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ADVAIR™ -DISKUS® 100/50 
PRODUCT INFORMATION 

(fluticasone propionate 100 mcg and salmeterof• 50mcg1.nhalation powder) 

ADVAIR™ DISKUS® 250/50 
(fluticasone propionate 250 mcg and -salmeteror 50 m~ Inhalation powder) 

ADVAIR™ DISKus• 500/50 •) .. 
(flutfcasone propionate 500 mcg and salmeteror• SO mcg· inhalation powder) 

•As salmeterol xlnafoate salt 72.5 mcg, equlvalent to almeterol base 50 mcg 

FOR ORAL INHALATION ONLY 

DESCRIPTION: AOV}JR OISKUS 100150, AOVAIR OISKUS 250/SO, and ADVAIR DISKUS so0lo 
are combinations of flutJcasone propionate and salmeterol xinafoate. i 

One active component of AOVAIR OISKUS ls fluticasone propionate, 1 corticosteroid having ~ 
chemical name ~(fluoromethyl)6«,9~lfluoro-11p,17-dihydroxy-16"-methyl-3-oxoandrosta-1,4-

diene-17P-carbothloate, 17-propfonate and the following chemical structun:: 

F 

23 Fluticasone propionate ls a white to off-white powder with a moleoularwelght of 500.6, and the 

24 empirical formula ls Czsti31FAS. It Js practlcally Insoluble In water, freely soluble In dimethyl 
25 sulfoxide and dlme1!JYtfonnamide, and slightly soluble In methanol and 95% ethanol. 
26 The other active component of AOVAIR OISKUS ls salmeterol xinafoate, a highly selective 

27 betaradranerglc bronchodilator. salmeterol xinafoate is the race.mic form of the 1-hydroxy-2-

28 naphthoie aCtd salt of saJmeteral: The chemical name of salmetarol }(fnafoate I~ 4-hydroxy-« 1·[[16-

29 (4-phenyl.butoxy)hexy!JamJnoJmethyl)-1.~benzenedimethanol, 1-hydroxy-2:.naphthalenecarboxylate, 
30 and ft has the foUowing ohemfcal structure: • 
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ADVAJR. OISKus• 100/50 
(fluticasone pro pf on ate 100 mcg and salmetero,. 50 mcg Inhalation powder) 

ADVAIR. otsKus• 250150 
. (fluticasone propionate 250 mc:g and safmeteror SO mcg Inhalation powder 
. ;.. - ADVAIR. DIS Kus• 100/50 

(ftutCcasone propionate SOD mcg and ulmeterol* 50 mcg Inhalation powder) 

OH lt 0. 
H~~~0~-

1....: 
H 

H •·· COi.H 
.....: 

., .. 
Salmeterof xlnafoate is a while to off-whHe powder with a molecular weight of. 803.8, and the 

emplrtcal tonnula Is ~No .. ·C,1H.O,. It Is hely soluble In methanol; slfghUy soluble in ethanol, 

chlorofonn, and isopropanol; and sparingly soluble In water. • 

ADVAIR DJSKUS 100/50, ADVAJR DISKUS 250/SO, and ADVAIR DISKUS 500/50 are specially 
designed plastic devices containing 1 double-foD blister strip Qf a powder fonnulaUon of nuticasone 

propionate and salmeterol xinafoate Intend~ for oral lnhalatlon only. Each bUster on the doubt~yoll 
strip within the device contains 100. 250, or 500 mcg of mlcrofine flutJcasone propionate and · ~ 
72.5 meg of mtcrofine sarmeterol xlnafoate salt. equivalent to 50 mcg of safmeterof base. In ~ 

i 
12.5 mg of fonnufatlon containing lactose. Each blister contains 1 complete dose of both 
medications. After a bHster containing medication ls o~ed by activating the device, the 

medication is dispersed Into the alrstream created by the patient lnhaltng through the mouthpiece. 

Under standardized In vittO test conditions, ADVAIR OISKUS delivers 93, 233, and 465 mog of 

fJuticasone propionate and 45 mcg Of satmete"°' base per blister from ADVAfR DISKU.s 100/50, 

250/50. and 500/50, respectively, when tested at a flow rate of 60 Umin for 2 seconds. In adult 
patients (n a 9) with obstructive lung disease and severely compromised Jung f\lnctJon (mean 

forced exi>fratory volume Jn 1 second [FEVd 20% to 30% of predicted), mean peak lnspiratory flow 

(PJF) through a DISKus• device was 80.0 Umin (range, 46.1to116.3 llmln). 

Inhalation profd~ for adolescent {n • 13, aged 12 to 17 yeam) and adult (n a 17, aged 18 to 

so years) patients wtth asthma Inhaling maximaltY through the DISKUS device show mean PIF of 

122.2 l!m'n (range, 8t .8 to 152.1 Umin). 
The actual amount of drug delivered to the lung will depend on patient factors, such as 

inspiratory flow-proltle. 

CUNICAL-PtlARMACOLOGY: 
Mechanism of Action: ADVAIR D/SKUS: ADVAIR OISKUS is designed to produce a greater 

Improvement Jn pulmonary function and symptom control Ulan either flutJcassme propionate or 
satmeterol used alone at their recommended dosages. SJnce ADVAIR DISKUS contains both 
flutioasone propionate and &almeterot, the mechanisms of adion described below for the Individual 

components apply to ADV/I.JR OISKUS. These drugs represent 2 classes of medications (a 
synthetic corticosteroid and a long.acting beta-adrenerglc receptor agorllst) that have different 
effects on cliilical, physlologJcal, and Inflammatory Indices of asthma. 
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ADVAIR. DISKus• 100150 
{flutfcasone propionate 100 mcg and salmeteror SO mcg Inhalation powder) 

. ADVAIR. ors Kus• 250/SO 
(ftUticasone propJonate 250 mcg and salmeteror- 50 mcg Inhalation poWder 

... - ADVAJR. DISKus• SOO/SO 
(flutfeasone propionate soo mcg and salmeteror so mcg Inhalation powder) 

Flutlc:ilsone Proplon.te: FlutJcasone propionate is a synthetic, trfOuorinated corticosteroid with 

potent anti-inflammatory actJvity, In vitro assays using human lung cytosol J,reparatJons have 

established ft~lcasone propionate as a human glucocortloold receptor agonlst with en aMnlty 

18 times gl88terthan dexamethasone, .,most tWfce that of bedomethdrbne-17-monopropionate 
(BMP), the adNe meblbDOte of beclomathasone dlproplonate, and over 3 times that of bUCfesonfde. 
Data from the McKenzie vasoconstrtctor assay In man are consistent with these results. 

The precise mechanisms of tlutlcasone propionate aatlon la asthma are unknown. Inflammation 

Is recognized as 1n Important component In the pmthogenesil of asthma. Co~rolds'have been 
shown to fnhJbft rnultlple cell types. (e.g •• mast cens, eosinophns, basophns, lymphocytes, 
macrophages, and neutrophlls) and mediator production or sectetJon (e.g., histamine, elcosanoids, 

leukotrienes, and cytokines) Involved In the asthmatic resp0nse. These anti-Inflammatory actions of 
corticosteroids contribute to thalr.efficacy In asthma. 'l 

Salmetero/ X1nafoate: Salmeteroi' Is a long-acUng beta-edrenerglc agonlst. In vitro studies artif 
[ 

In vivo phannsoologlc studies demonstrate that salmeterol ls selective for betar&drenooeptors ~ 
a 

compared wHh lsoproterenol, which has approximately equal agonlst actMty on beta1• and 
beta2.adrenoceptors. In vitro st:.1dies show salmetarol to be at least 50 times more selective for 

beta2·adrenoceptors than afbuterol. AJthough beta,.adrenoc:eptors are the predominant adtenerglc 

receptors In bronchial smooth muscle and beta1..acfrenoceptors are the predomlaant recep!ors In the 
t\eart, there are also betaradrenoceptors in the human heart comprising 10% to 50% Of the total 

beta-adrenoceptors. The precJse function of these receptors bas not been established, but they raise 

the possi~llity that evan highly selective betaz-agonlsts may have c;ardiao effects. 

The pharmacofoglc effects of betaradrenocejJlor aganJst drugs, Including salmeterol, are at least 

In part attributable to stlmul1Uon of fnttacellular adenyl cyclase, the enzyme that catalyzes the 

conversion of adenaslne triphosphate (ATP) to cyclic-3',6'-adenosine monophosphate (cyclic AMP). 

Increased cyclic AMP levels aause relaxation af bronchJaf Smooth muscle and lnhlbftJon of release 

of mediators of Immediate hypersensJtlvlty from cells, especlally from mast oeUs. 
In vitro tests show that saJmeteroJ Is 1 potent and long-lasting Inhibitor of the release of mast cell 

mediators. such.:-as histamine, leukotr1enes, and prostagtandln ~. from human lung. satmeterol 

Inhibits histamine-lnduoed plasm£ protein extravasation and inhibits platelet-activating 

factor-lncli.11."ect-eastnophR ~lation In the lungs of guinea pigs When administered by the Inhaled 

route. In humans, single doses of salmeterof administered via fnhafaUon aerosol attenuate 

allergen-induced bronchial hyper-responsiveness. . 
Phannacokinetics: ADVAJR DISKUS: Following admlnlstratlon of AOVAJR DISICUS to healthy 

subjects, peak plasma .concentrations of fluticasone propionate were achJeved In 1 to 2 hours and 

those of salmeterof were achieved In about 5 minutes. 
In a single-dose crossover study, a higher than recommended dose df AOVAIR OISKUS was 

administered to 14 healthy subjects. Two Inhalations of the following treatments were administered: 
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ADV AJR,. DISKus• 100150 
(flutlc:asone propionate 100 mcg and salmeterol* 60 mcg inhalation powder) 

. ADVAJR- DISKus• 250/50 . 
. (fluticasone propJonate 250 mcg and salmetero1• &O mcg Inhalation powder 

;.. - AOVAJR. DISKus• 100150 . 
(flutleasone propionate 600 mcg and salmetero~ 50 mcg Inhalation powder) 

102 ADVAIR DlSKUS 600/60, flutJcasone propionate powder 600 mc:g and sa!meterol powder 50 mcg 

103 given concurrently, and fJutJcasone propionate powder 500 mcg alone. Mean peak plasma 
104 concentrations of tlutJcasone propionate averaged 107, 94, and 120 pg/ml. respectively; those for 

105 saln:ieterol averaged 200and150 pgJmL. respectlvely, lndloatlng no siplficant changes In systemic 
106 exposures of ftutJcasone propJonate and salmetara1. . 
107 In a repeat.dose study, the highest recommended dose of ADV1'~.DISKUS was administered to 

108 45 aslhmatic patients. One Inhalation twloe dally of the following treatments was administered: 

109 ADVAJR DISKUS 500/50, ftutlcasone propionate powder 500 mcg and selmeteroi powder so mcg 
110 given concummtly, orflutlcasone propionate powder 500 mcg alone. Mean peak steady-state 

111 plasma concentratfons of ftutlcasone propionate averaged 57, 73, and 70 pOJmL, respedlvely, 
112 lndicaUng no significant changes Jn systemic exposure of flutlcasone propionate. No plasma 

113 concentrations of salmaterol were measured In this repeat-dose study. 

114 No slgnlnoant changes Jn excretion of flutJaasone propionate or salmeterol were observed. r+ 
115 terminal half-life of fluticasorie propionate averaged 5.33 to 7.65 hours when AOVAIR OISKUS ·'fas 

116 administered, which Is sJmllar to that reported when fluticasone propionate was given concurrentty 

117 with salmeterol or when ftuticasone propionate was given alone (average. 5.30 to 6.91 hours). No 
us temunal half-lffe of salmeterol was reported upon admlnlstraUon of ADVAIR DISKUS or salmeterol 
t 19 · given concurrently with flutlcasone propionate. 
120 Special Populations: Fonnal pharmacokJnetio studies using ADVAIR OISKUS were not 

121 conducted to examine gender differences or In special populations, such as elder1y patients or 
122 patients with hepatic or renal lmpalnnenl · 
123 Dmg-Drug Interactions: In the repeat- and single-dose studies. there was no evidecee of 

124 significant drug interaction in systemlc exposure between flutfcasone propionate and salmeterol 

125 when given as AOVAIR DISKUS. 
126 Flut/casone Propionate: AbsotpUon: Flutlcasone propionate acts locally In the lung; · 

127 therefore, ptasma 1,vels do not predid therapeutic effect. Studies using oral dosing of labeled and 
128 unlabeied drug have_ demonstrated that the oral systemlc b1oavanabll!ty of fluticasone proµlonate Is 
129 negllglble (<19'), pttmarlly due to ln.compiete absorpfion and presystemlc metabolism In the gut and 

130 liver •. In co~ the majority of the flutJcasone propionate dellvered to the lung Js systemically 

131 absorbetf."The.systemlc bloavailabnity of fluti~ne propionate from the DISKUS device In healthy 

132 volunteers averages 18%. 

133 Peak steady-state ftutJcasone· propionate plasma concentrations Jn adult patients (n = 11) ranged 
134 from undetec.table to 266 pg/mL after a soo.:mcg twice.dally dose of fluticas0ne propionate 

13S Inhalation powder using the DISKUS device. The mean fluticasooe propionate plasma 
136 concentration was 11 o pg/mL 
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ADVAIR• DISKUS-100/50 
(fluticasone propionate 100 mcg and salmeterol- 60 mcg Inhalation powder)· 

. ADVAIR. DISKus• 260/50 
(flutlcasone propionate 260 mcg and salmeteroit 60 mcg Jnhalation powder 
- t - . ADVAIR. DISKus• 600/50 
(flutlcisone propJonate SOD mcg and salmeterol• 60 mcg Inhalation powder) 

137 Distribution: FoUowlng Intravenous administration, the Initial dlspoS!Uon phase for 

138 tlutlcasone propionate was rapid and consistent with Its blgh lipid solubility and tissue binding. The 
139 volume of dlstltbutlon averaged 4.2 Ul<Q. 

140 The J)elQ9ntage offlutlcasone propionate bound to bwnan plasma pretelns averages 81%. 

141 Flullcasone propionate Is weakly and naverslbly bound to erythrocytea and Is not sfgnlflcantJy bound 
142 to human transcortin. .. • . 

