining on treatment with  *
ADVAIR DISKUS, but at times therapy with ADVAIR DISKUS may need to be interrupted.

Inhaled corticosteroids should be used with caution, if at all, in patients with active or quiescent
tuberculosis Infections of the respiratory tract; untreated systemic fungal, bacterial, viral, or parasitic
infections; or ocular herpes simplex.

3. Eosinophilic Conditions: In rare cases, patients on Inhaled fluticasone propionate, a component of
ADVAIR DISKUS, may present with systemic eosinophilic conditions, with some patients presenting
with dlinical features of vasculitis consistent with Churg-Strauss syndrome, a condition that is often
treated with systemic corticosteroid therapy. These events usually, but not always, have been
assoclated with the reduction and/or withdrawal of oral corticosterold therapy following the
introduction of fluticasone proplonate. Cases of sedous eosinophilic conditions have also been
raported with other inhaled corticosteroids in this clinical sefting. Physicians should be alen to
eosinophilia, vaswnﬁc rash, worsening pulmonary symptoms, cardiac complications, and/or
neuropathy presenting in their patients. A causal relationship between fiuticasone propionate and
these undeﬂying conditions has not been established (see ADVERSE REACTIONS).

Information for Patlents: Patients being treated with ADVAIR DISKUS should receive the
following information and instructions. This information is intended to aid them in the safe and
effective use of this medication. it is not a disclosure of ali possible adverse or intended effects.

it is important that patients understand how to use the DISKUS inhalation device appropriately
and how It should be used in relation to other asthma medications they are taking. Patients should
be given the following information:

1. Patients should use ADVAIR DISKUS at regular intervals as directed. Results of clinical trials
indicate siguificant improvement may oocur within the first 30 minutes of taking the first dose;
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ADVAIR™ DISKUS® 100/50
(ﬂuﬂwsone propionate 100 mcg and salmeterol' 60 mcg inhalation powder)
ADVAIR" DISKUS® 250/50
(ﬂutfcasone propionate 250 meg and salmeterol' 50 mcg inhalation powder
: ADVAIR™ DISKUS® 500/50
(ﬂutwasone propionate §00 mcg and salmeterol* 50 mcg inhalation powder)

however. the full benefit may not be achieved until treatment has been administered for 1 week or

longer. The patient should not exceed the prescribed dosage and should contact the physician if

symptoms do not improve or if the condition worsens. .

2. The bronchodilation from a single dose of ADVAIR DISKUS may 1a® up to 12 hours or longer.

The recommended dosage (1 inhalstion twice dally, moming and evening) should not be exceeded.

Patients who are recsiving ADVAIR DISKUS twice dally should not ase saimeterol or other

long-acting inhaled betax-agonists for prevention of exercise-induced bmnchospasm or malntenanoe

treatment of asthma.

3. ADVAIR DISKUS is not meant {0 relieve acute asthma symptoms and extra doses should not be

used for that purpose. Acute symptoms should be treated with an inhaled, short-acting betaz-agonist

such as albuterol (the physiclian should provide the patient with such medication and instruct the

patient in how it should be used).

4. The physician should be notified iImmediately if any of the following situations oocur, whlch y

be a sign of seriously worsening asthma:

« Decreasing effectiveness of inhaled, short-acting beta,-agonists

¢ Need for more inhalations than usual of Inhaled, short-acting betar-agonists

« Significant decrease in peak flow as outlined by the physician

5. Patients should be cautioned regarding common adverse cardiovascular effects, such as

palpitations, chest pain, rapid heart rate, tremor, of nervousness.

6. When patients are prescribed ADVAIR DISKUS, other inhaled drugs and asthma medications

should be used only as dirscted by the physician.

7. ADVAIR DISKUS should not be used with a spacer device.

8. If you are pregnant or nursing, contact your physician about the use of ADVAIR DISKUS.

9. Effective and safe use of ADVAIR DISKUS includes an undérstanding of the way that it should be

used:

¢ Naver exhale into the DISKUS.

e Never attempt to take the DISKUS apart.

o Always activaie and use the DISKUS in a level, horizontal postition.

» Never wash the mouthpiece or any part of the DISKUS. KEEP IT DRY.

« Always keep the DISKUS in_a dry place.

o Discard 1 month after removal from the moisture-protective foll overwrap pouch or after every
blister has been used (when the dose ingicator reads “0"), whichever comes first.

10. Patients should be wamed to avoid exposure to chickenpox or measles and, Iif they are

exposed, to consult their physicians without delay.

11. For the proper use of ADVAIR DISKUS and to attain maximum improvement, the patient should

read and follow carefully the accompanying Patient's Instructions for Use.

1~ otpre
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ADVAIR™ DISKUS® 100/50
(fluticasane proplonate 100 mcg and salmeteror 50 mcg inhalation powder)
ADVAIR" DISKUS® 250/50
(ﬂutlcasone proplonate 250 mcg and salmeterol® 50 meg inhalation powder
ADVAIR™ DISKUS® 500/50
(ﬂuﬁcasone proplonate 500 mcg and salmeterol* 60 mcg inhalation powder)
Drug Interactions: ADVAIR DISKUS has been used concomitantly with other drugs, including
short-acting beta-agonists, methyixanthines, and intranasal corticosteroids, commonly used in
patients with asthma, without adverse drug raactions No formal drug ltuemctlon studies have been
performned with ADVAIR DISKUS.

Short-Acting BetaprAgonists: In clinical trials, the mean daily need 1or additional beta,~agonist
use in 168 patients using ADVAIR DISKUS was approximately 1.3 irhalations per day, and ranged
from 0 to @ inhalations per day. Five percent of the ADVAIR DISKUS patients in these trials
averaged 6 or more inhalations per day over the course of the 12-week trals. No observed increase
in frequency of cardiovascular events was noted among patients who averaged 6 or more
inhalations per day.

Methylxanthines: The concurrent use of intravenously or orally administered methytxanthines
(e.g.. aminophylifine, theophyiline) by patients recelving ADVAIR DISKUS has not been completgly
evaluated. In clinical trials, 39 patients receiving ADVAIR DISKUS 100/50, 250/50, or §00/50 t E'
daily concurrently with a theophyiline product had adverse event rates simllar fo those in 304
patients recelving ADVAIR DISKUS without theophylline. Similar results were observed in patients
receiving saimeterol 50 még plus fluticasone propionate S00 mcg twice daily concurrently with a
theophyiline product (n = 38) or without theophyiline (n = 132). '

Fluticasone Proplonate Nasal Spray: In patients taking ADVAIR DISKUS in dinical trials, no
difference in the profile of adverse events or HPA axis effecis was noted between patients taking
FLONASE® (fluticasone propionate) Nasal Spray, 60 mcg concurrently (n = 46) and those who were
net (n = 130).