143 Metabollsm: The total dearance of flutJcasone propionate Is high (average, 1093 mUmln), 

1~ wHh renal clearanee accounting for less than 0.02'<1 of the total. The only clrculating metibollte 

c- 145 detected In man Is fhe 17~rt>oxylfc acid deflvatJve of flutlcasone propionate, which Is formed 

146 through the cytochrome P450 3A4 pathway. This metabolite taad less lftinlty (approximately 
147 112000) than the parent dn1g for the gluaoaortlcold receptor of human lung cytosol In vitro and 
148 negligible phannacologlcal activity In animal studies. Other metabolites detected In vitro using 

149 cu_ltured human hepatoma cells have not been detected ln man. "' ( 

150 Elim/nation: Following Intravenous dosing, flutlcasone propionate showed polyexponentlal~ 
151 kinetics and had a tennlnal eJJmlnation half-IJfe of approximately 7.8 hours. Less than 5% of a 1 

152 radiolabeled oral dose was excreted In the urine as metabolites, with the remainder excreted In the 
153 feces as parent drug and metabolites. 
154 HeplltJc Impairment: Since tlutlcasone propionate Is predomlnantly cleared by hepatic 

155 n1etabotism. lmpalnnent of Jlver function may lead to •ccumulatlon of Oulicasone propionate in 
1S6 plasma. Therefore, patients wfth hepatic disease should be dosely monitored. 

157 Gender. FUU phannacoklnetlc; profiles were obtained from 9 female and 18 male patients 

158 given flutlcasone propionate Inhalation powder 600 mcg twice dally USing the DISKUS. No overall 

159 differences in fluticasone prcplonate pharmacoklnetlcs wera observed. 

160 Special Populations: Fonnal phannacoklneuc studies using fJutlcasone propionate were not 

161 carried out in other speclai populat!ons. 

162 D!U!!·Orug lntenctlons: In a mult1pl&odose drug interaction study, co ad ml nfstratlon of 

163 fluticasone propionate (&00 mcg twice dally) and erythromycln (333 mg 3 times daily) did not affect 
164 ftutlcasone propiortate ph&1Tnacoklnetlcs. In another drug Interaction study, casdmlnfslration of 
165 fluticasone propionate (1000 mog) and ketoc;onazole (200 mg once dally) resulted In Increased 

166 fluticasorje:-pr-0P1onate concentra~o~ and redu~ plasma cortisol area under the plasma 

167 concentration versus time curve (AUC), but had no effect on urinary excretion of cortisol. Since 
16! flutlcasone propfonate ls a substrate of cytochrome P450 3A4, caution should be exercised When 
169 cytDdvome P450 3A4 inhibitors (e.g., riton.Vtr, ketoconazole) are coadminfstered with flutlcasone 
110 propionate as this could result In lncnased plasma concentrations of ftutlcasone propionate. 
171 Satmeterol Xinafoate: Salmeterol xinafoate, an Ionic saJt, dissociates In solUUon so that the 

( 172 salmeterol and 1-hydroxy-_2-naphthOio acid (xfnafoate) moieties are absorbed, distl1buted, · 
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ADVAIR. DISKUS11 100/50 
(flutfcasone propionate 100 mcg and salmetero16 SO mtg Inhalation powder) 

ADVAIR• DISKUS11 250/50 
(flutfcasone propionate 260 mcg and salmetero1• so mcg JnhaJation powder 
· · "' . . . ADVAIR• DISKUS" 600/SO 
(ftutlc6sone propionate 100 mcg and salmeteror 50 mcg Inhalation powder) 

metabolJzed~ and eftmfnated Independently. Salmeterol acts locally In the l~ng: therefore, plasma 

levels do not predict th~peutlc effect. 

Absorption: Because of the small therapeutic dose, systemic levels of salmeterol are low or 
undetectable after inhalation of recommended doses (50 mcg of salmetwol inhalation powder twice 
dally). Fonowlng chronic ad.ministration of an Inhaled dose of 50 mcg of salmetarol lnhalatl~n 
powder twice daily, salmeterol was detected In plasma within 5 to 411 ~utes In 7 asthmatic 

patients; plasma concentrations were very loW, with mean peak concentrations Of 187 pg/mL at . . 
20 minutes and no aocumutatJon with repeated doses. 

Dlsttfbutlon: Binding of salmeterol to human plasma proteins averages ge;c. fn vitro over the 

concentration range of 8 to T122 ng of ~eterol base per mlDJlltar, much. higher concentrations 
than tho.se achieved following therapeutic doses of salmeterol. 

Metabolism: Salmeterol base Is extensively metabotlzed by hydroxylation, with subsequent · · 

ellmlnation predominantly In the feces. No significant amount of unchanged salmeterol base was-l 
detected In either urine or feces. t 

Effmlnation: In 2 healthy subjects who received 1 mg of radlolabeled salmeterol (as j 
salmeterol xlnafoate) orally, approximately 25% and 60% of the radiofabefed salmeterol was 
eliminated In urine and feces, respectively, over a period of 7 days~ The termlnaJ elimination half-life 
wes about 6.5 hours (1 volunteer only). 

The ~nafoate moiety has no apparent pharmacologic activity. The xlnafoate moiety Is highly 

protein t>ound (>99%) and has a long eUmlnatlon half.life of 11 days. 

Spec/al Popufatlons: Formal pbannacoklnetic studies of saJmetarol base have not been 

conducted In special populations. Since nlmeterol ls predomfnanUy deared by hepatic metabolism, 

lmpainnent of Jlver function may lead to accumulation of satmeterol ln plasma. Therefore, patients 

Ylrth hepatic disease should be closely monitored. 

Pharmacodynamlcs: ADVAIR DISKUS: Since systemic phannacodynamlc effects of salmeterol 

are not normany seen at the therapeutic dose, higher doses were used to produce 01easun1hle 

effects. Four studies~ aoaducted In healthy subjects: (1) a sJngle-dose crossover study using 

2 inhalations of AD\IAIR OISKUS 500/50, flutlcasone propionate powder 500 mcg and salmeterol 

powder 50 mcg given concurrently, or flutlcasone propionate powder 500 mcg given alone, (2) a 

c:;umulatlvidose study using 50 t~ 400 mcg of sa_lmeterol powder given alone or as ADVAIR 

DISKUS 500/50, (3) a repeat-dose study for 11 days using 2 Inhalations twice daily of ADVAIR 
OISt<US 250/SO, flutlcasane propionate powder 250 mcg, or salmeterol poWder 50 mcg, and (4) a 
single-dose sludy using 5 lnhalaUons of AOVAIR DISKUS 100/50, fluticasone propionate powder 

100 mcg alone, or placebo. In these studies no slgnfficant differences were observed In the 

pharmacodynamic effects of salmeterol (pulse rate, blood pressure, QTc Interval, potassium. and 

glucose) whether the salmeterol was given as ADVAIR OISKUS. concuR'Bntly with tlutlcasone 

propionate from separate Inhale~. or as salmeterol alone. The systemic pharmacodynamic effects 
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ADVAIR. DISKus• 100/SO 
(flutlcasant propionate 100 mcg and salmeterol* SO mcg Inhalation powder) 

· ADVAIR'" DISKUSe 250/SO 
(flutfcasone propionate 250 mcg and salmeteror sa mcg Inhalation powder 

t - ADVAIR• DISKUSe 500/50 . 
(ftuticasone propionate 500 m~g and salmetetol* SO mcg Inhalation powder) 

of salmeterol were not altered by the presence of fluti~ne propionate lo-ADVAIR DISKUS. The 

potential effect of salmeterol or. the effects of ftuticasone propionate on the 

hypothalamlD-pltUftary-ldrenaJ (HPA) axis wu also evaluated In these studies. No ~gniflcant 

differences 11c::rass treatments were observed In 2'-hour urinary cortls~excret.ion and, where 

measured, 24-hour plasma cortlsol AUC. The systemic pharmacodynamlc effects of flutfcasone . ~ 

propionate were not altered by the presence of salmeterol In ADVAIR DISKUS In beaHhy subjects. 

In dlnlcal studies With ADVAI~ OISKUS In patients with asthma, no significant dlffe~nces were 
observed In the systemic phannacodynaintc effects of salmeterol (pulse rate, bt~od pras9ure, arc 
Interval. potassium, and glucose) whet~erthe salmeterol was glv~n alone or as ADVArR DISKUS. 

In 72 adolescent and adult patients with asthma.given either ADVAIR DISKUS 100/SO'or ADVAIR 

DISKUS 250/SO, continuous 24-hour electrocardlographlc monltortna was performed after the first 
dose and after 12 weeks of therapy, and no dlnlcally significant dYSrhYthmfas were noted. ~r 

In • 28-week study In patients with asthma. ADVAIR DISKUS 600/50 twice dairy was oompani 
~ 

with th.e concurrent use of salmeterol powder 50 mcg plus fluticasone propionate powder 500 mci 

from separate inhalers or ftuUcasone propionate powder 500 mog alone. No significant dlfferen~ 

across treatments were observed In plasma cortisol AUC after 12 weeks of dosing or In 24'-hour 

urinary cortisol excretion after 12 and 28 weeks. 

In a 12-w-eek study In patients With as1hma, AOVAIR DISKUS 250/50 twice dally was compared 

with fluUcasone propionate powder 250 mc:g alone, salmeterol powder SO mcg alone, and placebo. 

For most patients. the ablllty to Jncrease cortJsol production In response to stress, as assessed by 

3D-mlnut~ c:osyntropin stimulation, remained Intact with AOVAJ~ DlSKUS. One patient (3%) who 

receJved ADVAIR DISKUS 250/50 had an abnonnar 1'9Sponse (peak serum cortisol <18 mcg/dL) 

after-dosing, compared with 2 patients (6%) who received placebo, 2 patients (6%) who received 

flutlcasone propionate 250 mcg, aDd no patients who received salmeterol. 

Flutlcasone Ptoplonate: In cftnlcal trials With ftutk;asone propionate lnhalaUon powder using 

doses up to and including 250 mcg twice dally, occasional abnormal short cosyntropln tests (peak 

serum cortisol <18 mcg/dL) were noted both In patients receiving fluticasone propionate and In 

patients receiving placebo. Tbe incldence of abnormal tests at 500 mcg twice dally was greater than 

placebo. In a 2-yesr ~earned out In 64 paUents w'lth mild, persistent asthma (mean FEV1 91 % 

of predicted} iandomlzed to flutiC?SSOne proplon.te 500 mcg twice dally or placebo, no patient 
receiving fluticasone propionate had an abnormal response to 6-hour cosyntropin infusion (peak 
serum cortisol. <18 mcg/dL). With a peak cortisol threshold of <35 mcg/dL, one patient receiving . -
ftuticasone propionate (4%) had an abnormal response at 1 year; repeat testing at 18 months and 
2 yeBIS was normal. Another patient receiving fluticasone propionate (5%) had an abnonnal 

response at 2 years. No patient ora placebo had an abnormal response at 1 or 2 years. 
Salmetero/ Xlnafoate: Inhaled salmeterol, like other beta-adrenerglc agonlst drugs, can in some 

patients produce dose-related cardiovascular effects and effects on blood glucose and/or serum 
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ADVAIR• DJSKUSe 100/50 
(fluti~sone propionate 100 meg and salmeterol• 50 mcg Inhalation powder) 

ADVAIR .. DISKUSe 250/SO . . 
(flutlcasone propionate 250 mcg and satmeterot- 50 mcg Inhalation powder 

. ADVA1R· orsKus• 500150 · 
(flutlcisone propionate 500 mca and salmeteror so mcg Inhalation powder) 

potasslum-(See PRECAUTIONS). The cardtowscular effects (heart rate, blood pressure) associated 
with salmeterol occur with 11mnar frequency, and are of simllar type ·and sivertty, as those noted 

following albuterol administration. 

The effects of rising doses of salmeterol and standard Inhaled doses of albuterol were studied In •.. 
volunteers Cld In patients with asthma. Salmeterol doses up to 84 mcg administered as Inhalation . 
ae"*>I resulted In heart. rate Increases of 3 to 1 e beatslmln. about the same as albuterol dosed at 

180 mcg by lnhalatJon aerosol (4 to 1 o beatslmln). Adolescent and ·~uil patients receiving 60-mcg 
doses of salmeterol lnhalatioa powder (n = 60) underwent continuous electroaardfographtc 

monftoring. dur1ng two 12-hour per1ods after the first dose and after 1 month of therapy, and no 

dlnically significant dysrhythmias were noted. 

studies In laboratory animals (mtnlptgs. rodents. and dogs) have d•manstrated the occurrence of 
cardiac arrhythmias and sudden death (with hlstologlc evidence ef myocardial necrosis) when 

beW-agonlsts and methybcanthlnes are administered concunently. The cltnical significance of tJ\f8 
findings is unknown. t 

. ~ 

t 

CLINICAL TRIALS: In dlnlcal trials comparing ADVAIR DISKUS wfth the Individual components. 

263 Improvements In most efficacy endpoints were gl"9aterwtth ADVAIR OISKUS than with the use of 

264 . either fluticasone propionate or salmeterol alone. In addltlon, cllnlcal trials showed similar results 

26S between ADVAIR OISKUS and the concurrent use of flutlcasone propionate plus salmeterol at 

266 corresponding doses from separate Inhalers. 
'2117 Studies Comparing ADVAJR DlSKUS to Fluticasone Propionate Alone or Salmeterol Alone: 

268 Three double-blind, parallel-group dlnfcal trials were conducted with ADVAIR OISKUS In 1208 

269 adolescent and adult patients ~12 years. baseline FEV1 63% to 72% of predicted normal) with 
2.70 asthma that was not optimally controlled on their current therapy. All treatments were inhalation 

271 powders, given as 1 tnhalaUon from Che DISKUS device twice daRy, and other maJntenance 

272 therapies were discontinued. 

273 Stuf1Y 1: CDnlcal Trial With ADVAIR DISKUS 100/60: This placebo-controlled, 12-week. US 
-

274 study oompared AQVAIR OISKUS 100/50 with Its Individual components. flutlcason.e propion·ate 

rTS 1 oo mog and salmtrterol 50 mcg. The study was stratified according to baseline asthma 

276 mainten~therapy: patients were using either Inhaled cortloosterolds (n • 250) (dally doses of 

2n beclomethasone dlproplonate 252 to 420 mog, tiunisolide 1000 mcg, fluticasone proplooate 
271 inhalation aerosol 176 mcg, or triamcinolone acetonide 600 to 1000 mc:g) or $almeterol (n = 106}. 
219 Baseline FEV1 measul"9ments were stmnar toross treatments: ADVAIR DISKUS 100/50, 2.17 L: 

2.80 flutlcasone propionate 100 mcg, 2.11 L: salmeterol, 2.13 L; and placebo, 2.16 L 

2.81 Predefined withdrawal criteria for lack of efficacy, an indicator of worsening asthma, were utmzed 
282 for this placebo-controlled study. WCJl'Senlng asthma was defined as a ~inlcaUy Important decrease 

283 In FEV1 or peak expiratory flow (PEF). Increase In use of VENTOLIN9 (albuterol, USP) Inhalation 
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ADVAIR• DISKUs• 100/50 
(flutlcasone propionate 100 mcg and salmeterol* SO mcl inhalatlon powder) 

ADVAIR. DISKus• 250/50 
(ftutlcasone propionate 250 mcg and calmeterol9 60 mcg. Inhalation powder 

· .. · - ADVAIR .. DISKus• S00/50 
(flutlcasone propionate &00 mcg and salmeteror 10 mcg Inhalation powde., 

284 Aerosol, Increase In night awakenings due to asthma, emergency lnterven.!lon or hospitalization due 
285 _ to asthma, or requirement for asthma medication not allowed by the protocol. As shown In Table 1. 

216 &tatistlcaOy stgnificanUy fewer patients receiving ADVAIR OISKUS 100/50 were withdrawn due to 

217 wotSenlng asthma compared with flulJcasone propionate, nlmetero~ 8Qd. placebo. 

288 . 
289 Table 1: Percent Of Patients Withdrawn DU8 to Worsening ~a In Patients 

290 Pnvlousl Treated With -Either Inhaled Corticosteroids or Salmeterol Stud 1 
AOVAIR DISKUS Fluticasone Prc>plonate SalmeterQI 

100/50 100 mcg 50 mcg Placebo 
n= n• n a: 

11% 35% 

291 

292 The FEVt results are displayed In Agura 1. Because this trtal used predetermined criteria foi' 
293 \vorsenlng aSttuna, which caused mo_re patients In the placebo group to be withdrawn, FEVt resu'-5 

294 at Endpoint (lastavallable FEV1 resulQ are also provided. Patients receMng ADVAIR DISKUS ! 
295 100/50 had slgnHicantly greater Improvements In FEV1 (0.51 L. 26"-) compared with fluticasone 

296 propionate 100 mcg (D.28 L.15%), salmeterol (0.11L,5%), and placebo (0.01L,1%). These 

291 · fmprovamcnts In FEV1 with ADVAIR OISKUS were achieved regardless of baseline asthma 

298 maintenance therapy (lnhated corticosteroids or salmeterol). 

299 

-.-- -
. -

APPEARS THIS WAY 
ON ORIGINAL 
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ADVAIR• DISKus• 100/SO 
(flutlcasone propionate 100 mcg and salmetero,. SO mcg Inhalation powder) 

. ADVAIR. DISKus• 250/SO 
(flutfeasone propionate 260 mcg and .salmetero .. so mcg Inhalation powder 

;.. _ ADVAIR• DISKUs• S00/50 . 
(flutlciasone propionate &OD mcg and salmeterol• &O mcg Inhalation powder) 

300 -~ Figure 1: Mean Percent Change From Baseline In FEv 1 I~ Patients 

301 Previously Treated With Either Inhaled Corticosteroids or saiineterol (Study 1) 

302 • . .. 
25 

~ 15 
.Ii 

I 
" 10 

• 
__ , 

t. 
t 

A ADVAIR DISICUS 10Ql!O twtct 11.n.. t __ , • t 
• FluUclSant ptODlamte 100 lllCI llltoe dlllY 
• Q&mltnl IO mco lWI daily . 
• Plaatlo • 

----------------~-----------------

303 

304 

-5 

'llttk 0 

' .Jl 
ADVAIA DISl<US 11QSD r7 

FU!cason• 85 
praplonate 100 mcg 

Sunelet'DI '° mcg 88 
PIKebo 77 

1 2 a 4 i ii 7 I 9 10 11 12 Etidpolnt 

.!. J!. .!. 
79 73 86 
71 65 85 

St 51 86 
34 27 74 

sos The effect of AOVAJR DISKUS 100/SO on morning and evening p"ak expiratory flow (PEFJ 
306 endpoints Is stiown In Table 2. 

307 
·-;:!.-· ~ ·-

APPEARS THIS WAY 
ON ORIGINAL 
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ADVAIR• DISKUSe 100/SO 
(flutlcasone propionate· 1 oo mcg and salmeteroJ• 50 mcg Inhalation powder) 

ADVAIR. DISKus• 260/SO 
(flutieasone propionate 2SO mcg and salmeterol* SO mcg Inhalation powder 

. ; . ADVAJR. DISKus• 500/60 
(ftutlcasone propionate soo mcg and salmeteroF &O mcg tnhalatlon powder) 

Table z: Peak Expiratory Flow Results for Patlel!U 

Previously Treated With Either Inhaled Corticosteroids or Salmeterol (Study 1 l 

ADVAJR Flutlcasone 
DISKUS Propionate Sallneterol 

100/50 · 100mcg 50mog Placebo . 
Efficacv Variable* 

'". 87) ln = 8Sl " •(D II 86) (n II 77) 

AM PEF (Umin) 

BasaDne 393 374 Se9 382 
Chanae from baseUne 53 17 ·2 -24 

PM PEF·(l.lmln) ' 

Baseline 418 390 396 398 

Chanoe from basellne 35 18 .7 ·13 

e fro -Chang m baseR ne:: change from . e b basehn at EndPolnt (last avalla le data). 
-
-~ 

The subjedive Impact of asthma on patients' perception of health was evaluated through ~of 
an Instrument called the Asthma Quality of Ufe QuestloMaJre (AQLQ) (based on a 7·point scale 

where 1 =maximum lmpalnnent and 7 =none). Patients receiving ADVAlR OISKUS 100/50 had 

clinically meaningful Improvements In overall asthmH;peclflc quaflty of life ~ defined ~· a 
difference between groups of ~.5 points In change from baseline AQLQ scores (difference in 
AQLQ scote of 1.25 compared to placebo). 

Study 2: Clinical Trial With AOVAJR DISKUS 250/60: This placebo-controlled, 12-week, US . 
study compared ADVAIR DISKUS 250/50 wHh Its Individual components, ftutlcasone propionate 

250 mcg and salmeterol 50 mr.g In 349 patients using Inhaled corticosteroids (dally doses oI 
beclomethasone dlproplonate 462 to 872 mcg, flunlsoUde 1250 to 2000 mcg, fluticasone propionate 

Inhalation aerosol 440 mcg, ot tt1amc1nolone acetonJde 1100 to 1600 mcg). Baseline FEV1 

measurements were slmUar aaoss treatments: ADVAIR DISKUS 250/50, 2.23 L; fluticasone 
propionate 25~ mcg; 2.12 L; salmeterol, 2.20 L; end placebo, 2.19 L 

Efficacy re5u:tSln this study were slmnsr to those observed In Study 1. Patients receiving 
ADVAJR OISKUS 2S0/50 bad signlficantJy greater Improvements In FEV1 (0.48 L. 23%) compared . 

."':'..-.- .;..._ - . 

wtth fluticasone propionate 250 mcg (0.25 L. 13%). salmeterol (0.05 L, 4%), and placebo (decrease 
of 0.11 L, decrease of 5%). StatlsticaUy significant1y fewer patients recei-.:tng ADVAIR DISKUS 
250/50 were withdrawn from this study far Y4Ql'Senlng asthma (4%) compa~ with flutlcasone 

propionate (22%): salmetarol (38%), and placebo (62%). In addition, ADVAIR OISKUS 250/50 was 

superior to flutJcasone propionate, saJmeterol, and placebo for improvements In morning and 

evenlng PEF. Patients receiving ADVAIR OISKUS 250/50 also had clinically meaningful 

Improvements In overall asthma.specific quality of life as described In-study 1 (difference In AQLQ 

soore of 1.29 compared to placebo). 

11 
000012



( 

i:uG.24;2E03 s: 11PM N0.866 P.13 

335 

336 

337 

338 

339 
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341 
342 
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345 

346 

347 

348 

349 

AD VAIR• DISKUSe 100150 
(flutf casone propionate 100 mcg and salmeteror 60 mcg Inhalation powder) 

. ADVAIR .. DISKus• 250/SO 
_ (ftutfcasone propionate 250 mcg. and salmetero1• 50 mcg Inhalation powder 

;.. - ADVAIR. DISKus• 100110 
(flutfcasone propionate 500 mcg and salmeteror- 50 mcg Inhalation powder) 

studi 3: CHnlt:al Trial W1th ADVAIR DISKUS 600/50: This 28-Week,._Flon-US study compared 

AOVAIR DISKUS 500/50 with ftutlcasone propionate 500 mcg alone and concurrent therapy 

(salmetarol 50 mcg plus ftutlcasone prvplonate 600 mcg administered from separat~ Inhalers) twloe 

dally In 503 patients using Inhaled corticosteroids {dally doses of beclofll&thasone diproplonate 

1260to1880 mc:g, ~esonlde 1500 to 2000 mcg, flunJsolide 1500 to 2000 mcg, orfluti~ne 
propionate Inhalation aerosol 680 to 880 mcg (750 to 1000 mcg Inhalation powdet)]. The primary 
efficacy parameter, morning PEF. was collected dally for the tJ.- 12 weeks of the study. Th.e 
primary _purpose of weeks 1.3 to 28 was to collect safety data. · \ 

Basellne PEF measurements were slmllar across tteatments:·AOVAIR OISKUS 500/60. 
359 Umin; flutlcasone prop1onate 600 mcg, 351 Um1n; and concurrent therapy, 345 lJmln. As 

shown in Figura 2, morning PEF Improved slgnlfJcanUy with ADVAIR DISKUS 500/50 compared 

wfth flutloasone propionate 500 mcg over the 12-week treatment per1od. lmpn>vements In momr 
PEF observed with ADVAIR OISKUS 500/50 were similar to Improvements observed With --

~ 

cxmcurrent therapy. ~ 

-
~ -

··::--· -":: -

APPEARS THIS WAY 
ON ORlGlNAL 
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ADVAIR ... DISKus• 100150 
(ftuticasone propionate 100 mcg and salmeterol• 10 mc:g inhalation powder) 

. ADVAIR. DISKus• 250/50 
(flutJcisone propionate 250 mtg and salmetero1• 50 mcg Inhalation powder 

t - ADVAJR. DISKus• 500/50 
(tlutlcasone propionate 500 mcg and salmetarol* 50 mcg Inhalation powder1 

350 Figure 2: Mean Percem Change From Basenne In Morning Peak Expiratory F.low 
351 In Patients Prevtuusty Treated With Inhaled Cortlcostarolds (Study 3) 
352 
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356 Onset of Action and Progression of Improvement in Asthma Control: The onset of action and 

357 progression of Improvement In asthma control were evaluated in the 2 placebo-c:ontrolled us trials. 
358 Followingth1t'=flr.st dose, the median.time to .onset of cllnlcally significant brondlodilatation ~15% , 

359 improvement In FEV1) In most patients was seen within 30 to eo mlnute:s. M~mum Improvement 

360 In FCV1 generally oc:culTed wtthla 3 hours, and cllntcally significant improvement was maintained . -
361 for 12 hours (see Figure 3). 

362 Following the Initial dose, predose FEV1 relatiVe to day 1 baseUne Improved markedly over the 

363 first week of treatment and continued to Improve over the 12 weeks of treatment In both studies. 
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374 

ADVAJR. Dlstws• 100150 
(flutlcasone propionate 100 mcg and salmetero .. 50 mcg Inhalation powder) 

. ADVAIR .. DISKus• 250/50 
.- (fluflcasone propionate zso mcg and salmetero1• 50 mcg lntialation powder 
. t - ADVAIR. DISKus• 600150 

(fluttcasone propionate &OQ mcg and salmeteror &O mcg Inhalation powder) 

No diminution In the 12-hour bronchodDator etTect was observed with.either ADVAJR DISKUS 

100/50 (Figures 3 and 4) or ADVAIR OISKUS 250/50 as assessed by FEV1 following 12 weeks of 
therapy. 

·.-::..· 

•.. 
figure 3: Percent Change In Sertar 12-hour FEVt In Patients 

Previously Using Either Inhaled Cortlcosterords or &almeterol (Study 1) 
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380 

ADVAIR. DISKus• 1001so 
(flutlcasone propionate 1 oo mcg and salmeteror so mcg Inhalation powder) 

ADVAJR .. DISKus• 250/SO 
(ftutlcasone propionate 250 mcg and salmetero .. 50 mcg Inhalation powder 

? - ADVAIR• DISKUS11 600/60 
(flutf c&sone propJonate soo mcg and salmetaro .. so mcg Inhalation powder) 

-... 

Figure': Percent Change In Serial 12-hour PEVt In Patients 
Previously Using Either Inhaled Corticosteroids or Salmeterol (Study 1) 
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381 Red~df~ i~ asthma symptoms,· Use of rescue VENTOUN lnhalaUon Aerosol, and Improvement 
382 in morning arid evening PEF also occu!Ted wlthJn the first day of treatment with AOVAIR OISKUS, 
383 and continued t.o Improve over \he 12 week.$ of therapy ln both studies. 

384 

385 INDICATIONS AND USAGE: ADVAIR OISKUS Is indicated for the long-tenn, twice-daUy, 

386 maintenance treatment of asthma In pati~ 12 years of age and older. 

387 AOVAlR OlSKUS Is NOT Jridicated for the relief of acute bronchospasm. 
388 
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ADVAJR. DISKus• 1001so 
(ftuticasone propionate 100 mcg and salmetero1• 60 mcg Inhalation powder) 

ADVAIR• DISKUs• 250/50 
(flutfcasone propionate 250 mcg and salmetero1• 60 mcg lahalatlon powder 

~ . ADVAIR" DISKus• S00/50 
(flutfcasone propionate 500 mcg and salmetero.- 50 mcg Inhalation powder) 

CONTRAINDICATIONS: ADVAJR DISKUS Is contrarndrcated In the prlm!'ry treatment of status 

asthmaticus or other acute episode$ of asttuna Where Intensive measures ere required. 

Hypersensitivity to any of the Ingredients of these preparations contraindicates their use. •.. 
WARNINGS: ADVAIR DIS KUS should not be used for transferring patients from s~lc 
corticosteroid thera • 

Particular care Is needed for patients who have been transferred from s.yste""'ioally active 
corticoSterolds to Inhaled corticosteroids because deaths due ta adrenil Insufficiency haw ocounvct 
in patients with asthma during and after transfer from systemic corticosteroids to I~ systemically 

avaHable Jnhaled corticosteroids. 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 predntsone (or_~ 
equivalent) may be most susceptlble, particularly when their systemic corticosteroids have beeri .. 
almost completely withdrawn. During this period of HPA suppression, patients may exhibit sig~nd 

symptoms of adrenal Insufficiency when ~sed to trauma, surgery, or lnfeotion (partieular1y ! 
gastroenteritis) 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 nonnal physiological amountS of gh.1cococtlooid systemically and do 
NOT provide the 01lneralocorticold activity that Is necessary for coping with these emergencies. 

During perfods of stre~ or a severe asthma attack, patients who have been withdrawn from 
system!~ corticosteroids should be instructed ta resume oral corticosterokfs (Jn large doSes) 

lmmedlalety and to contact their physicians for further Instruction. These patients Should also be 

instructed to ceny a waming card Indicating that they may need supplementary systemic 

corticosteroids during periods of stress or a severe asthma attack. 