Monoamine Oxidase Inhibitars and Tricyclic Antidepressants: ADVAIR DISKUS should be
administered with extreme caution to patients being treated with monoamine oxidase inhibitors or
tricy~lic ant'depressants, or within 2 weeks of discontinuation of such agents, because the action of
saimeterol, a component of ADVAIR DISKUS, on the vascular system may be potentiated by these
agents.. . '

Beta-Acrenergic-Receptor Blocking Agents: Beta-blockers not only block the pulmonary
effect of beta-agonists, such as salmeterol, a component of ADVAIR DISKUS, but may produce
severe branchospasm in patients with asthma. Therefore, patients with asthma should not normally
be treated with beta-blockers, Mowever, under oertain circumstances, there may be no acceptable
altemnatives to the use of beta-adrenergic blocking agents in patients with asthma. In this setting,
cardioselective beta-blockers coutd be conskiered, although they should be administered with
caution. :

Diuretics: The ECG changes and/or hypokalemia that may result from the administration of
nonpotassium-sparing diuretics (such as loop or thiazide diuretics) can be acutely worsened by
beta-agonists, especially when the recommended dose of the beta-aganist is exceeded. Although
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ADVAIR™ DISKUS® 100/50

(fluticasone propionate 100 mcg and salmeterol' 50 mcg inhalation powder)
ADVAIR" DISKUS® 250/50

(ﬂuﬁéasone proplonate 250 mcg and sa|meterol' 60 mcg inhalation powder
ADVAIR" DISKUS® 500/50

(ﬂuﬂc’asone proplionate 500 mcg and salmeterol' 50 mcg inhalation powder)

the dlinical significance of these effects Is not known, caution is advised in the coadministration of
beta-agonists with nonpotassium-sparing diuretics.
Ketoconazole and Other Inhibitors of Cytochrome P450: In a placebo-controlied, crossover
study in 8 healthy volunteers, coadministration of a single doss of fluticasone propionate
(1000 meg) with multiple doses of ketoconazole (200 mg) to steady state resulted in increased
mean fluticasone praopionate concentrations, a reduction in plasma.cortisol AUC, and no effect on
urinary excretian of cortisol. This interaction may be due to an inhibition of cytochrome P450 3A4 by .
ketoconazole, which Is also the route of metabofism of fluticasone propionate. Care should be
exercised when ADVAIR DISKUS is coadministered with long-term ketoconazole and other known
cytochrome P450 3A4 inhibltors. :
Carcinogenesis, Mutagenesis, Impairment of Fertility: Fluticasone Proplonate; Fluticasone
655 propionate demonstrated no tumorigenic potential in mice at oral doses up to 1000 meg/kg
656  (approximately 4 times the maximum recommendad dalily inhalation dese in adults on a moglm
657  basis) for 78 weeks or in rats at inhalation doses up to §7 meg/kg (less than the maximum
658 recommended dally inhalation dose In adults on a meg/m? basls) for 104 weeks.
659 Fiuticasone propionate did not induce gene mutatian in prokaryotic or eukaryatic cells in vitro. No
660  significant clastogenic effect was seen in cultured human peripheral lymphocytes in vitro or in the'
661 mause micronucleus test
662 No evidence of impairment of fertility was observed in reproductive studies conducted in male
and female rats at subcutaneous doses up to 50 meg/kg (less than the maximum recommended
daily inhalation dose In adults on a meg/m’ basis). Prostate weight was significantly reduced at a
subcutaneous dose of 50 meg/kg.
Salmeterol: In an 18-month carcinogenicity study In CD-mice, salmeterol at oral doses of
- 667 1.4 mg/kg and above (approximataly 20 times the maximum recommended daily inhalation dose in
668  adults based on comparison of the plasma area under the curves (AUCs]) caused a dose-related
669 increase in the incldance of smooth muscle hyperplasia, oystic glandular hyperplasia, leiomyomas
670  of the uterus, and cysts in the ovaries. The incidence of lelomyosarcomas was not statistically
671 significant. No tumors were seen at 0.2 mg/kg (approximately 3 times the maximum recommended
672  daily Inhalation doses in adults based on comparison of the AUCs).
673 in a 24~manth oral and inhalation carcinogenicity study in Sprague Dawley rats, saimeterol
674 caused a dose-related increase In the incidence of mesovarian leiomyomas and ovarian cysts at
675 doses of 0.68 mg/kg and above (approximately 60 times the maximum recommended daily
676 inhalation dose in adults on a mg/m? basis). No tumors wers seen at 0.21 mg/ko (approximately 20
677 times the maximum recommended daily inhalation dose in adults on a mg/m? basis). These findings
678 in rodents are similar to those reported previously for other beta-adrenergic agonist drugs. The
679 relevance of these findings to human use is unknown. -
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ADVAIR™ DISKUS® 100/50

(fiuticasone propionate 100 mcg and salmeterol' §0 mcg inhalation powder)
ADVAIR" DISKUS® 250/50

(nutrcasone propionate 250 mcg and salmeterol‘ §0 mcg inhatation powder
ADVAIR DISKUS® 500/50

(ﬂuttcasone propionate 500 mcg and salmeterol* §0 mcg lnhalatlon powder)

Salmetefol produced no detactable or reproducible increases in microbial and mammalian gene
mutation in vitro. No clastogenic activity occumred in vitro in human lymphocytes or in vivo in a rat
micronucteus test. No effects on fertllity were identified in male and female rats treated with
saimeterol st oral doses up 10 2 mg/kg (approximately 180 times the naximum recommendad daily
inhalation dose in adults on @ mg/m? basis).

Pregnancy: Teratogenic Effects: ADVAIR DISKUS: Pregnancy Category C. From the
reproduction toxicity studies in mice and rats, no evidence of enhanced toxicity was seen using
combinations of fiuticasone proplonate and salmetsrol compared to taxicity data from thé
components administered separately. In mice combining 150 meg/kg subculaneoi:sly of fluticasone
propionate (less than the maximum recommended dally inhalation dose in adults on a'mog/m?
basis) with 10 mg/kg arally of salmeterc! (approximately 450 times the meximum recommended
dally Inhalation dose in adults on a mg/m?® basis) were teratogenic. Cleft palate, fetal death,
increased Implantation loss and delayed ossification was seen. These observations are E
characteristic of glucocorticoids. No developmental toxicity was observed at combination doses tp
to 40 meg/kg subcutaneously of fluticasone proplonate (less than the maximum recommended d"any
inhalation dose in adults on a mog/m? basis) and up to 1.4 mg/kg orally of salmeterol (approximately
65 times the maximum recommended dally inhalation dose in adults on a mg/m? basis. In rats, no
teratogenicity was observed at combination doses up to 30 mog/kg subcutaneously of fluticasone
propionate (less than the maximum recommended daily inhalation dose in adults on @ mcg/m?
basis) and up to 1 mg/kg of salmeterol (approximately 80 times the maximum recommended daily
inhalation dose in adults on a mg/m? basis). Combining 100 mcg/kg subcutaneously of fluticasone
propionate (less than the maximum recommended daily inhalation dose in adults on a meg/m?
basis) with 10 mg/kg orally of salmetero! (approximately 800 times the maximum recommended
dally Inhalation dose in aduits on a mg/m2 basls) produced matemal toxicity, decreased placental
weight, decreased fetal weight, umbllical hemia, delayed ossification, and changes in the occipital
bone. There are no adequate and well-controlled studies with ADVAIR DISKUS in pregnant women.
ADVAIR DISKUS should be used during pregnancy only if the potential banefit justifies the potential
risk to the fetus. -