1. ADVAtR DISKUS SHOULD NOT BE INITIATED IN PATIENTS DURING RAPIDLY 
DETEIUORATJNG OR POTENTIALLY UFE·THREATENJNG EPISODES OF ASTHMA. Serious 

acute respiratory events. lneludlng fataJities, have been reported both In the United States 
and worldWlde When salmeterol, a component of ADVAIR DISKUS, has been Initiated in 

pati-,~ wf~h_ significantly worsening or acutely deteriorating asthma. In most cases, these 

have oCCt:ured fn patients with sevete asthma (e.g., patients with a history of corticosteroid 

dependence, low pulmonary function. Intubation, mechanical ventilation, frequent hospitalizations, 

or previous life-threatening acute asthma e>sacerbatJons) and/or In some PS!ients In whom asthma 
has been acutely deteriorating (e.g., unresponsive to _usual medications: Increasing need for 

inhaled, short-acting betaragonlsts; Increasing need for systemic corticosteroids: significant 
Increase in symptoms: recent emergency room v~: sudden or progressive deter1oration In 
pulmonary fu:ic:tion). However, they have occurred In a few patients with less severe asthma as 
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ADV AIR• OISKUs• 100/SO 
(ftuticasone propionate 1 oo mcg and salmeterot- so mcg Inhalation powder) 

- ADVAIR. DISKus• 250/SO 
_(tluOcasone propionate 250 mcg and salmetero_. &O mcg-lnhalatJon p0wder 

. ~ - ADVAJR" DISKus• 600/SD 
(flu_ttcasone propionate 100 mcg and salmeterol9 SO mcg inhalation pOWder) 

well. n was not possible from these reports to determine Whether salmetell>f contributed to these 
events or simply falled to reUeve the deteriorating asthma. 

2. Do Not Use ADVAIR PISKUS Ip Treat Acute _symptoms: An Inhaled, short-acting_ betaragonist, 
not ADVAIR OISKUS, should be U$ed to relieve acute asthma symptonts~ Wben pl1!Satbing 

AOVAlR DISKUS, ttte physician must also provide the patient with an Inhaled, short-acting. 

betaragonlst (e.g., albuterol) for treatment of symptoms that occur· acutely, despite regular twice 
I 

daily (momlng and evening) use of AOVAIR DISKUS. 

When beglMing treatment wtttrADVAIR DISKUS, patients who have bean taking orat·or Inhaled, 

short-acting belaz.agonists on a regular basis (e.g .• 4 times a day)_ sl\Outd be lnstruded to 

discontinue the regular use of these drugs. For patients on ADVAIR OISKUS, short-acting, Inhaled 

betaraoonlsls should only be used for symptomaUc reHef of acute asthma symptoms (see 
PRECAUTIONS: lnfonnaUon for PatJents). 
3. watcb for lnqeaslnq Ume of Inhaled. Short-AQtiog Bet&z:agonlsts. Which Is a Martser pf . ~ 

. ~ 

Detedonrflng Asthma. Asthma may deteriorate acutely over a period of houtS or chronically over~ 

several days or longer, If the patient's ilahaled, short-acting be~onist becomes less effedlve! 

the patient needs more inhalations than usual, or the patient develops a significant decrease In 

PEF, these may be a marter of destabllizatJon of asthma. In this setting, tht patient 19quires 

1mmediate reeva!uatlon wUh teasse.ssment of the treatment regimen, giving spec;ial consideration. to 

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

adding 1dditlonal lnh1!ed oortlcosterold. or Initiating systemic corticosteroids. Patients should not 

use more than one Inhalation twioe dally (morning and evening) of ADVAIR DISKUS. 

4. po Not Use an Inhaled, Long-Actjng Belk@gonlst In Conlynction WJth AOVAIR DISISlJS. 

Patients who are receiving ADVAIR D!SKUS twtce daUy should not use salmeterol or other 

long-acting inhaled betaragonJ.sts for prevention of exercise-Induced bronchospasm or the 

maintenance treatment of asthma. Addltional benefit would not be gained from using supplemental 

nlmeterol for prevention of exercise-induced bronchospasm since ADVAIR DISKUS already 

contains ulme.temt · 

5. C>o Not EXce!d Recommended Dosage: ADVAIR OISKUS should not be used more often or at 

higher dQ~ than recommended. FatafWes have been reported In association with excessive u~ of 

inhaled ~mpathomlmetic drugs. large doses ot Inhaled or oral salrneterol (12 to 20 times the 

recommended dose) have been associated with clinically significant prolongation of the OTc 

Interval, which has the potential for produciog ventricular arrhythmias. 
6. Parado>tical Bmocboscasm: As with 0th.er inhaled asthma medications, AOVAIR DISKUS can 
!Wduce paradoxical bronchospasm. which may be life threatening. If paradoXlcal brOnchospasm 
occurs foUowtng dosing with AOVAIR DISKUS, It should be treated immediately with a short-acting, 

Inhaled bronchodilator, ADVAIR DISKUS should be discontinued Immediately, and alternative 

therapy should be Instituted. 
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ADVAIR. DISKus• 1001so 
(f1utlcasone propionate 100 mcg and salmeterol* SO mcg Inhalation powder) 

AOVAJR. DISKus• 250/50 
(flut11asone propionate zso mcg and s1lmetero1• 50 mcg inhalation powder 
. ~ - ADVAJR. DISKus• 500/50 . 
(flutlCasone propionate 500 mcg and salmetero1• so mcg inhalation powder) 

7. Jmmedfati Hynersensttivfty Reactions: Immediate hypersensitivity rea~ons may occur after 

administration of ADVAJR DISKUS, as demonstrated by cases of urticartS, angioedema, rash. and 
broncttospasm. 
8. yaperAJrway Symptoms; Symploms of lalyngeal spasm, krttation, qr.swemng, s\ich as str1dor 

and chokf~. have been reported In patients reoeMng flutlcasone propionate and salmete~I, 
r.omponents of ADVAIR OISKUS • ., .. 
8. Car;djovascylar Qlsprders: ADVAIR DISKUS, like all products r.ontalnlng sympathomlmetic 

amJne.s, should be used with caution In paUents with cardiovascular cf!SCWers, e$peclally l:oronary 
insufficiency, cardiac arrhythmias, and hypertension. Salmeterol, a component of ADVAIR OISKUS, 

can produoe a dlnlcally significant cardlovascuJ1r effect In some patients as measured by pulse 
rate, blood pressure, and/or symptoms. Although suGh effects are uncommon after admlnJstratlon _of 
salmeterol at recommended doses, If they occur, the dNg may need to be discontinued. In addHion, 
beta-agonlsts have been reported to produce eleatrocardlogram (ECG) changes, such as flattenfg 
of the T wave. prolongation of the OTc: Interval, and ST segment depression. The clinical f . ~ 

significance of these findings is unknown. j 
1 o. Piscontinuat!QD gt Systemic Corticosteroids: Transfer of patients from systemic corticosteroid 

therapy to ADVAIR OISKUS may unmask conditions previously suppressed by the systemic:; 

corticosteroid therapy, e.g., rhinitis. conjunctMtls, eczema. and arthritis. 

11. lmmunosuopresslon: Persons who are using dNgs that Sl.U>Pl'8SS the Immune system are more 

susceptible to infections than healthy lndJvlduais. Chickenpox and measles, for example, can have 

a more serious or even fatal course ln susceptibf e cblldren or adults using corticosteroids. In such 
chJldren or adults who have not had these diseases or been property Immunized, particular care 

should be taken to avoid exposure. How the dose, route, and duration of cortloosterold 

admfnistraUon affect the risk of developing a diSsemlnated Infection Is not known. The contribution 

of the underlyf ng disease and/or prior corticosteroid treatment to the risk Is also not tcnown. If 
exposed to chickenpox, prophylaxis with varicella zoster lmmune globulin (VZIG) may be Indicated. 

If expoSed to measl~. prophylll)Cfs with pooled Intramuscular lmmunogJobulln (1G) may be 

indicated. (See-1118.nspective package Inserts tor complete VZJG and IG prescribing infonnatlon.) If 

chickenpox dewtops, trealment with antiviral agents may be considered. 
-.:- - - ~ - . 

PRECAUTIONS: 
General: 1. Cartffoyasa.rlar Effects: No effect on the cardiovascular system Is usually seen after the 
administration of inhaled ADVAJR OISKUS at i:ecommended doses. The caldlovascular and central 
nervous system effects seen with all sympathomlmetic drugs (e.g., Increased blood pressure, heart 

rate, excitement) can occur after use of salmeterol, a component of AOVAIR OISKUS. and may 
require discontinuation of ADVAIR OISKUS. ADVAIR OISKUS, Uke all_medicatlons containing 

sympathomlmetic amines. should be used with caution in patients with cardiovascular disorders, 
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ADVAIR. orsKus• 100/SO 
(fluticasone propionate 100 mcg and nlmetero .. 50 mcg lnhalatJon powder) 

- . ADVAIR .. DISKus•.2so1so 
. (flutlc;asone propionate 250 mcg and salmetero,. 50 mcg· inhalation powder 

~ - ADVAIR. DISKus• soo/$0 
(fl~casone propionate GOO mcg and salmetero .. so mcg Inhalation powder) 

especially coronary Insufficiency, cardiae anttythmlas, and hypertension; in· patients with convulsive 

disofders or thyrotoxlcosls: anc:: in patients Who are unusually responsive to sympathomimetlc 

amines. ..: 
AS has been described wtth other-beta-adrenerglc agonist bronchod!Mors, cllnlcally significant 

d1anges In electrocardiograms have been seen Infrequently In lndtvldual patients In contro~led 
clinical studies with AOVAIR OISKUS and salmeterol. Ctlnlcally significant changes tn systolic 

and/or diastolic blood pressure and pulse rate have bean ~en Infrequently In lndlvidual patients In 

controled dfnJcal studies wfth salmelerol, a component af ADVAIR OISKUS. 
2. Metabolic and other Effects: Doses of the related betaradrenoceptor agontst albuterol, When 

adrrilntstered intravenously, have been reported to aggravate premdstfng diabetes mellftus and 

ketaacldosis. Bet•adrenergic agonlst medications may produce significant hypok,alemla In some 

patients, possfbly through fntraceUular shunting, which has the potential to produce adverse 
,~ 

!.. cardiovascular effects. The decrease In serum potassium ls usuarty transient, not requiring 
supp!eraentatlon. ~ 

Clinically slgnffloant changes in blood glucose and/or serum potassluin were seen rarely durtnb 

clinlcal studies with AOVAIR DISKUS at recommended doses. 

During withdrawal from oral corticosteroids, some patients may experience symptoms of 

systemically active cortlcosterold withdrawal, e.g., Joint andtor muscular pain, lassitude, c.nd 

depression, despite maintenance or even improvement of respiratory function. 

Fluticasone propionate, a component of AOVAIR DISKUS, wlll often pennlt control of asthma 
symptoms ¥Jfth less suppression of HPA function than therapeuUcally equivalent oral doses of 
prednisone. Since flutlcasone 'propionate ls absorbed Into the circulation and can be systemically 

active al higher doses, the beneficial effects of ADVAIR DISKUS Jn minimizing HPA dysfunction 

maJ be expected only when reccmmended dosages are not exceeded and Individual patients are 

. titrated to the lowest effective dose. A relationship between plasma levels of flutJcasone propionate 

and lnhlblt!>ry e~eCts an stimulated cortlsol production has been shown after 4 weeks of treatment 

with flutlcasono propionate inhalation aerosol. Since tndlvidual sensitivity to effects on cortisol 

production exists, Pttysldans should consider this Information when prescribing ADVAIR OISKUS. 

eec.~ ~l the posslbnity of systemic absorption of Inhaled corticosteroids, patlents treated with 
these drugs should be observed camully for any evidence of systemic corticosteroid effects. 
Particular care should be taken In observing patients postoperatively or during peliods of stress for 

evidence of inadequate adrenal response. • 
It Is possible that systemic corticosteroid effects such as hyperoorticism and adrenal suppression 

may appear In a small number of paUents, particularly at higher doses. Jf such changes occur, the 

dose of flutfcasone propionate should be reduced slowly, consistent with accepted procedures for 

reducing systemic corticosteroids and for management of asthma symptoms. 
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ADVAIR. DISKus• 1001so 
(flutlcasone propionate 1 OD mcg and sa1meteror SO mcg Inhalation powder) 

- ADVAJR. DISKus• 250/50 
. (flUtic;asone propionate 250 mcg and salmeteroJ• 60 mcg· Inhalation powder 

€ - ADVAIR. DISKus• SOO/SO 
(flutlcasone propionate &OD mcg and salmetero .. &O mcg Inhalation powder) 

orauy Inhaled corticosteroids may cause a reduction In growth velocity_when administered to 

pediatric patients (see PRECAUTIONS: Pediatric Use). Patients should be maintained on the 

lowest strength of ADVAIR OISKUS that etfedlvely oontrols their asthma. 

The long.term effects of ADVAIR OISKUS In 11\Jman subjects are notfully known. In particular, 

the effects resulting from d'lronlc use Of fluticasone propionate on developmental or Immunologic . 
processes In the mouth, pharynx, trechea,·and lung are unknown. Some patients have received 

Inhaled flutlcasone propionate on a oontlnuous basis for periods of 3 years or longer. In cllnlcal 

studies with patients hated far 2 years with Inhaled ftutlcasone propionate, no aj>parent dlffenmces 
in the type or severfty of adverse reactions were observed after long- versus sl'lort-temi treatment. 

Rare Instances Of glaucoma, Increased lnttlocular pressure, and cataracts haVe been reported 

following the inhaled administration of corticosteroids, Including fluticasone propionate, a 
component of ADVAIR DISKUS. 

In cllnlcal studies with ADVAIR DISKUS, the development of localized Infections of the pharYJx 
~ 

with Candida a/blcans has occurred. \Nhen such an lnfectJon develops. It should be treated with· ~ 

appropriate focal or syslemlc o.e., oral antifungaJ) therapy while remaining on treatment with ! 
AOVAIR DISKUS, but at times therapy with ADVAIR DISKUS may need to be interrupted. 

Inhaled corticosteroids should be used with caution, ff at all, In patients with active or quiescent 

tuberc.ulosb lnfectlons of the respiratory tract: untreated systemic fungal, bactelial, viral, or parasitic 
Infections: or ocular herpes 6lmplex. 

3. Eosioophillc Condltlgns; Jn rare cases, patients on Jllhaled fluticasone propionate, a component of 

ADVAIRDISKUS, may present with systemic eoslnophlric conditions. with some patients presenting 

with clinical 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 

assodated wllh the 1-eductioa and/or withdrawal of oral cortlcosterok:I therapy following the 

Introduction of flu\lcasone propionate. caseS of ser1ous eoslnophRfc conditions have also been 

reported with other Inhaled oortk:osterolds In this cllnlcal aettlng. Physicians should be ale,rt to 
eoslnophllla, vasc:untJc rash, worsening pulmonary symptoms, cardiac compUcatlons, and/or 

11europathy presenting in their patients. A causal relatlonshtp between flutlcasone propionate and 

these und~ c:onditions has not been established (see ADVERSE REACTIONS). 

lnfo~~n"'r~r Patients: PatJ~nts-belng treated with ADVAIR DISKUS should receive the 

following information and lnstru~lons. This lnfomiation Is Intended to aid them In the safe and 

effective use of this medication. It Is not a cijsclosure of all possible adverse_ or Intended effects. 

tt is Important that patients understand how to use the OISKUS Inhalation device appropriately 

and how It should be used in relation to other asthma medications they are taking. Patients should 

be given tha following information: . 
1. Patients should use ADVAIR OISKUS at 19gular intervals as directed. Results of clinical trials 
Indicate sigtllficant improvement may occur within the first 30 minutes of taking the first dose; 
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. ADVAJR. DISKus• 100/SO 
(flutfcasone propionate 100 mc:g and salmetero1• 60 mcg Inhalation powder) 

ADVAJR. DISKus• 250/50 . 
(flutTcasone propionate 250 mcg and salmeteror 50 mcg Inhalation powder 

t . ADVAIR ... DIS Kus• 600/50 
(flutrcasone propionate SOO mcg and salmetero1• 50 mcg inhalation powder) 

however, the l'ull benefrt may not be achieved until treatment has been admlntsterecl for 1 week or 
longer. The patient should not exceed the prescribed dosage and should oontact the physician if 

symptoms do not Improve or If the condition worsens. . 

2 .. The bronchodllation from 1 single dose of ADVAIR OISKUS may laA"up to 12 hours or longer. 
The recommended dosage (1 Jnhalation twic:e dally, momfng and evening) should not be ~ceeded. · 
Patie~ who are recelvlng ADVA1R DISKUS twice dally should not ase salmeterol or other 
long.acting Inhaled betaz.agonlsts for prevention of exercise-Induced bron.ohospasm or maintenance 
treatment of asthma. 

3. ADVAIR OISKUS Is not meant to reneve acute asthma symptoms and extra doses should not be 

used for that purpose. Acute symptofT\S should be treated With en Inhaled, short-acting betcb-agonfst 

such as albuterol (the physlelan should provide ttie patient with such medication and Instruct the 

patient In how It should be used). -l 
4. The physician should be noUfled Immediately Jf any of the following situations occur, which "41y 
be a sign of seriously worsening asthma: ~ 

• Decreasing effectiveness of Inhaled, short.actJng befaragonlsts 
S87 • Need for more Inhalations than usual of Inhaled, short-actJng betaragonlsts 
588 • Significant dec:rease In peak flow as outlined by the physician 

589 · 5. PaUents should be cautioned regarding common adverse cardiovascular effects, such as 

S90 palpitations, chest pain. lllpid heart rate, t[emor, or nervousness. 

591 8. When patients are prescribed ADVAJR DISKUS, other Inhaled drugs aDd asthma medications 

S92 should ~ used only as directed by the physician. 

S93 7. AOVAIR DISKUS shouJd not be used with a spacer device. 

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

595 9. Effective and safe use of ADVAIR DISKUS indudes an understanding of the way that It should be 

596 used: 

591 · • N~ver exhale Into the OJSKUS. 

598 • Never attempt to take the OISKUS apart. 
-

599 • Always activate and use the OISKUS fn a level, horizontal posJlion. 

600 . • Nev!r ~h the mouthpiece or any part of the OISKUS. KEEP IT DRY. 

601 • Alw3ys keep the OISKUS In.a dry place. 
602 • Discard 1 month after removal from the moisture-protective foll ove~p pouch or after every 

603 blister has been used (Wben the dose l~lcator reads •oi, Whichever comes first. 
604 10. Patients should be wamed to avoid exposure to chickenpox or measles and, If they are 
605 exPosed. to consult their physicians without delay. 
606 11. For the proper use of ADV AIR DISKUS and to attain maximum Improvement, the patient should 

607 read and follow carefuUy the accompanying Patienrs lnstrudions for U-se. 
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ADVAJR. DISKus• 100/SO 
(fluticasane propionate 100 mcg and salmeteror 50 mcg Inhalation powder) 

ADVAJR. DISKus• 250/SO . 
(nutieuone propionate 250 mcg and salmeteror• so mcg Inhalation powder 

t - ADVAIR• DISKUS" 500/50 
(flutlwone propionate 500 mcg and salmeteror so mcg Inhalation powder) 

Drug Interactions: ADVAIR DISJ<US has been used concomitantly With -other drugs, including 

$hart-acting betaragonlsts, methybcanthlnes, and Intranasal cottfcoste~lds. commonly used in 

patients with asthma, without adverse drug reac:tJons. No fonnaf drug lntalactlon studies have been 
. . . .. 

pelfonned with ADVAIR DJSKUS. . 

Short·At:lln11 Bllfaz-Agonlsts: In clinical trials, the mean dally need for adcritlonal betaragonJst 

use Jn 166 patients using ADVAJR OISKUS was approxlmately 1.,·1nhalatlons per day, and ranged 

from o to 9 inhalations per day. Five percent of the ADV AIR DISKUS patients Jn these triats 

averaged e or more Inhalations per day over the course of the 12.week ttfals. No observ6d Increase 
in frequency of cardiovascular events was noted among patients who averaged e or more 

lnhafaUons per day. 
Methylxanthlnes: The concurrent use of Intravenously or orally administered methybcanthines 

(e.g., amJnophytPne, theophylllne) by patients receiving ADVAJR DISKUS has not been complet~y 

evaluated. In clinical trfals, 39 patients receiving ADVAIR DISKUS 100/50, 250/50, or 500/50 twi& 
t 

daily concurTently with a theophylllne product had ldVerse event rates slmllar to those Jn 304 r 
patients receiving AOVAJ~ DISKUS ~Hhout theophyfline. srm11ar results were observed In patients 
receiving salmetet"ol 50 mcg plus ftutJoasone propionate 500 mca. twice dally coRcurrently with a 
theophylline product (n = 39) or without theophylllne (n a 132). 

Flutlcasone Propionate Nasal Spray: In patients taking AOVAJR Ol$KUS In Clinical trials, no 

differenc:.e In the profile of adverse events or HPA axis effects was noted betWeen patients taking 

FLONAsee (fluticasone propionate) Nasal Spray, so mcg concurrenUy (n • .-e) and those who were 

not (n e 130). 

llonoamine Oxldase Inhibitors and Trlcycllc Antidepressants: ADVAJR DISKUS should be 

administered· with extreme caution to patients being treated witb monoamlne axidase inhibitors or 

tdcyi:llc ant!depresunts. or within 2 weeks of dlsconUnuatfon of such agents. because tr.e action of 
salmeterol. a component of MJVAIR DJSKUS, on the vascular system may be patentiated by these 

agents._ . 
Beta-Adren~rglc-Receptor Blocklng Agents: Beta-blockers 11.ot only block the putmonaiy 

effect of bet•agonlSts, such as satmeterol, a component of AOVAJR DISKUS. but may produce 

severe bnlnchQ$pasm In patients with asthma. Therefore. patients with asthma Should not nonnally 

be treat~~-beta-blockers. However. under certain circumstances, there may be no acceptable 

altematlves to the use of beta-adrene'lJiC blocking agents In patients with asthma. In this setting, 

cardioselectlve beta-blockers coufd be consldered. although they should be administered with 

caution. 
Diuretics: The ECG changes and/or hypokalemia that may result from the administration of 

nonpatassiurn.sparing diuretics (such as loop or thlazlde diuretics) can be acutely worsened by 
beta-agonists, especially when the recommended dose of the beta...agonlst Is exceeded. Although 
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ADVAIR"' DIStrus• 100/60 
(fluticasone propionate 100 mcg and salmeterori 50 mcg inhalation powder) 

ADVAIR"' DISKus• 250/50 
(Outicasone propionate 250 mcg and salmetero .. 50 mcg inhalation powder 

~ · ADVAIR"' DISKUS" 100/50 
(flutlclasone propionate 500 mcg and S'almeterol" SO mcg inhalation powder) 

the clinioal significance of these etredS Is not known, caution Is advised Jo the coadministration of 
beta-egonlsts with nonpotassium-spartng diuretics. 

Ketoconazole and other lnhlb/tol$ Of Cytochrome NSO: In a placebo-controlled, crossover 
study in 8 healthy volunteers. coadministration of a single dose of flutioasone propionate 
(1000 mcg) with multiple doses of ketoconazole ('200 mg) to steady state resulted In lncrelpd 
mean fluticasone propionate concentrations, • reduction In plasma.cortisol AUC. and no effect on 
uttnary excretion of corUsol. This Interaction may be due to 1n Inhibition of cytochrome P450 3A4 by 

ketoconazole, which Is arso 1he route of metaboflsm of ftutlcasone propionate. care should be 

exerrJsed when AOVAIR DISKUS ts coadmlnlstered wfth long-term ketoconazole and other known 

cytochrome P450 3A4 Inhibitors. 
Carcinogenesis, Mutagenests, Impairment of Fertility: Rut/casone Propionate: Fluticasone 

propionate demonstrated no tumorigenlo potential In mice at oral doses up to 1000 mcg/lf.g . r 
(approximately 4 times th• maximum recommended dally Inhalation dose In adults on a mcglm2 e 

.t.. 
basis) fot 78 weeks or In rats at Inhalation doses up to 57 mcg/kg (less than the maximum l 
recommended daffy Inhalation dose In adults on a mcgtm2 basis) for 104 weeks. t 

Fluticasone propionate did not Induce gene mutation In prokaryotic or eukaryotic cells in vitro. No 
significant cJastogentc effec;t was seen Jn c:tdtured human peripheral lymphocytes In vitro or in the· 

mouse miaonucleus test 
No evidence of Impairment of fertility was observed In reproductive studles conducted In male 

and female rats at subcutaneous doses up to &O mcglkg (less than the maximum recommended 
daUy lnh~latlon dose In adults on a mc:gJm2 basis). Prostate weight was stgnlficantJy reduced at a 
aubcUtaneous dose of 60 mcg/kg. 

S1lmeterol: In an 18-month carcinogenicity study In CD-mice, salmeterol at oral doses of 

1.4 mg/kg and aboVe (approximately 20 times the maximum recommended daUy Inhalation dose In 

adults based on comparison of the plasma area under the curves ([AUCs]) caused a dose-related 

lncreas! in the lncldano,e of smooth mU$Cle hy_perplasfa, cystJc glandular hyperp(asla, leiomyomas 
of the llferus, and oysts in the ovaries. The lncklence af lelomyosarcomas was not statistically 

significant. No tumcns were seen at 0.2 m~ (approximately 3 times the maximum recommended 

daily tnha!ation,_d~ In adults based on comparison of the AUCS). 
In a 2~cilth orafand lnhaJation.carcJnogentdty study In Sprague Dawley rats, salmeterol 

caused a dose-related Increase In the Incidence of mesovarian leiomyomas and ovarian cysts at 

doses of 0.68 mgJkg and above (approximately 60 tlmes the maximum recommended dally 
inhalation dose In adults on a mgJm2 basis). No tumors were seen at 0.21 mg/kg (approximately 20 
times the maxlmwn recommeaded dally 1nhalatlon dose In adults on a mgtm2 basis). These findings 

In rodents are similar to those reported previously for other beta-adrenerglc agonist drugs. The 

relevance of these findings to human use is unknown. 
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. ADV AIR .. 0"1sKus• 100150 
(fluticasone prvplonate 1 oo. mcg and salmetero1• 50 mcg inhalation powder) 

ADVAIR"' DISKus• 250/50 
(tlutrcasone prupf onate 250 mcg and salmetero~ 50 mcg lnhalatJon poWder 

t: - ADVAIR• DISKUs• 100/50 
(ftuUtasone propionate 100 mcg and salmeterol- so mcg Inhalation powder) 

680 Salmeterol produced no detectable or reproducible lnctaases In mloroblal and mammalian gene 

ci8l mutaUon in vitro. No dastogenlc actfvly occumtd in vitro In human lymphocytes or In vivo Jn a rat 

682 mlctonUdeus test. No eft'ects on fertmty were ldentmed In male and female rats n~ed with 
683 salmetelul at oral doses up to 2 mg/leg (approximately 180 times the mlXimum recommerlded dally 
684 inhalation dose Jn adults on 1 mg1m2 basis). 

685 Pregnancy: Teratogenic Etrects: ADVAIR DISKUS: Pregnancy Category c •. From the 

686 reproduction toxicity studies In mJce and rats. no evidence of enhanced toxicity was seen using 
681 oomblnatlons of flutlcasone propionate and salmeterol compared to tcudcfty data ·from the 
688 
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components administered separately. In mice combining 1 SO mcg.lkg subcutaneously of flutfcasone 

propionate Oess than the maximum recommended dally Inhalation dose In adults on a'mcg/m2 

basis) with 10 mg/kg orally of safmeteroJ (approximately 450 times the maximum recommended 

daffy Inhalation dose In adutts on a mglm2 basis) were teratogenic. Cleft palate, fetal death, 
lnoreased Implantation loss and delayed ossification was seen. These observaUons are ~ ~ 

. L 

character1Stie of glucocortfcolds. No developmental toxicity WllS observed at c:omblnltfon doses Lp 
to 40 mcglkg subcutaneously of fluticasone propionate (less than the maximum recommended c/any 
inhalation dose In adults on a mcgtm2 baSls) and up to 1.4 mg/kg orally of salmetetol (approximately 

65 tJmes the maximum recommended dally lnhalaUon dose In adults on a mglm2 basis. In rats. no 
teratogentctty was obseived at combination doses up to 30 mcg/kg subcutaneously of flutJcasone 

propionate (less than the maximum recommended daily Inhalation dose in adults on 1 mcg/m2 

basis) and up to 1 mg/kg of salmaterol (approximately 90 times the maximum recommended dally 

lnhalaUon dose In adults on a mg/m2 basis). Combining 100 mc.gJkg subcutaneously of flutlcasone 

propionate (less than the maximum recommended dally Inhalation dose In adults on a mcg/m2 

basts) with 1 o mg/kg orally of salmeterol (approxtmately 900 limes lhe maximum recommended 

dally Inhalation dose in adults on a msirn2 basis) produced maternal toxlc-.lty, decreased placental 

weight. decreased fetal ~ht. umbDical hemla, delayed. osslficatlon, and changes In the occipffal 
bone. There are no adequate and well-controlled studies With ADVAIR DISKUS In pregnant women. 