- Fluticasone Proplonate: Pregnancy Category C. Subcutaneous studies in the mouse and rat
at 45 and 100 mq;lkg (less than or equivalent to the maximum recoramended daily inhalation dose
in adults on 8 mcg/m? basis), respectively, revealed fetal toxicity characteristic of potent
corticosteroid compounds, including embryonlc growth retardatian, omphalocele, cleft palate, and
retarded cranial ossification.

In the rabbt, fetal weight reduction and cleft palate were obsetved at a subcutaneous dose of
4 mog/kg (less than the maximum recommended daily inhalation dose in adults on a meg/m? basis).
However, no teratogenic effects were reported at oral doses up to 300 mog/kg (approximately 5
times the maximum recommended daily inhalation dose in adults on a meg/m? basis) of fluticasone
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ADVAIR® DISKUS® 100/50

(fiuticasone propionate 100 mcg and salmeterol* 50 mcg inhalation powder)
ADVAIR" DISKUS® 250/50

(ﬂuticasone proplonate 250 mcg and salmeterol' 80 mcg inhalation powder
. ADVAIR DISKUS® 500/50

(ﬂutlcasone proplonate 500 mcg and salmeterol® 80 mcg inhalation powder)

propionate. No flulicasone prog onate was detected in the plasma in this study, consistent with the i
established low bicavafiabifity {-Howing oral administretion (see CLINICAL PHARMACOLOGY). !

Fluticasone propionate orossed the placenta following administration of a subcutaneous dose of
100 meg/kg to mice (less than the maximum recommended daily inhal&fon dose in adults on a
meg/m? basis) administration of a subcutaneous or an oral dose of 100 meg/kg to rats,
(approximately equivalent to the maximum recommended daity inhatation dose in adults on a
mcg/m? basis) and an oral dose of 300 meg/kg admiinistered to rabbits (approximately § tlmes the
maximum recommended dally inhalation dose in adults on 8 meg/m? besls).

There are no adequate and well-controlled studies in pregnant women. Fluticasone propionate
should be used during pregnancy only If the potential benefit justifies the potential riskto the fetus.

Experience with oral corticasteroids since their Introduction in pharmacologic, as opposed to
physiologic, doses suggests that rodents are more prone to teratogenic effects from corticosteroids
than humans. In addition, because there is a natural increase In corticosterold production during &
pregnancy, most women will require a lower exogenous corticosteroid dose and many will not nebd
corticosteroid treatment during pregnancy.

Salmeterol: Pregnhancy Category C. No teratogenic effects occurred ln rats at oral doses up
to 2 mg/kg (approximately-180 times the maximum recommended dally inhalation dose in adults on
a mg/m? basts). In pregnant Dutch rabbits administered oral doses of 1 mg/kg and above
(approximately 50 times the maximum recommended daily inhalation dose in aduits based on
comparison of the AUCs), salmeterol exhibited fetal toxic effects characteristically resulting from
beta-adrenoceptor stimulation. These included precocious eyelid openings, cleft palate, sternebral
fusion, limb and paw flexures, and dejayed ossification of the frontal cranial bones. No significant
effects occurred at an oral dose of 0.6 mg/kg (approximately 20 times the maximum recommended
daily inhalation dose in adults based an comparison of the AUCs).

New Zealand Whiie rabbits were less sensitive since only delayed ossification of the frantal
bones was seen at an oral dose of 10 mg/kg (approximately 1800 times the maximum
recommended dally inhalation dose in adults on a mg/m? basis). Extensive use of other
beta-agonists has provided no evidence that these class sffects in animals are relevant to their use
in huinap‘_sf_T_rug‘re are no adequate and well-controlled studies with saimeterol in pregnant women.
Salmeterol should be used during pregnancy only Ifthe potential benefl Justifies the potential fisk to
the fetus.

Salmeteral xinafoate crossed the placenta following ora! administration of 10 mg/kg to mice and
rats (approximately 450 and 900 times, respectively, the maximum recommended dalily inhalation
dose in adults on a mg/m? basis).

" Use in Labor and Delivery: There are no well-controlied human studies that have investigated

effects of ADVAIR DISKUS on preterm labar ar labor at term. Because of the potential for
beta-agonist interference with uterine contractility, use of ADVAIR DISKUS for management of
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ADVAIR" DISKUS® 100/50
(fluticasone proplonate 100 mcg and salmeterol® 50 mcg inhalation powder)
ADVAIR™ DISKUS® 250/50
(fluticasone proplonate 250 mcg and salmaterol' §0 mcg inhalation powder
ADVAIR" DISKUS® 5§00/50
(ﬂuﬂéasone proplonate 500 mcg and salmeterol* 50 mcg inhalation powder)
asthma during labor should be restricted to those patients in whom the benefits clearly outweigh the
risks.
Nursing Mothers: Plasma levels of saimeterol, 8 component of ADVAIR DISKUS, after inhaled
therapeutic doses are very low. In rats, saimeterol xinafoste Is excreted in the milk. There are no
data from controlied trials on the use of salmeterol by nursing mothers. It is not known whether
fiuticasone propionate, 8 component of ADVAIR DISKUS, is excrated in human breast mmE;
however, other corticosteroids have been detected in human milk. Subcutaneous administration to
lactating rats of 10 meg/kg tritiated fiuticasone propionate (less than the maximum recommsnded
dally inhalation dose in adults on @ meg/m? basis) resulted in measurable radioactivity in milk.

Since there are no data from controlled trials on the use of ADVAIR DISKUS by nursing mothers,
a decision should be made whether to discontinue nursing or to discontinue ADVAIR DISKUS,
taking into account the importance of ADVAIR DISKUS to the mother.

Caution should be exsrcised when ADVAIR DISKUS s administered to a nursing woman. E :
Pediatric Use: The safety and effectiveness of ADVAIR DISKUS in children under 12 years of abe
has not been established. In one 12-week study, 257 patients 4 to 11 years inadequately controliéd
using Inhaled corticosterolds were randomized to ADVAIR DISKUS 100/50 or concurrent therapy
with fiticasone propionate inhalation powder 100 mcg plus salmeterol inhalation powder 50 mcg
twice dally. The pattem of adverse events reported in patients 4 to 11 years of age was similar to
that seen in patients 12 years of age and older treated with ADVAIR DISKUS.

Controlled clinical studies have shown that erally inhaled corticosteroids may cause a reduction
in growth velocily in padiatric patients. This effect has been observed in the absence of laboratory
evidence of HPA axis suppression, suggesting that growth velocity is a more sensitive indicator of
systemic corticosteroid exposure in pediatric patients than same commonly used tests of HPA axis
function. The long-term effects of this reduction in growth velocity associated with orally inhaled
corticosteroids, Including the impact on final adult height, are unknown. The potential for “catch up”
growth following discontinuation of treatment with orally inhaled carticosteraids has not been
adequately studied. _

inhaled corticosteroids, including fluticasone propionate, a component of ADVAIR DISKUS, may
cause-a reduction in growth velocity in children and adolescents (see PRECAUTIONS). The growth
of pediatrit patients receiving orally inhaled cortigosterolds, including ADVAIR DISKUS, should be
monitored. If a child or adolesceant on any corticosteroid appears to have growth suppression, the
possibility that he/she is particularly sensitive to this effect of corticosteroids should be considered.
The potentiai growth effects of prolonged tne;:tment shauld bs weighed against the clinical benefits
obtained. To minimize the systemic effects of orally inhaled corticosteroids, including ADVAIR
DISKUS, each patient should be titrated to the lowest strength that effectively controls his/her
asthma (see DOSAGE AND ADMINISTRATION). -
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ADVAIR™ DISKUS® 100/50

(fluticasone propionate 100 mcg and salmeterol‘ §0 mcg inhalation powder)
ADVAIR™ DISKUS® 250/50

(ﬂutﬂ:asone proplonate 250 mcg and salmeterol §0 mcg Inhalation powder
ADVAIR™ DISKUS® 500/50

(ﬂuﬂmom propionate §00 mecg and saimeterol* 50 meg inhalation powder)

790 Geriatric Use; Of the total number of patlents in dinical studies of ADVAIR DISKUS, 44 were

791 65 years of age or older and 3 were 75 years of age or oider. No overall differences in safety were
792  observed between these patients and younger patients, and other reported clinical experience,

793 Incuding studies of the individual components, has not identified differences in responses between
794 the elderly and younger patients, but greater sensitivity of soms okder individuals cannot be ruled
795 out. As with other products contalning betas-agonists, special caution should be observed when
796  using ADVAIR DISKUS In geriatric patients who have concomitant cardiovascular disease that

797  could be adversely affected by betaragonists. Based on avalilable data for ADVAIR DISKUS or its
798  active components, no adjustment of dosage of ADVAIR DISKUS in gerfatric patlents is warranted.
79 N

800 ADVERSE REACTIONS: The incidence of common adverse experiences in Table 3 Is based upon
801 2 placebo-controlled, 12-week, US clinical studies (Studies 1 and 2). A total of 705 adolescent qid
802  adult patients (348 females and 356 males) previously treated with salmeterol or inhaled E
803 corticosteroids were treated twice dally with ADVAIR DISKUS (100/50- or 250/50-mcg doses), £
804 fluticasone propionate inhalation powder (100~ or 250-mcg doses), salmetero! inhalation powder"
80S 50 mcg, or placebo.

APPEARS THIS WAY
ON ORIGINAL
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ADVAIR™ DISKUS® 100/50

(fluticasaone proplonate 100 mcg and salmeterol‘ §0 mcg inhalation powder)
ADVAIR™ DISKUS® 250/50

(ﬂuﬁcasom proplonate 250 mcg and salmeterol® §0 mcg inhalation powder
: ADVAIR" DISKUS® 500/50

(ﬂutlﬁasono propionate 500 mcg and salmeterol* 50 mcg inhalation powder)

807 “Table 3: Overall Adverss Effects With >3% Incidence With ADVAIR DISKUS
ADVAIR | ADVAIR [Fiuticasone|Fluticasone
DISKUS | DISKUS |Proplonate |Propionate [Salmetero .
100/50 | 250/50 | 100 meg | 250.mog | 1 50 meg | Placebo
(n=982) | (n=84) | (n=90) | (h=84) [(n= 180) | (n=175)
Adverse Event % % % _% % %
Ear, nose, and throat .
Upper respiratory tract _ '
infection - 27 21 29 . 25 19 14
Pharyngitis ) 13 10 7 12 8 6
Upper respiratory
inflammation 7 6 7 8 8 )
Sinusitis. 4 C) 6 1 3 ;
Hoarseness/dysphonia 5 2 2 4 <1 <§
Oral candidiasis 1 4 2 2 0 0
Lower respiratory
Viral respiratory infections 4 4 10 6 3
Bronchitis 2 1 2 2 2
Cough 3 -] 0 0 3 2
Neurology
Headaches 12 13 14 8 10 7
Gastrointestinal
Nausea & vomiting 4 6 3 4 1 1
Gastrointestinal discomfort
& pain 4 1 0 2 1 1
Diarthea . - 4 2 - 2 . 2 1 1
Viral gastrointestinal
infections.” 3 0 3 1 2 2
Non-site speclfic ’
Candidiasis unspecified site 3 0 1 4 0 1
Musculaskeletal
Musculoskeletal pain 4 2 1 5 3 3
Average duration of exposure -
days) 77.3 78.7 72.4 70.1 60.1 42.3
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ADVAIR" DISKUS® 100/50

{fluticasone propionate 4100 mcg and salmeterol* 50 mcg inhalation powder)
ADVAIR™ DISKUS® 250/50

(fluticasone propianate 250 mcp and salmmrol' §0 mcg inhalation powder
ADVAIR™ DISKUS® 500/50

(ﬂutlcasons proplonate 5§00 mcg and salmeteral® 50 mcg inhalation powder)

Tabie 3 iIncludes all events (whether considered drug-related or nondrug-related by the
investigator) that occurred at a rate of 3% or greater in elther of the groups receiving ADVAIR
DISKUS and were more common than in the placebo group. In consi@8ring these data, differences
in average duration of exposure should be taken into account. )

These adverse reactions were mostly mild to moderate in severity. Rare cases of immediate and
delayed hypersensitivity reactions, including rash and other rare events of angloedema and
bronchospasm, heve been reported. : g

Other adverse effects that occurred in the groups receiving ADVAIR DISKUS In these studies
with an incidence of 1% to 3% and that occurred at a greater incidence than with placebo ware:

Blood and Lymphatic: Lymphatic signs and symptoms.