ADVAIR DISKUS should be used dunng pregnancy only If the potential banefltjustifies the potential 

707 risk to lhe fetuS. --
708 · F/utlcasone Ptoplonate: Pregnancy category C. Subcutaneous studies In the mouse and rat 

709 at -45 ani ·foo incg/kg (less than_ or equivalent tQ the maximum recommended dally Inhalation dose 

710 In adults on a mog/m2 basis), raspectlvely, revealed fetal toxicity characteristi~ of potent · 

711 corticosteroid compounds, Including embryo!'lc growth retan:f ation, omphalo_?le, deft palate. and 
712 retarded cranial ossification. 
713 In the rabbit, fetal weight reduotion and deft palate were obsenied at a sut>cutaneous dose of 
714 4 mcg/kg (less than the maximum recommended dally Inhalation dose In adults on a meg/m2 basis). 

715 However, no teratogenic effects were reported at oral doses up to 300 mcg/kg (approximately 5 

716 times the maximum recommended dally lnhalatioo dose In adults on a mcg/m2 basis) of fluticasone 
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AIJVAJR. DISKus• 100/SD 
(flutfcasone propionate 100 mc:g and salmetero1• 50 mcg Inhalation powder) 

- ADVAJR. DISKus• 250/50 
(ftuticasone propionate 250 mcg and salmeterol* SO mcg Inhalation powder 

t - . ADVAIR- DISKus• 600/SO 
(flutlcasone propionate 500 mcg and salmetero .. so mcg lnhaiation powder) 

propionate. No flutJcasone proJ:~'Jnate was detected In the plasma Jn this study, consistent with the 

established low bioavaftablity following Dr.II admin1stration (see CUNJCAL PHARMACOLOGY). 

Flutlcasone proplONlte orossed tile placenta following admlnlstndion of a su~neous dose of 

100 ·mcg/kg to mice (less than the maximum recammended dally lnhallUon dose In adutts on a 

mcg/m2 basis) administration of a subcutaneous or an oral dose of 100 mc:g/kg to rats. . 
(approximately equivalent to the maximum recommended dally lnhatatlon dose In adutts on a 

mcg/m2 basis) and an oral. dose of 300 mcg/kg ad1Tiinl5tered to rabbits (approximately 5 times the 
ma>cJmum recommended daUy lnhalltion dose In adults on a rncgJrn2 basis). 

There are no adequate and well-controlled studies In pregnant women. Flutlca5one propionate 

should be used during pregnancy only If the potential benefit Justifies the potential risk'to the fetus. 

Experience with oral corticosteroids since their Introduction In phannacologfc, as opposed to 

physlologfe. doses suggests that rodents are more prone to teratogenic effects from cortJeosteroifs 

than humans. In addition, because there Is a natural lncrea~e In corticosteroid production dur1nQ ~ 
pregnancy, most women will require a lower exogenous corticosteroid dose and many will not ne~ 

~ 

corticosteroid treatment during pregnancy. -
satmeterot: Pregnancy Category c. No teratogenic effects occurred In rats at oral doses up 

to 2 mg/kg (approxlmately·1so times the maximum recommended dally Inhalation dose Jn adults on 

a mg/m2 basfs). In pregnant Dutch rabbits administered oral doses of 1 mg/kg and above 

(approximately SO times the maximum recommended dally Inhalation dose in adults based on 

comparison of the AUCS), salmeterol exhibited fetal toxJG effects characteristJcaUy resulting from 

beta-adrenocep1or stlmulaUon. These included precocious eyelid openings, cleft palate, stemebral 
738 fusion, Umb and paw flexures. and delayed ossJficatfon of the frontal cranial bones. No significant 

739 effects occurred at an oral dose of 0.6 mg/kg (approximately 20 times the maximum recommended 

740 daily Inhalation dose In adults based on compar1son of the AUCs). 

741 New Zealand VVhlte rabblta were less sensitive since onJy delayed osstflcation of the frontal 

742 bones was seen at an oral dose of 1 O rng/kQ (approximately 1800 times the maximum 

743 recommended ~alty Inhalation dose in adults on a mg/m2 basis). Extensive use of other 

744 beta-agonlsts has provided no evidence that these class effects In animals are relevant to their use 

745 in humans. T'h!ei'e arc no adequate and well-controlled studies with salmeterol In pregnant women. 

746 Salmeterol should be used during pl'Bgnancy only If the potentiaJ benefit Justifies the potential risk to 

747 tbe fetus. 
748 Salmeterol xlnafoate crossed the placem, following oral administration of 1 O mg/kg to mice and 
749 rats (approximately 450 and 900 times, respectively, the maximum recommended dally Inhalation 

7SO dose In adults on a mglm2 basis). 
751 · Use In Labor and Delivery: There are no well-controlled human studies that have Investigated 

( 752 effects of ADVAIR OISKUS on preterm labor ar labor at tenn. Because-of the potential for 
' 753 beta-agonist Interference with uterine contractnlty, use of AOVAJR OISKUS for management of 
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ADV1'JR• DISKUSe 100/$0 
(flutlcasone propionate 100 mcg and salmetero1• 50 mcg inhalation powder) 

ADVAIR. DISKus• 250/50 
(tlutleasone propionate 250 mcg and sahneteror• 50 mcg lnhalatlon powder 

~ - ADVAJR. DISKus• 500/SO 
(flutliasona propionate 600 mcg and salm1t1ro1• SO mcg Inhalation powder) 

asthma durlilg labor should be restricted to those paUents Jn whom the be_nefJts alearly outweigh the 
risks. 
Nursing Mothers: PJasma levels of saJmeteror. a component of ADVAIR DISKUS, after Inhaled 

therapeutic doses are very low. In rats. salmeteroJ Xinafoate Is excretecim the milk. There are no 

data from controlled trfals on the use af aalmeterol by nursing mothers. 11 Ls not known whether . 
fluticasone pn>plonate, a component of ADVAIR OISKUS, Is excreted tn human breast milk; 

however, other corticosterofds have been detected Jn human milk. Subcutaneous adminlstrauon to 
lactating rats of 10 mcg/kg trftlited fluticasone propionate (less than th$ maximum recommended 
dally Inhalation dose in adults on a mcg/m2 basts) resulted In measurable radioactivity In milk. 

Since there are no data from controlled trials on the use of ADVAJR DISKUS by nursing mothers, 
a decision Should be made whether to discontinue nursing or to discontinue AOVAIR DISKUS, 
taking Into account the Importance of ADVAIR DISKUS to the mother. 

caution should be exercised when ACVAIR OISKUS Is administered to a nursing woman. --~ · 
I.. 

Pediatric Uaa: The safety and effectiveness of AOVAfR OISKUS In chlkfren under 12 years of age 

has not been established. In one 12-week study, 257 patients 4 to 11 years inadequately control!~ 
usfng Inhaled cortlcosterokfs were randomized to AOVAIR OISKUS 100/50 or concurrent therapy 
with ftutlcasone propionate Inhalation powder 100 mcg plus salmeterol lnhalatlon powder 50 mcg 

twice d~lly. The pattem of adverse events reported in patients 4 to 11 years of age was similar to 

that seen in patients 12 ye~ of age and older treated with ADVAIR OISKUS. 
controlled cllnlcal studies have shown that orally Inhaled corticosteroids_ may cause a reduction 

in growth veJoctty In pecf&atrlc patients. This effect has been observed In the absence of laboratory 

evfdence of HPA axis suppression. suggesUng thit growth velocity Is a more sensitive indicator of 
systemic corticosteroid exposure In pediatrlo patients than same commonly used tests of HPA axis 

function. The lon~tenn effe9ts of this reduction In growth velOcity associated with orally Inhaled 
corticosteroids, Including the Impact on final adult height. are unknown. The potenUal for •catch up• 

growth following dfsoontlnuatlon of treatment with orally inhaled cartlcosterolds has not been 

adequately studied. _ 
Inhaled cortfCosteroldr. including fluiieasone propionate, a component of ADVAIR DISKUS, may 

cause-a reduction In growth velocity in children and adolescents (see PRECAUTIONS). The growth 
or pedlatrlC·paUents receiving oraJJy Inhaled cortl~sterolds, including ADVAIR DISKUS, should be 

monitored. Jf a child or adolescent on any corticosteroid appears to have growth suppression, the 
possibility that he/she ls partlcufarfy sensitive to this effect of cortlcosteroids should be considered. . . -
The potential growth effects of prolonged treatment should be weighed against tbe clinical benefits 

obtained. To mfnfmlze the systemic effects of orally Inhaled corticosteroids, Including AOVAIR 

OISKUS, each patient shoufd be titrated to the lowest strength that effectively controls his/her 

asthma (see DOSAGE ANO ADMINISTRATION). 
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ADVAIR .. DISKUS- t00/50 
(flutlcasone propionate 100 mcg and aalmeteror 50 mcg Inhalation powder) 

ADVAIR,,, DISKUs• 250/50 
(flutf casone propionate 250 mcg and salmeterol" so mcg Inhalation powder 

~ · ADVAJR• DISKUS" S00/50 
(flutleuone propionate 500 mc:g and salmeteror 50 mcg Inhalation powder) 

Gertatrtc use; Of the total number of patients In cllnlcal studies of ADVAJR CISKUS, 44 were 

65 years of age or older and 3 were 75 years of mge or older. No overall differences In safety were 

observed between these patients and younger patients, and other reported clinical ~erience, 

lncJudlng studies of the i~vldu1I components, has not Identified differences In responses between 

the elderly and younger patients, but greater sensitivity of some older ·Individuals cannot ~ ruled 

out. As with other products containing betaragonlsts, speclal caution should be observed when 
using AOVAIR OISKUS In geriatric patients who have concomitant cardlovascular disease that 
could be adversely affected by betaragonfsts. Based on available data for ADVAIR DISKUs or Its 

active components, no adjustment of dosage of ADVAIR DISKUS_ Jn gerfatric patrents Is wamtnted. 

ADVERSE REACTIONS: The Incidence of common adverse e>eperlences In Table 3 Is based upon 

2 placebo-controlled. 12-week, us cllnlcal studies (Studies 1 and 2). A total of 705 adolescent ~~ 
adult patients (349 females and 356 males) prevlousJy treated with salmeterol or Inhaled ~ 
corticosteroids were treated twice dally with ADVAJR DISKUS (100/50- or 250/50-mcg doses).. ~
ftu1lcasone propionate lnhalatJon poWder (1 oo- or 250-mcg doses), salmeterol lnhalatlon powde~ 
50 mcg, or placebo. 

APPEARS THIS WAY 
ON ORIG\NAL 
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ADVAIR .. DISKUs• 100/50 
(fluticasone propionate 100 mcg and salmeteror• SO mcg Inhalation. powder) 

ADVAIR. DISKus• 250/50 
(fJutf casona propionate 250 mcg and salmeteror 50 mcg Inhalation powder 
- ~ - ADV AIR ... DISKus• 500/50 . 

(flutl&sone propfon1tt 500 mcg and nlmeterol* SO mcg Inhalation powde,, 

P.29 

807 -nblt 3: overall Advers1 Effects With ~3% Incidence With ADVAIR DISKUS 

ACVAIR ADVAIR FMlcasone Flutlcasone 
DISKUS DISKUS Propionate -Propionate Salmetero -
100/50 .250150 100 mcg ~.mag 150 mcg Placebo 
(n•92) (n • 84) (n = 80) (n e 84) (n • 180) (n • 175) . 

Adverse Event % tKt % " % % 

Ear, nose. and throat ., 
Upper respiratory tract 

infection 27 21 29 25 19 14 
' 

PharyngfUs 13 10 7 12 8 6 
Upper respiratory 

inflammation 7 6 7 8 8 _, 
Sinusitis 4 5 6 1 s 
Hoarsenass/dysphonla s 2 2 4 <1 Jr 
Oral candldlasls 1 ... 2 2 0 ~ 

Lower respiratory 

Viral respiratory Infections 4 4 4 10 6 3 

BronchltJs 2 8 1 2 2 2 

Cough 3 e 0 0 3 2 

NeurolOQY 
Headaches 12 13 14 8 10 7 

Gastrointestinal 
N:1usea c";a vomiting 4 6 3 4 1 1 

Gastrointestinal discomfort 

& f)aln 4 1 0 2 1 1 

Diarrhea - 4 2 - 2 2 1 1 
- --

Viral gastrointestinal 

infe@~- 3 0 3 1 2 2 
. 

Non-site specific 
Candidlasls unspecified site 3 0 1 4 0 1 . -

Museuloskeletel 

Musculoskeletal Dain 4 2 1 5 3 3 

Average duration of exposure -
<davs) n.3 78.7 72.4 70.1 60.1 42.3 
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ADVAJR. DISKus• 100/60 
(flutlcasona propionate 100 mcg and salmeterol• SD mcg Inhalation powder) 

AIJVAJR., DISKUS~ 2$0/SO 
(flutlcasone propionate 250 mcg and ~almeterol• so mcg Inhalation powder 

.;.. .. ADVAIR. DISKus• ao0/50 
(ftdtrcasona propionate 500 mcg and aalmeterof• 60 mcg inhalation powder) 

Table 3 mctudes aH events (Whether considered druo-related or nondrug-related by the 
Investigator) that occurred It a rme of 39' or greater In either of the groups recelving ADVAIR 

DISKUS and were more common than In the placebo group. In consic!trfng these data. differences 
In average duration of. exposure should be taken Into .ccount 

These adverse reactions were mostly mild to moderate In seveltty. Rare cases of lm~~late and 
delayed hypersensitivity reactions, Including rash and other rare events of angloedema and 
brandlospasm, have been reported. 

Other adVerse effects that occurred In the groups receiving ADVAIR OISKUS .Jn these studies 
with an lncldanca of 1" to 3% and that occurTed It 1 greater Incidence than with placebo were: 

Blood and Lymphatic: Lymphatic signs and symptoms. 

Cardiovascular: Palpitations. • E. 
Drug Interaction, OVerdon, and Trauma: Muscle Injuries, fnlctUl'U, wounds and taceratici1s, 

t. 

contusions and hemat~mas, bums. . :· 
Ear, Nose. and TlmJat: Rhlnormea/post nasal drip: ear, nose and throat Infections; ear slgni 

and symptoms; nasal slgns and symptoms: nasal sinus disorders; rhinitis; sneezing; nasal irritation: 
blood In nasal mucosa. 