Cardiovascular: Palpitations.

Drug Interaction, Overdoss, and Trauma: Muscie injuries, fractures, wounds and laceraﬁugs, :

contusions and hematomas, burns. ¢

Ear, Nose, and Throat: Rhinorrhea/post nasal drip; ear, nose and throat Infections; ear s:gns
and symptoms; nasal signs and symptoms; nasal sinus disorders; rhmms sneezing; nasal irritation;
biood In nasal mucosa.

Eye: Keratitis and conjunctivitis, viral sye infections, eye redness.

Gastrointestinal: Dental discomfort and pain, gastrointestinal signs and symptoms,
gastrointestinal infectians, gastroenteritis, gastrointestinal disorders, oral ulcerations, oral erythema
and rashes, constipation, appendicitis, oral discomfort and pain,

Hepatobiliary Tract and Pancreas: Abnormal liver function tests.

Lower Respiratory: Lower respiratory signs and symptoms, pneumonia, lower respiratory
infectians.

Musculoskeletal: Arthralgia and articular theumatism; muscdle stiffness, tightness, and ngidily,
bone and cartilage disorders.

Nou;'ology.' Sleep disorders, tremors, hypnagogic effects, compressed nerve syndromes.

Non-Site Specific: Allergies and allerglc reactions, congestion, viral infections, pain, .chest
symptoms, fiufd-retention, bacterial infections, wheeze and hives, unusual taste.

Skin: Virak skin infections, urticaria, skin flakiness and acquired ichthyosis, disorders of sweat
and sebum, sweating.

The incidence of common adverse experiences reported in Study 3, 8 284week, non-US clinical
study of 503 patients previously treated with inhaled corticosteroids who were treated twice daily
with ADVAIR DISKUS 500/50, fluticasone propionate inhalation powder 500 meg and salmeterol
innalation powder 50 mcg used concurrently, or fiuticasone propionate inhalation powder $00 mcg
was simllar to the incidencas reported in Table 3. B
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ADVAIR" DISKUS® 100/50

(fluticasone propionate 100 mcg and salmetero]* 60 mcg inhalation powder)
ADVAIR™ DISKUS® 280/50

(ﬂutlcasone proplonate 250 mcg and salmeterol' §0 mcg inhalation powder
ADVAIR™ DISKUS® 500/50

(ﬂutkasone proplonate §00 mcg and salmeterol* 50 mcg Inhalation powder)

Obsenmrburlng cunlcal Practice: in addition to adverse events reported from clinical trials, the
following events have been Identified during postapproval use of ADVAIR DISKUS, fluticasone
propionate, and/or salmeterol. Because they are reporied voluntarily from a population of unknown
size, estimates of frequency cannot be made. These events have beeg chosen for inclusion due to
8 comblnaﬁon of their serfousness, frequency of reporting, or potential causal connection to
ADVAIR DISKUS, fiuticasone proplonate, and/or saimeterol. e

In extensive US and worldwide postmarketing experiencs with salmetanol. a component of
ADVAIR DISKUS, serious exacerbations of asthma, including some that have been fatal, have been
reported. In most cases, these have occurred In batients with severe asthma and/or in some
patients in whom asthma has been acutely deteriorating (see WARNINGS), but they have also
occurred in a few patients with less severe asthma. It was not possible from these reports to
determine whether saimeterol contributed to these events or simply falled to reliave the
dsteriorating asthma. :

Cardiovascular: Arthythmias (including atrial fibrillation, extrasystoles, supraventricular
tachycardia), ventricular tachycardia.

Ear, Nose, and Throat: Aphonia, earache, paranasal sinus pain, throat soreness and irritation.

Endocrine and Metabolic: Cushing syndrome, Cushingoid features, growth velocity reduction in
children/adolescants, hypercorticism, hyperglycamia, weight gain. '

Gastrointestinal: Abdominal pain, dyspepsia, xerostomla.

Musculoskeletal: Back pgin, cramps, muscle spasm, mygsitls.

Neurology: Paresthesia, restiessness.

Non<Site Specific: immadiate and delayed hypersensitivity reaction, pallor.

Psychiatry: Agitation, aggression, depression.

Respiratory; Chest congestion, chest tightness, dyspnea, immediate bronchospasm, influenza,
paradoxical bronchospasm, tracheltls, wheezing, reports of upper respiratory symptoms of laryngeal
spasm, imitation, or swelling such as stridor or choking.

Skin: Contact dermatitis, contusions, ecchymosss, photodemmatitis.

Urogenital: Dysmenorrhea, irregular menstrual cycls, pelvic inflammatory disease, vaginal
candidiasis, vaginitis, vulvovaginitis.

Eosinophiiic Conditions: In rare casss, patients on Inhaled fluticasone propionate, a
component of ADVAIR DISKUS, may present with systemic eosinophilic conditions, with some
patients presenting with clinical features of vasculitis consistent with Churg-Strauss syndrome, a
condition that s often treated with systemic corticosterold therspy. These events usually, but not
always, have been assoctated with the reduction and/or withdrawal of oral corticosteroid therapy
following the Introduction of fluticasane propionate. Cases of serfous eosinophilic canditions have
also been reported with other inhaled corticosteroids in this clinical setting. While ADVAIR DISKUS
should not be used for transferring patients from systemic corticosteroid therapy, physiclans should
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ADVAIR" DISKUS® 100/50

(fluticasone propionate 100 mcg and salmeterol' §0 mceg inhalation powder)
ADVAIR™ DISKUS® 250/50

(ﬂuﬁcasom propionate 250 meg ancl salmeterol* 50 mcg inhalation powder
ADVAIR"™ DISKUS® 500/50

(ﬂutl':asone proplonate 500 mcg and salmetarol* 80 mcg inhalation powder)

be alert to eosinophilia, vasculi'ic rash, worsening pulmonary symptoms, cardiac complications,
and/or neuropathy presenting I~ thelr patients. A causal relationship between fiuticasone propionate
and these underlying conditions has not been establlshed (see PRECAUTIONS: Eosinophilic
Conditions). - .

OVERDOSAGE: woe

ADVAIR DISKUS: No deaths occurred in rats given combinations of saimeterol and fluticasone
propionate at acute inhalation doses of 3.6 and 1.9 mg/kg, respectively (approximately 320 and 15
times the maximum recommended dafly inhalation dose In adults on a mg/m? basis).
Fluticasone Propionate: Chronic overdosage with fluticasone propionate may result in
signs/symptoms of hypercorticism (see PRECAUTIONS). inhalation by healthy volunteers of a
single dose of 4000 meg of fluticasone propionate inhalation powder or single doses of 1780 or
3520 mcg of fluticasone propionate inhalation aerosol was well tolerated. Fluticasone pmplonateE
given by inhalation aerosol at doses of 1320 meg twice dally for 7 to 15 days to healthy human E
volunteers was &lso well tolerated. Repeat oral doses up to 80 mg daily for 10 days in healthy U
volunteers and repeat oral doses up to 20 mg dally for 42 days in patiants were well tolerated.
Adverse reactions were of mild or moderate severity, and incidences were similar In active and
placebo trsatment groups. The orel and subcutaneous median lethal doses in mice and rats were
>1000 mg/kg (>4300 and >8700 times, respectively, the maximum recommended daily inhalation
dose in adults on a mg/m basis).

Saimeterol: The expected signs and symptoms with overdosage of salmeterol are those of
excesslve beta-adrenergic stimulation and/or cocurrence or exaggeration of any of the signs and
symptoms listed under ADVERSE REACTIONS, e.g., seizures, angina, hypertension or
hynotension, tachycardia with rates up to 200 beats/min, arrhythmias, nervousness, headache,
tremor, muscie cramps, dry mouth, palpitation, nausea, dizziness, fatigue, malalse, and insomnia.
Overdosage with saimeterol may be expected to result in exaggeration of the phammacologic
adverse effects associated with beta-adrenoceptor agonists, including tachycardia and/or
arrhythmia, tremor, headache, and muscle acramps. Overdosage with selmeteral can lead to
clinically significant prolongation of the QT interval, which can produce ventricular arrhythmias.
Other signs of overdosage may include hypokalemla and hyperglycemia.

As with all sympathomimetic medications, cardiac amest and even death may be associated with
abuse of salmeterol.

Treatment consists of discontinuation of salmeterol together with appropriate symptomatic
therapy. The judicious use of a cardioselective beta-receptor blocker may ba considered, bearing in
mind that such medication can produce bronchospasm. There is Insufficient evidence to determine
if dialysis is beneficlal for overdosage of salmeterol. Cardiac monitoring is recommended in cases
of overdosage. ’
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ADVAIR™ DISKUS® 100/50

(fluticasone propionate 100 mcg and salmeterol' §0 mcg Inhalation powder)
ADVAIR™ DISKUS® 250/50

(ﬂutlcasone propionate 250 mcg and salmetarol‘ §0 mcg lnhalatinn powder
ADVAIR™ DISKUS® 500/50

(ﬂutfcasone propionate 5§00 mcg and salmeterol® 50 mcg inhalation powder)

No deathis were seen in rats given salmeterol at an Inhalation dose of 2.9 mg/kg (approximately
250 times the maximum recommended dally Inhalation dose in adults on a mg/m? basis) and in
dogs at an inhalation dose of 0.7 mg/kg (appraxdmately 200 times the maximum recommended
dally inhalation dose in aduits on a mg/m2 basis). By the oral route, no geaths accurred in mice at
150 mg/kg (approximately 86500 times the maximum recommended dally inhalation dose in adults
on a mg/m? basis) and In rats at 1000 mg/kg (approximately 86,000 {imes the maximum
recommended daily inhalation dose In adults on a mg/m? basis).

DOSAGE AND ADMINISTRATION: ADVAIR DISKUS Is avallable in 3 strengths, ADVAIR DISKUS
100/50, ADVAIR DISKUS 250/50, and ADVAIR DISKUS 500/50, containing 100, 250, and 500 mcg
of fluticasone proplonate, respectively, and 50 meg of salmeterol per inhalation. ADVAIR DISKUS
should be administered by the orally inhaled route only (see PATIENT'S INSTRUCTIONS FOR
USE).

For patients 12 years of age and alder, the dosage is 1 inhalation twice daily (moming and
evening, appmx:mately 12 hours apart).

The recommended starting doses for ADVAIR DISKUS are based upon patients' current asthma
therapy.

o For patients who are not curtently on an inhaled corticosteroid, whose disease severity warrants
treatment with 2 maintenance therapies, including patients on non-corticosteroid maintenance
therapy, the recommended starting dose is ADVAIR DISKUS 100/50 twice daily.

« For patients on an inhaled corticosterold, Table 4 provides the recommended starting dose.,

The maximum recommended dose is ADVAIR DISKUS 500/50 twice dally.
For ali patients It Is desirable to titrate to the lowest effective strength after adequate
asthma stabllity is achieved,
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ADVAIR™ DISKUS® 100/50

(luticasone propionate 100 mcg and salmeterol‘ §0 mcg inhalation powder)
ADVAIR" DISKUS® 250/50

{fluticasone propionate 260 mcg and salmeterol® 50 mcg inhalation powder
ADVAIR™ DISKUS® §00/50 :

'(ﬂuhasone propionate 500 mcg and salmeterol* §0 mcg inhalation powder)

Table 4: Recommended Doses of ADVAIR DISKUS for Patients Taking Inhaled Corticosteroids

Current Dally Dose of Inhaled Corticosterold Recommended Strength and Dosing
Schedule of ADVAIR DISKUS
<420 mcg o-100/50 twice daily
Beclomethasone dipropionate 482-840 meg 250/50 twice daily
<400 meg .. 100/50 twice daily
800-1200 meg © 250750 twice dally
Budesonide 1600 meg* 500/50 twice dally
<1000 meg 100/50 twice daily
| Flunisolide ' 1250-2000 250/50 twice daily
£176 meg 100/50 twice daily
' 440 meg 250/50 twice daily
Fluticasone propionate inhalation aerosol | 680-880 meg*® 500/50 twice daily E
200 meg .. 100/50 twice daily
500meg 250/50 twice daily i
Fluticasone propionate inhalation powder 1000 meg® 500/60 twice daily
<1000 meg 100/50 twice daily
Triamcinolone acetonide 1100-1600 meg_ 250/50 twice daily
*ADVAIR DISKUS should not be used for transferring patients from systemic corticosteroid therapy.
ADVAIR DISKUS should be administered twice dally every day. More frequent administration
(more than twics daily) 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 salmaterol. The safety and efficacy of ADVAIR
DISKUS when administered in excess of recommended doses have not been established,
If symptoms arise in the period between doses, an lnhaled short-acting bata,-agonist shouid be
taken for immediate rellef.
Patients who"ars receiving ADVAIR DISKUS twice daily should not use salmeterol for prevention.
of exarciss-induced bronchospasm, o for any other reason,
Improvament 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. ) i
For patients who do not respond adequately to the starting dose after 2 weeks of therapy,
replacing the cumrent strength of ADVAIR DISKUS with a hlghgr strength may provide additional

asthma control. . . -
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ADVAIR" DISKUS® 100/50

(fluticasone propionate 100 mcg and salmetarol' 50 mcg inhalation powder)
ADVAIR" DISKUS® 280/50

(fluticasone propionate 250 mcg and salmeterol' §0 mcg Inhalation powder
ADVAIR" DISKUS® 500/50

(ﬂuﬁuone propionate 500 mcg and salmeterol* §0 mecg Inhalation powder)

if a previously effective dosage regimen of ADVAIR DISKUS fails to provide adequate control of
asthma, the therapeytic regimen should be reevaluated and additional therapeutic options, e.g.,
replacing the current strength of ADVAIR DISKUS with a higher strength, adding additional inhaled
corticosterald, or inftiating oral corticosterolds, should be considered. o-- '

Rinsing the mouth after inhalation is advised. ,
Geriatric Use: In studies where gerfatric patients (85 years of age,of older, see PRECAUTIONS:
Geriatric Use) have been treated with ADVAIR DISKUS, efficacy and safety did not differ from that
in younger patients, Based on available data for ADVAIR DISKUS and its active: components no
dosage adjustment s recommended.
Directions for Use: lllustrated Patient's Instructions for Use accompany each package of ADVAIR
DISKUS.