Eye: Keratftis end conJunctMtis, vfral eye Infections, eye redness. 
Gastrointestinal: Dental discomfort and pain, gastrolntestinal aigns and ayinptoms, 

gutrolntestinat infections, gastroefttaritis. gastrofntestlnal disorders, oral ulcerations, oral erythema 

and rashes, con5tlpation, appendicJtls. oral discomfort and pain. 
Hepitob/Hary Tract and Pant:IH$: Abnonnal Uver function tests. 
Lower Respiratory: Lower respiratory signs and symptoms, pneumonia, lower respiratory 

Infections. 
Musculoskelml: Arttratgla and articular meumatism; musde stiffness, tightness, and rigtdlty: 

bone and oartllage disorders. 
Neumlogy: Sleep dlsolders, tremors, hypnagogfc effects. compressed nerve syndromes. 
Non.Site SP«;lllc: ADergtes and anerglc reactions, congestion, vtrar Infections,· pain, -ch.est 

symptoms, tiufd..retention, bactelial Infections. Whea2e and hl\tes, unusual taste. 
SklnfVJial=Stdn Infections, ur1:1carta. skin flakiness and BCCVJlred tchthyosis, disorders of sweat 

and sebum, sweating. 
The Incidence of common adverse experiences reported In study 3, a 28.JNeek, non-US clinical . 

study of 503 patients previously nated wlth Inhaled corticosteroids who were treated twice dafly 

with AOVAJR OISKUS 500/50, fluticasone propionate lnhalatloi:i powder !00 mcg and saJmeterol 
lnnalatlon powder 50 mcg used concurrently, or flutlcasone propionate lnhalatlOn powder 500 mcg 

was simUar to the Incidences reported In Table 3. 
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ADVAIR,. DISKus• 1001so 
(ftuticuo~e propionate 100 mcg and saJmeteraJ• 60 mcg Inhalation powder) 

ADVAIR• DISKUS., 250/50 
(flutlcasone propionate 250 mcg and nlme~ror 50 mcg Inhalation powder 

- ADVAIR,. DISKus• 500/50 
· (ffutfi:asone propionate 800 mcg and salmeterof' so mcg Inhalation powder) 

Observed-During CUnlcaJ Practice: In addition to adverse events report~ from clinical trials. the . -
following events have been JdenUtled during postapproval use of ADVAIR DISKUS, tluticasone 

propionate, and/or salmeterol. Because they are reported voluntarily from 1 population of unknown 
s1ze, estimates of frequency cannot be made. ~ese events have beeQd'losen for lncluslon due to 
a com~on of their seriousness, frequelU:)' of reporting, or potential causaJ connection to 
NJVAIR DISKUS. ftutlcasone propionate, and/or salmeterol. " ~ . 

. In extensive US and wortdwfde postmal'keting experience With salmeteror. a component of 
ADVAIR DISKUS, serious exacerbations of asthma, lnelud.lng some that have been fatal. have been 

reported. In most cases, these have occurred In patients with severe asthma ~nd/or In some 
patients In whom asthma has been acutely deteriorating (see WARNINGS), but they have also 

occurred f n a fflW patients with less severe asthma. It was not possible from these reports to 
determine whether salmeterol contributed to these events or simply faned to relieve the 

deteriorating asthma. 
Cardlovascul•r: Arrhythmias (Including atrial flbtillatlon, extrasystoles. supraventricular 

tachycardl.a), venttlcular tacbycan:Jfa. 
EM, Nose, and Throat: Aphonla, earache, paranasal sinus pain, throat soreness and Irritation. 
Endocrine and Metabolic: Cushing syndrome, cushlngoid features, growth velocity reduction In 

children/adolescents, hypercorticism, byperglycemfa, weight gain. 
Gastrointestinal: AbdomJnal pain, dyspepsia, xerostomla. 
Musculoskelml: Back pain, cramps, muscle spasm, m)'OSltls. 
Neurology: Paresthesla, restlessness. 

865 Non.Site Specific: immediate and delayed hypersensJtJvlty reaction, pallor. 
866 Psychiatry: Agitation, aggression, depression. 
867 Resplrtitory: Chest congestion, chest tightness, dyspnea, Immediate bronchospasm, influenza, 

8G8 paradoxical bronchospasm, tracheltJs, wheezing, reports of upper respiratory symptoms of laryngeal 

869 spasm, ln1tation, or swelling suc:h as strldor or choking. 
870 Skin: Contact derr_natHJs, contusions, ecchymoses, photodennatitis. 

871 Urogenital:--Oysmenormea. Jrregular menstrual cycle, pelVic inflammatory disease, vaginal 

812 candidiasis, vaginltis. vulvovaglniti~. 
873 EoslntiphHtc Conditions: In ra~ cases, pati~nts on Inhaled fluticasone propionate, a 

874 component of AOVAIR. orsKUS. ·may present with .$)'Siemlc eo.slnophilic conditions, wHh some 
875 pat:ents presenting with clinlcal features of vasculitis consistent with Churg..strauss syndrome, a 
876 cond"rtfon thm Js often treated wtth systemfe c:Orticosterold therapy. These events usually, but not 
877 alwiys, have been associated with the reduction and/or withdrawal of oral corticosteroid therapy 

878 following the Introduction of tluticasone propionate. cases of serious eosinophfli.c conditions have 

879 also been reported with other Inhaled corticosteroids In this cllnlcal setting. While AOVAIR OISKUS 

880 should not be used tor transfening patients from systemic corticosteroid therapy, physlclans should 
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ADV AJR • orsKus• 1 oo/So 
(fluticasone proplonate 100 mcg and salmeteror 60 mcg Inhalation powder) 

· ADVAJR"' DISKUS* 250/50 
(fJutJcason• propionate 250 mcg and salmeterol• 50 mcg inhllatfon powder 

~ - ADVAfR. DISKus• 600/50 
(flutfcasone proplonat~ 500 mc:g and salmetaro1• 10 mcg rnhalation poWder) 

be alert to e-oslnophma, vasculi~ic rash, worsening pulmonary symptoms,_cardiac compJicatlons, 
and/or neuropathy presenUng I~ their patients. A causal relationship between fluticasone propionate 

and these undeliyfng condlUons has not been established (see PRECAUTIONS: Eo~fnophlllc 
CondlUons). · · •·· 

OVERDOSAGE: •t • ' 

ADVAJR DISKUS: No deaths ocoulTed ln rats given combfnauons of salmeterol and flutlcasone 

propionate at acute inhalation doses of 3.6 and 1.0 mg/kg, respectively °(approximately 320 and 15 

times the maximum recommended dally Inhalation dose In adults on a mgtm2 ba$iS). 
F'utlcasooe Propionate: Chronic overdosage with tlu1lcasone propionate may result •n 
signs/symptoms of hypercor11clsm (see PRECAUTIONS). Inhalation by healthy volunteer$ of a 
single dose of 4000 mog of flutlcasone propionate inhalation powder or slngle doses of 1780 or 

3520 mcg of ftutlcasone propionate fnhalaUon aerosol was well tolerated. FlutJcasone proplonat~ 
given by Inhalation aerosol at doses of 1320 mcg twice dally for 7 to 1 S days to healthy human ~
volunteen; was also well tolerated. Repeat oral doses up to 80 mg dally for 1 o days In healthy •. 

volunteers and repeat oral doses up to 20 mg dally for 42 days In patients were well tolerated. 

Adverse reactions were of mfld or moderate severity, and Incidences were similar In active and 

placebo treatment groups. The orel and subcutaneous median lethal doses In mice and nits were 
>1000 mg/kg (>4300 and >8700 times, respectively, the maximum recommended dally Inhalation 

dose ln adults.on a mgJm2 basis). 
SafmeteJ'.01: The expected signs and symptoms with overdosage of salmeterol are those of 

excessive beta-adrenerglc stimulation and/Or occurrence or exaggeration of 81lY of the signs and 

symptoms listed under ADVERSE REACTIONS, e.g., sefzures. IJngina, hypertension or 

hypotension. tachycardia with ra1es up to 200 beats/min, arrhythmias, nervousness, headache, 

tremor, muscle cramps, dry mouth, palpitation, nausea, dizziness, f atJgue, malatse, and Insomnia. 

Oven::lo?ge with saJmeterol may be expected to result In exaggeration of the pharmacologic 
adverse effects assoclatttd with beta-adrenoceptor agonlsts, Including tachycardia and/or 

arrhythmia, treriior,-he1d1che, and muscle cramps. overdosage with satmeterol can lead to 

clinically significant prolongation of the QTc Interval, which can produce ventlfcular armythmias. 
Other signs ·of overdosage may lnciUde hypokalemla and hyperglycemia. 

As with all sympathomtmetlc medications, cardiac arrest and even de~ may be associated with 

abuSt of salmeteroL • 
Treatment consiSts of dlscontinuaUan of salmeterol together wltb appropriate symptomatic 

therapy. The judicious use of a cardloselectlve beta-receptor blocker may be considered, bearing in 

mind that such medication can produce bronchospasm. There Is Insufficient evidence to determine 

If dialysis IS beneflelal for overdosage of salmeterol. CercUac monitoring ls recommended In cases 

of overdosage. 
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ADVAJR .. DlsKus• 100/SO 
(fJutfcasone propionate 100 mcg and salmeterot• SO mcg Inhalation powder) 

ADVAIR., DISKUs• 250/SD 
(flutlcasone propionate 250 mcg and sarmeteror 50 mcg Inhalation powder 
- - ADVAIR. DISKus• 500/50 . • 
(flutfCasone propionate soo mcg and sa1metero1• 50 mcg inhalation powder) 

No deatns were seen in rats given salmeterol at an lnhalatlon dose of zg mg/kg (approximately 
250 times the maxJmwn recommended dally Inhalation dose In aduJt.s on a mg/1'1'.12 baSis) and In 

dogs 1t an Inhalation dose of 0.7 mg/kg (approxlmately 200 times the maximum recommended 
dal1y Inhalation dose In adults oa a mg/m2 basis). Sy the oral route, no Qsaths occurTed In mice at 
150 mgJkQ (approximately 8500 times the maximum recommended dally Inhalation dose In adults 
on a mg1;.,2 basis) and In rats at 1000 mg/leg (approximately 86,00.9 tl~es the maximum • 
recommended dally inhralatlon dose In adults on a mg/m2 basis). . 

DOSAGE AND ADMINISTRATION! ADVAIR DISKUS Is available In 3 strengths, AOVAIR DISKUS 

100/50, ADVAlR OISKUS ~0/50, and ADVAIR OISKUS 500/50, eontalnlng 100, 250. 'Ind 500 mcg 

of tlutlcasone propfonate, respectively, and 50 mcg of salmeterol per lnbalatlon. AOVAIR DISKUS 
should be administered by tha orally Inhaled route only (see PATIENT'S INSTRUCTIONS FOR 

USE). "i 
For patients 12 yea~ of age and older, the dosage Is 1 inhalation twice dally (moming and t. 

evening, appraxim1teJy 12 hours apart). .! 
Tbe recommended starting doses for AOVAIR OISKUS are based upon patients' current asthma 

therapy. 

• For patients who are not currently on an Inhaled corticosteroid. whose disease severity wamtnts 
treatment with 2 maintenance therapies, lncludlng patients on non-corticosteroid maintenance 
therapy, the recommended starting dose ls AOVAIR OISKUS 100/50 twice daily. 

• For patients on an Inhaled corticosteroid, Table 4' provides the recommended starting dose. 
The mixlmum recommended dose Is ADVAIR OISKUS 500/SO twice dally. 
For all patie~ It Is deslrabJe to titrate to th'e lowest effective strength after adequate 

asthma stablllty Is 11chfeved. 
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ADVAJR.,. DISKUS* 100/60 
(tJutJcasone propionate 100 mcg and salmeterol• SO mcg lnhalatlon powder) 

ADVAIR• DISKUSe 250/SO 
{flutl~one propionate 250 mcg and salmetarot• 50 mcg inh~ation powder 
. ADVAIR. OISKus• 600/50 . . 
·(flutiC!ISone propionate soo mcg and salmeterol* 50 mcg Inhalation powder) 

943 T bl 4 R f ADVAIR DISKUS f P tf Tkl lhld d dD I e • ecommen e oseso or a ents a na n a e Corticosteroids I 

944 

94S 

946 

947 
948 

949 

950 

951 

952 
953 
954 

955 
956 
951 

958 

959 

960 

961 

. . 

Current Dany Dose of Inhaled Corticosteroid Recommended Strength and Dosing 
Schedule of ADVAI~ OISKUS 

~Omcg ••. 100/50 twloe dally 
Bedomethasone dlorooionate '82-840 mm 250/50 twice dailv 

s400mcg 
" .. 100/50 twice dally 

800-1200 mcg 250/50 twice dally 

Sudesonlde 1eoomme 600/50·twl~ dally 
~OOOmcg 100/50 twice dally 

Flunisoflde 1250-2000 mca 250/50 twice <tall" 
~78mcg 100/o~ twice dally 
440 mcg 250/50 twice dally 

Fluticasone oroDionate Inhalation aerosol 86~80mco• 500/50 twice dally ·l 
r 

~OOmcg 100/50 twioe daily ·r 
~ 

soo mcg 250/50 twice dally l 

Fluticasone orooionate inhalation Dowder 1000 mca• 500/50 twice daily 

$1000 mcg 100/50 twice dally 
Trfamclnolone acetonide 1100-1600 mM 250/50 twice dailv 

•AOVAJR 0.1SKUS should not be used fortransfening patients from systemic corticosteroid therapy. 

ADVAIR DISKUS should be administered twJce dally every day. More frequent administration 

(more than twice daJIY) or a higher number of Inhalations (more than 1 Inhalation twice dally) of the 
prescribed strength of AOVAIR OISKUS Is not recommended as some patients are more likely to 
experience adverse effects with higher doses of safmaterol. The safety and efficacy of AOVAIR 

OISKUS when administered In excess of recommended doses have not been established. 
If symptoms •.rise in the period betwe~n doses, an f nhaled, short.acting betaragonlst should be 

taken for Immediate reUef. 
Patients who-are-nceMng AOVAJR OISKUS twice dally sh.ould not use salmeteroJ for prevention. 

of exercise-Induced bronchospasm, or for any other rNSOn. 
lmproVllmerit In asthma control fqllowlng lnhl!led admlnlstratlon of AOVAIR OISKUS can occur 

within 30 minutes of beginning treatment, although maximum· bellefit may not be aehiaved for 

1 week or longer after starting treatment. lndlvldual patients will experience a variable time to onset 
and degree of symptom relief. • -

For patients who do not respond adequately to the starting dose after 2 weeks of therapy, 

replacing the cu1Tent strength of ADVAIR OISKUS with a higher strength may provide additional 

asthma control. 
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ADVAIR"' DtSKUS- 100/50 
{flutJcasone propionate 100 mcg and safmeterol* SD mcg Inhalation powder) 

ADVAIR"' DISKus• 280/50 
(fluticuone propionate 250 mcg and salmeteror SO mcg Inhalation powder 

""- - ADVAIR"' DISKus• 800/50 
(flutituone propionate 800 mcg and salmeteror so mcg Inhalation powder) 

If a prevfousty effedlve dosage regimen of ACVAIR DISKUS fails to_ ~&'T'vfde adequate control of 
asthma, the therapeqtlc regimen shOUld be reevaluated and 1ddftiona1 therapeutic options, e.g.", 

replacing the current strength of ADVAIR DJSKUS With a hlgher strength, adding addlUonal Inhaled 
corticosterald, or lnftlattng onil corticosteroids, should be considered. • •. 

Rinsing the mouth after Inhalation Is advised. 
Gert.stric Use: In studies where gerfatric patients. (85 years of 898..0f C?ldsr, see PRECAuTIONS: 

Geriatric Use) have been treated with AOVAIR OISKUS, efflcaay and safety did not differ from that 
fn younger patients. Based on avaOabte data for ADVAIR DISKUS and Ha ac:Clve·components, no 
dosage adjustment Is recommended. 

Directions for Use: lllustmed Patient's Instructions for Use accompany each package of ADVAIR 

DISKUS. 

HOW SUPPLIED: ADVAIR DISKUS 100/50 is supplied as a disposable, purple-colored device~ I 
t. 

containing ISO blisters. Tiie DISKUS Inhalation device Is packaged within a purple-colored, ~ 

pfasttc-coated, moisture-protective fall pouch (NOC 01734>89~0). ADVAIR CISKUS 100/50 ls.ilso 

supplled In an ln5tftutlonal pack of 1 purple-colored, dlsposable DISKUS lnhalatlon device 
containing 28 blisters. The DISKUS Inhalation device Is packaged within 1 purple-colored, 

plastic-coated, moisture.protective foll pouch (NOC 0173-0695·02). 

ADVAIR OISKUS 250/50 Is supplied as a disposable, purple-colored device containing 60 

blisters. The OISKUS lnhatation device Is packaged within a purple-colored, plastic-coated, 
moisture-protective foll pOUCh (NOC 0173-0896-00). ACVAJR DISKUS 250/50 Is also supplied In an 

Institutional pack of 1 purple-colored, disposable CISKUS Inhalation device containing 28 blisters. 
The DISKUS Inhalation device is packaged within 1 purple-colored, plastlo-coated, 

molsture-prctectlve fan pouch (NOC 0173-0696-02). 
AOVAIR 01SKUS 500/50 Is supplied as a disposable, purple-COiored device containing 60 

blisters. The DISKUS :nhalatlon device is packaged within a putple·colored, plastic-coated, 

motsture-protective foll pouch (NOC 0173-0697-00). AOVAIR OlSKUS 500/50 Is also supplled In· an 

Institutional paCk of 1 purple.colored, disposable OISKUS Inhalation device containing 28 blisters. 

The DIS~S ~alatlon device ls packaged within a purple-ooJored, plastlo-coated, 

motsture:proteCtive foll pouch (NDC.0173·0697..p2). 
Store at controlled room temperature (see USP), 20~ to 2s•c (68° to 77aF) in a dry place 

away from direct heat ar sunlight. Keep out of reach of children. The DISKUS Inhalation 

device ls not reusable. The device should be discarded 1 month after removal from the 

moisture-protective foil overwrap pouch or after every blister has been U$ed (When the dose 

Indicator reads .. 0°), whichever comes first. Do not attempt to take the device apart. 
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999 
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ADVAtR. DISKus• 100150 
(tlutfcasone propionate 100 mcg and salmetero~ SO mcg Inhalation powder) 

ADVAtR• DISKUS11 250/50 
(flutl~~sone propionate 250 mcg and aalmeteror 50 mcg lnh~Jation powder 

-- ADVAJR,. DISKus• &00/50 . 
· (flutf~one propionate 100 mca and aalmeteror' so mcg Inhalation powder) 

GlaxoWe/lcome 
Glaxo Wellc:ome lno. 
Research Triangle Park. NC 2no9 

•.. 
US Patent Nos. 4,335, 121; 4,992,474; 5,225,445; 5, 128,375; 0342,994; 5.270,305; 5,860,419; 
5,590,645: and 6,873,360 

•,1 •• 

CCopyright 1898, Glaxo WeDc:ome Inc. All rtghts ntserveci. 

1008 August 2000 
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Ptoduct logo 

ADVAIR"' DISKus• 1001&0 
(flutlcasone propionate 100 mog and sttmetarol" 50 mog lnj!~lation poWder) 

ADV AIR,.. DIS Kus• 260/50 
(fl~casone propionate 250 mcg and salmeteroJ- SO mog.lnh1latlon powder) 

ADVAIR,. DISKus• 600/SO 
(ftuticaeone propionate 100 mot and salm1tarol* 10 mog lnhalatlon powderj 

•At saimetetol xlnafom 11Jt 72.1 mcg, equivalent to nlmmrol base 10 mcg 

FOR ORAL INHALATION ONLY 

(lllustnrtlon of device wfth parts labeled: 
OuterCUe 
Mouthpiece 

Lever 
Thumbgrfp 

Dose lndlcato,, 

Read thls leaflet carefully before you start to take your mecfieln1. It provides 1 summary of 
infonnation about your mldfclne. Keep It for Mure use. Read the IHftet every time you refill 

yaur prescrfptfon because there may be new fnfonnatJon. 

For more lnfomllltlon uk ~ur dodDT OT ph•mradA 

Yoyr dodor t:as prucribed ADVAIR DrSKUS 100/SO, ADVAIR C>ISKUS 250faG, or ADVAIR OISKUS 
600/50. The m.cUclrte is mihlble In s different strengths, and your doctor has chosen the one most 
sultabte for yo11. 

AsthJ!'I~ ~ .~. long.tenn condition affecting the lu~. Symptoms or asthma Include shonness of 
breath, wheezing, dlest tlghtn.a, and cough..Two main causes of asthma symptoms are 
bronchoeonstriction (lightening of the muscles surrounding the airways) and lntlammatlOn (swelling 
and rrrftation of the ahways). 

ADVAIR OISKUS cont1lns 2 medicines. ftutlcasone propionate and salmeterol >Clnafoate, Whleh treat 
these 2 causes of asthma symptoms. FlutJc:asone propionate Is a synthetic corticosteroid. 
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45 Corticosferalds are natural antJ.lnflammatory substances found In the bOdy. 'Tb•Y are used to treat 
1 ~ asthma !'ecause they reduce allwly fnflarnraltfon. 

4 8 Salmlttrof Is 1 long-acting bronohodnator that helps prevent ·~ 11D•v• branchospam, making ll 
4 9 e1sl1r to breathe. 
50 
51 When Inhaled regulaity, ACVAIR DJSKUS helps to prevent symptoms of uthma. 
52 

53 
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77 
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79 
80 
81 
82 
83 
84 
85 
86 

1. TELL YOUR DOCTOR BEFORE STARTING TO TAKE THIS MEDICINE: 
• If you are pregnant (or lntendJnQ to become pregnant), 

,, .. 
• If 10U .,. bl'NStfeedlng 1 lalby, 
• tr ~u a11 allergfc to AIJVAIR DISKUS. or any other orany Inhaled broncbodllator or 

cortieostaroid. In some circumstances, this medicine may nat be si.lltable and ypur doctor may 
wish to glvl you a cfrfferent mldfc:lne. 

• Make sure that your doctor bows wb.t other medicines you are taklnQ. 
2. tt Is Important that you Inhale each dose as your doctor ha advised. The label wlll usually t~ 

you What dose to cake and bow often. If ft doesn't, or if you '"' not aure, ask your doctor or ·. ~ 
pharmacist. Do not uee ADVAIR DISKUS mo11 tt.quenUy than 2 times daffy, morning a6c1 
evening, 1pproxlmately 12 hour1 apart, a th• NCommended don of 1 Inhalation eac~ 
time. 

3. You may feel better tfttr the ftrst dose of ADVAIR DISKUS; hawe"''· It may take 1 week or 
longer to achieve maximum benefit. It Is IMPORTANT THAT YOU USE ADVAJR DISKUS 
REGULARLY. DO NOT STOP TREATMENT EVEN IF YOU ARE FEELING BETTER unless 
told ta do so by your doctor. 

4. If you mill • dose, Just take your nm scheduled dose when It IS due. DO NOT DOUBLE the 
doe. 

5. DO NOT USE ADVAJR DJSKUS TO RELIEVE SUDDEN ASTHMA SYMPTOMS (e.g., suddtn 

severe onset or worsening of wheezing, cough, Chest tlghtnea, and/or shortness of breath that 
has been diagnosed by your do~ as due to asthma). If you experience sudden asthma 
symptom•, you •hould not tan ADVAJR DISKUa to nllew these symptoms. Sudden 
asthm• symptoms should be truted wtth an Inhaled, attort·ac:alng bronehodllator suOh as 
-11but1tol. If you do nat have an Inhaled, short-acting brondlodJlator, contact your doctor to have 
one preecti~ for you. 

8. Tell your doctor lmrnediataly if your .sthma is getting worse, as lndlcattd by any of the 
f~Yilftg situations. 
• Your Inhaled, short-acting btonchodilator becomes less effective. 
• You need more lnhalatlons than usual of your inhaled, abort-acting branchodllator. 
• You have a significant decrease In }'9Ur peak flow meuurvment u pnvlousfy defined by your 

doctor. 
· 7. If your symptoms do not Improve after using ADVAIR DISKUS regularty for 2 weeks. tell your 

doctor. 
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a. WhO. you .,. taking ADVAI" DISKU8 twice daUy, )'OU lhoUICI not use 8EREVEN,.. 
· DISJU&• (Mlm•rol xlnlfoata Inhalation powdtr) or SIREVEN1'9 (Almeterol xtnafcwa) 
lntlilation Aaroaol for any r1uon, fm:fudlng prtVtntlon of •xercl .. -lnduced asthma or 
the-.nalntenance treatment of nttuna. 

8. Use other Inhaled medJclna only as directed by your doctor. 
10. Do not use ADVAIR DISKIJS with·. "*cer device. 

. / 

Follow the Instructions below. It you have any questions, ask your doctor or pharmacist. ..... 
When you take the ADVAIR DISKUS out Of the bmc and foll overwr1p pouch, write the .,ouch 
opened• and 11\Jse by" dates on th• label In the ISNICI prDVlded en the deYlcl •. ,,.. -Uie bY" elate 
i8 1 month from dmte of oponlna. 

nie OISKUs• inhalation device wm be In the Closed position when the pouc:fl 11 openid. 

n.1 dose Indicator on the top of the DISKUS tells you how many doses are let\. nie dose Indicator 
number wlU decrease eadl time you use the DISKUS. After the DISKUS has denvll'td 55 ~ J23 
doses for the lnatltutfonal or lll'Dpll pack), numbefl 5 to 0 Wfll appear In Nd to wam you that mer 
are only a fwt dotes left (see Figure 1). ~ 

~

Figure 1 
~ 

Taking 1 dose Qf AOVAJR DISKUS requires the fOHowlng 3 slmple steps: Open, Click. Inhale. 

t. OPEN: Hold the OISKUS in one haad and put tbe thumb ol your oeher hind on the thumbgrfp. 
· Push your thumb away from YoU a fir as It wlll go WltU the moidhpleoe appears and snaps into 

position (•,. F1tJ118 2). 

Figure 2 

z. CLICK: Hold the DIS~S In a lever, horflontal position with the mouthpiece towards you, Slide 
the lever bla'f from you as far as it will go untn It cllclcs (ne Flgn 3). Th• DISKUS Is now rtady to 
use. 

Ffgure 3 

-
Every tlme-ttte.tevtr it pushed bac:k. a dose ls ready to Inhale. This 18 shown by a decrease In 
numbers on the dose counter. To avoid relea!lng or wasting dotu: 
• . CIO not Close the DISKUS, 
• ... n:,t tilt ttlt DISKUS, . 
• do not play with the lever. 
• do not advance the lever mor1 than once. 
3. JNHAL!! Before Inhaling your dose of ADVAIR DISKUS. breathe out as far as iS cornfortaf»le, 
holding the OISKUS level and away from your mouth (ne Figure 4). Remember, never breath• out 
into th,, DISKUS mouthpiece. 
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Figure 4 

Put th/mouthpiece to your lips (ne Flgwe S), Breathe In quickly and deeply lhrough the DISKUS, 
not thrvugh your nose. 

Figures 

Remove the DISKUS from your mouth. Hokf your breath for •bout 1•seooncss, or for aa tong as 11 
comfortable. Breatht out slowly. 

CLOSE the DISKUS whtn you.,.. finished taking a dOH 10.tlalt th• DISkUS WIU bl ready for 
you to take your next don. Put your thumb on the thumbgr1p and slide the thurnbgrip back towards 
you u far u It wlll ao (IH Rgcn 8). The DISt<US wlll click lhut. Thi leverwHI ·automaucany return 
to Its orfgfnal podlon. The DISKUS fa· now raad)' for you to take your next scheduled dose, due In 
approximately 12 hours. (Repelt steps 1through3.) 

Figure& 

REMEMBER: 
• Never l>ChaJa Into the DISKUS. 
• Never attempt to take the DISKUS apart. 
• A~ays adlvate and use the DISKUS In 1 level. hortzontal position. 
• Never wash the mouthpfece or any part of th• OISKUS. KEEP IT DRY. 
• Always keep the DISKUS In I dry place. 

Store at controlled room tamperatuN, 20• to 21•c (GI• to 779F) In a dry place away from dif9Ct 
heat or 1unllght. Keep out of nach of chUdren. The DISKUS Inhalation devlct Is not rausabre. 
1be devtce el'lould be discarded 1 month after removal from the molltUre.protectlYe foll 
owrwrap pouch or after evvry bllartr hat been wed (When the dose Indicator tuda -0") , 
whichever comes first. Do not attempt to tab th• device •part. 

REMEMBER: Thia medicine hu been presc:n"bed for yo11 by your doctor. DO NOT give thla 

medicine to anyone etse. 

Thls leafJetdoet_ not contain the complete lnfonn1tion 1bout your medication. If you haw any 
que&tlons, or are not sin about someflllng. then you mould•• your do<;tot- or pharmacist. 

. -
You snty wint to t8ld this leaflet a_galn. Pie~ DO NOT THROW IT AWAY until you have finlShtd 

your medicine. 

Your doctor has detennlned that this produ~ Js Dkely to help your personal health. USE THIS 
PRODUCT /IS DIRECTED, UNLESS INSTRUCT!D TO DO OTHERWISl! BY YOUR DOCTOR. If 
you have any questions about 11temati11es. consult with your doetor. 
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GlaxoWellcomc 
Gluo WeDcome Inc. 

Re&earoh Tl1angle. Plrk, NC 27709 

US Patent Nos. 4',335,121: 4,992,474: 5,225.~; 5,12e,S75; 0342,994; 
5,270,305; 5,880,418; 5,500,e45; and 5,873,360 

OCopyrfght 1899, Gtaxo Wellaome Inc. Alf rfQhts ruarved. . 
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