HOW SUPPLIED: ADVAIR DISKUS 100/50 is supplied as a disposable, purple-colored deviee-:E
containing 60 blisters. The DISKUS Inhalation device Is packaged within a purple-colored, E
plastic-coated, moisture-protective foil pouch (NDC 0173-0895-00). ADVAIR DISKUS 100/50 is &lso
supplied in an institutional pack of 1 purple-colored, disposable DISKUS Inhalation device
comtaining 28 blisters. The DISKUS Inhalation device is packaged within a purple-colored,
plastic-coated, moisture-protective foil pouch (NDC 0173-0695-02).

ADVAIR DISKUS 250/50 is supplied as a disposable, purple-colored device containing 60
blisters. The DISKUS Inhalation device Iis packaged within a purple-colored, plastic-coated,
moisture-proiective foil pouch (NDC 0173-0696-00). ADVAIR DISKUS 250/50 Is also supplied in an
institutional pack of 1 purple-colored, disposable DISKUS inhalation device containing 28 blisters.
The DISKUS inhalation device is packaged within a purple-colored, plastio-coated,
molsture-pretective foll pouch (NDC 0173-0696-02).

ADVAIR DISKUS 500/50 is supplied as a disposable, purple-colored device containing 60
blisters. The DISKUS inhalation device is packaged within a purple-colored, plastic-coated,
moisture-protective foil pouch (NDC 0173-0697-00). ADVAIR DISKUS 500/50 is also supplied in an
institutional pack of 1 purple-colored, disposable DISKUS Inhalation device containing 28 blisters.
The DISKUS inhalation device Is packaged within a purple-colored, plasﬁc-coated
moistum-pmfechve foil pouch (NDC 0173-0897-02).

Store at controlled room temperature (see USP), 20° to 25°C (68° to 77°F) in a dry place
away from direct heat or sunlight. Keep out of reach of children. The DISKUS inhalation
device is not{ reusable. The device should be discarded 1 month after removal from the
moisture-protective foil overwrap pouch or after every blister has been used (when the dose
indicator reads “0"), whichever comes first. Do not attempt to take the device apart.
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ADVAIR" DISKUS® 100/50
(fiuticasone proplionate 100 mcg and salmeterol® 50 mcg inhalation powder)
ADVAIR™ DISKUS® 250/50
(fluticasone propionate 250 mcg and salmeterol® 50 mcg inhalation powder
A ADVAIR" DISKUS® 600/50 -
(fluticasone proplonate 500 meg and saimeterol® 50 mcg inhalation powder)

GlaxoWellcome

Glaxo Welicome Ing,
Research Triangle Park, NC 27709

US Patent Nos. 4,835,121; 4,992.474; 5,225,445; 5,126,375; D342,904; 5,270,305: 5,860,419;
5,580.645; and 5,873,360 ‘

“w e,

©Copyright 1899, Glaxo Wellcome Inc. All rights reserved.

August 2000 RL-858 *
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ADVAIR™ DISKUS® 100/50
(fluticasone propionate 100 mog and salmeterol* 50 meg inhalation powder)

ADVAIR™ DISKUS® 260/50 '
(Ruticasone prop;onate 250 mcg and salmeterol* 50 mog-inhalation powder)

ADVAIR™ DISKUS® 500/50 -,
(ﬂuﬁcasono propionate 800 mog and salmetarol* 80 mog inhalation powder)

*As saimeterol xinafoate salt 72.8 meg, equivalent to nlmmml base 80 mcg

FOR ORAL INHALATION ONLY

(Miustration of device with parts labeled:
Outer Case -
Mouthplece
Lever
Thumbgrip
Dose Indicaton

Read this lsafiet carefully before you start 1o take your medicine. it provides a summary of
information about your medicine. Keep It for future use, Read the leaflet every time you refil
your prescription because there may be new information.

For more informstion ask your doctor or pharmacist,

Your doctor kas prascribed ADVAIR DISKUS 100/50, ADVAIR Dlsms 250180, of ADVAIR DISKUS
£00/50. The medicine is avaitable in 3 different strangths, and your doclor has chosen the one most
sultable fof you,

Asthma i 4 long-term condition affecting the lungs. Symptoms of asthma include shortness of
breath, wheezing, chest tightness, and cough. .Two malin causes of asthma symptoms are
bronchoconstriction (tightening of the muscles surrounding the aliwitys) and Inflammation (swelling
and [rritation of the airways).

L)

ADVAIR DISKUS contains 2 medicines, fluticasone propionate and salmeterol xinafoate, which treat
these 2 causes of asthma symptoms. Fluticasone propionate Is a synthetic corticosteroid.
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45  Corticosteroids are natural anti-inflammatory substances found In the body. They are used to treat

2 g asthma because they reduce aliway Inflammation.

48 Saimeterol is a long-acting bronchodilator that helps prevent and relieve bronehospm. making t
49  easierto breathe. :

50

51 Whea inhaled regularly, ADVAIR DISKUS helps to prevent symptoms of asthma.

52 ;

53 4 "‘_E,} Wﬁ ,'T'”u' """; (I?-tﬁ“ et _- i

54 1 TELL YOUR DOCTOR BEFORE STARTING TO TAKE THIS MEDIOINE'

ss ¢ if you are pregnant (or intending to become pregnant),

56 o If you are breastfeoding a baby, -

57 o If vou are afiergic to ADVAIR DISKUS, or any other orally inhaled bmndtodllator or

58 corticostaroid. In soms circumstances, this medicine may nat be siltabie and your doclor may
59 wish to give you a diffarent medicine.

60 o Make sure that your doctor knows what other medicines you are taking.
61 2. tis important that you inhale each dose as your doctor has advised. The label will usually te

62 you what dose to take and how often. If R doesnt, or if you are not sure, ask your doctor or ‘¥
63 pharmacist. Do not use ADVAIR DISKUS more frequently than 2 times dally, moming aid
64 evening, approximately 12 hours apart, at the recommended dose of { Inhalation each®
65 . ttime.

66 3. You may feel better efter the first dose of ADVAIR DISKUS; hawever, it may take 1 week or
67 _ longerto achleve maximum benefit. it is IMPORTANT THAT YOU USE ADVAIR DISKUS

68 REGULARLY. DO NOT STOP TREATMENT EVEN IF YOU ARE FEELING BETTER unless
69 told te do so by your doctor.

70 4. If you miss a dose, just take your next scheduled dose when it Is due. DO NOT DOUBLE the
71 dose.

72 5. DO NOT USE ADVAIR DISKUS TO RELIEVE 8UDDEN ASTHMA §YMPTOMS (e.g., sudden
73 severe onset or worsening of wheezing, cough, chest tightness, and/or shortness of breath that
74 has been disgnassd by your doctor as due to asthma). Iif you experience sudden asthma

75 symptoms, you should not take ADVAIR DISKUS to relleve these symptoms. Sudden

76 asthma symptoms shouid be treated with an inhaled, short-acting bronchodiiator such as

77 ‘albuterol. if you do not have an Inhaled, short-acling bronchodllator, contact your doctor to have
78 one prescribed for you. ,

79 8. Tell your doctor immediately :f your asthma is getting worse, as Indicated by any of the
80 " fo!iowmo situations.

81 o Your inhaled, short-acting bronchodilator becomas less effective.

82 e You need more inhalations than usual of your inhaled, short-acting bronchodilator.

83 ¢ You have a significant decrease In your peak flow measurement as praviously defined by your
84 doctor.

85 7. If your symptoms do not improve after using ADVAIR DISKUS regularly for 2 weeks, tell your
86 doctor.
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87 8 While you are taking ADVAIR DISKUS twice dally, you should not use SEREVENT®

88 " DISKUS® (salmetsrol xinafoate Inhalation powder) or SEREVENT® (salmeterol xinafoate)
| 89 inhalation Asrosol for any reason, including prevention of exercise-induced asthma or
90 the maintenance treatment of asthma,

91 8. Use other inhaled medicines only as directed by your doctor.
I sz 10. DonotuseADVAlRDlsmsm‘amwdeviu.

93 P— ey - - . . ., - - ye o . .o .
| 9¢ PERNE IR RN A ARMISRUS EESYNPERE &
gg Follow the lnsuucﬂons below. If you have any quastions, ask your dodor or pharmacist.

97  When you take the ADVAIR DISKUS out of the box and foil overwrap pouch, write the *Pouch
! 98 opened'and“t.lseby"dataonmohbolmhempmvldodonmodm “The “Use by” date

99 is 1 month from date of opening.
] 100

193 The DISKUS® inhalation device will be in the closed position when the pouch Is openéd.

103 The dose indicator on the top of the DISKUS tells you how many doses are left. The dose indicator
104 number will decrease sach time you use the DISKUS. After the DISKUS has deitvered 58 doses
105 doses for the institutional or sarmple paok), numbers 5 to 0 wifl appear in red to warn you that
106 are only a few doses left (see Figure 1).

! 107

i 108 Figure 1

! 109

%H Taking a dose af ADVAIR DIEKUS requires the following 3 simple steps: Opan, Click, inhals.

: . 112 1. OPEN: Hold the DISKUS in one hand and put the thumb of your other hand on the thumbgrip.
| 113  Push your thumb away from you as far as it will go until the mouthpiece appesrs and snaps into
' 114 poshion (see Fgue 2).
! 115
116 . Figure 2
i 117
‘ 118 2. CLICK: Hold the DISKUS In a level, horizontal position with the mouthpiece fowards you, Slide
? 119 the lever away from you as far as it will go until it clicks (see Figure 8). The DISKUS Is now ready to
120 use.
121
122 ) Figure 3
123 .
124 Every timethe Jever is pushed back, a doss is ready to Inhale. This is shown by & decresse in
125 numbers on the dose counter, To avoid releasing or wasting doses:
126 e« do notclose the DISKUS,
127 o don3ttitthe DISKUS,
128 « danotplay with the lever.
129 « do not advance the leyer more than once.
130 3. INHALE: Before mhaling your dose of ADVALR DISKUS, breathe out as far as is comfortable,
131  holding the DISKUS level and away fram your mouth (sea Figure 4). Remember, nover breathe out
132 into the DISKUS mouthpiece.
133

Yoger il b
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160
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177
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- Figure 4

Put the-mouthpieca to your fips (sse Figurs §), Breathe In quickly and deeply through the DISKUS,
not through your nose.

Figure §

Remove the DISKUS from your mouth. Hold your breath for about 18 seconds, of for asiongasis
comfortable. Breaths out slowly. .

CLOSE the DISKUS when you are finished faking a dose so that the DISKUS will be ready for
you to take your next dose. Put your thumbd on the thumbgrip and siide the thumbgrip back towards
you as far as it will go (see Figure 6). The DISKUS will click shut. The lever wili automaticaliy retumn
to its original position. The DISKUS s now ready for you to take your next scheduled dose, due in
approximately 12 hours. (Repeat steps 1 through 3.) '

o

Figure 8

REMEMBER: -
* Never exhale into the DISKLIS,

* Never attempt to take the DISKUS apart,

* Always activate and use the DISKUS In a level. horizontal position.

* Never wash the mouthpiece or any part of the DISKUS, KEEP IT DRY.
* Always keep the DISKUS in a dry piace.

[P LaAalt o]

DT

A S b B T A T A P gy T gy |
Ston ct controlled room hmpentun. 20°t0 28°C (68" to 77°F) ina dry place away from dinct
haat or sunlight. Kesp out of reach of children. The DISKUS inhalation device is not reusable.
The device should be discarded 1 month after removal from the moisture-protective foll
overwrap pouch or after every blister has been used (when the dose indicator reads *0") ,
whichever comes first, Do not attempt to take the device apart.

REMEMBER: This medicine has been prescribed for you by your doctor. DO NOT give this
medicine to anyone etse.

‘lpp Y - "'EIJ’ ‘ﬂ) > T T".:"""n | ¥
R\ S G TIRCL TR gl AU R RAT

This leaflet does not comam tuo complete information about your medication. If you have eny
questions, orane not sure about something, then you should ask your doctor or pharmacist.

You miey wiint to read this leafiet agein. Plesse DO NOT THROW IT AWAY until you have finished
your medicine. '

Your doctor has determined that this produgt is likely to help your personal health. USE THIS
PRODUCT AS DIRECTED, UNLESS INSTRUCTED TO DO OTHERWISE BY YOUR DOCTOR. If
you have any questions about altematives, consult with your doctor,
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