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'SEREVENT® o|sr(us® g -

(salmeterol xinafoate inhalation powder)'
S '._’For Oral lnhalatlon Only

. DESC’RIPTI'ON:' SEREVENT DISKUS (salmeterol xinafoate inhalation powder) contains salmeterol xinafoate
: " as the racemic form of the 1-hydroxy-2-naphthoic acid salt of salmeterol. The active component of the . -
formulation is salmeterol base, a highly $elective betas-adrenergic bronchodilator. The chemical name of - -
“salmeterol xinafoate is 4-hydroxy-a'-[[[6-(4-phenylbutoxy)hexyllamino]methyl]-1,3-benzenedimethanol, 1- S
hydroxy-2-naphthalenecarboxylate. Salmeterol xinafoate has the following chemical structure: -

_ : '1Th'é5m'olecular weight of salmeterol xinafoate is 603.8, and the empirical formula is CasHayNO+CyyH HeOs.
'Salmeterol xinafoate is a'white to off-white powder It is freely soluble in melhanol slightly soluble in ethanol

o : chloroform and isopropanol; and 'sparingly soluble in water.

_ - SEREVENT DISKUS is a specially designed-plastic dewce contanmng a double-foll bhster stnp ofa:
’ owder formulation of salmeterol xinafoate intended for oral inhalation only. Each bllster on the double—foll

" strip within the'device contains 50 mcg of salmetero! administered as the salmeteiol xinafoate saltin

: 12, 5mg of formulatioft containing lactose. When a blister containing miedication is opened by activating the

. g “device, the medication i is dlspersed into the air stream created when the patient mhales through the
- : ‘mouthplece ' ‘ S P

s " The amount of drug dellvered to the lung wul depend on patlent factors such as mspnratory flow. Under .-
o _"standarduzed in vitro testmg SEREVENT DISKUS delivers 47 mcg When tested at 60 L/min flow rate for . .- -

: '3 seconds. In adult patients with obstructive lung disease and severely compromised lung function (mean
”forced expiratory volume in 1 second [FEV:) 0.65 L [range, 0.35 to 0.92 L). 20% to 30% predicted FEV.),

“mean peak inspiratory flow (PIF) through SEREVENT DISKUS was 82.4 Limin (range, 46.1 16 115.3 Limin).

: f.:_" : 3Z_The emitted dose of salmeterol xinafoate determined in an in vitro experirment modeling these -
A batient4géhérated ﬂow rates was 46 mcg (range, 4510 51 mcg). - :

o CLINICAL PHARMACOLOGY: | | o - |
L : Mechaniém of Action: Salmeterol is a iong—actmg beta-adrenerglc agomst ln vntro studies and'in vivo -
o pharmacologlc studies demonstrate that salmeterol is sélective for betaz-adrenoceptors compared with
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- S 'rsoproterenol which has approxnmately equal agonlst activity on beta1~ and betaz-adrenoceptors In vrtro' .
e studies show salmeterol to be at least 50 imes more selective for betay-adrenoceptors than albuterol.

'_' - Although betag-adrenoceptors are the predominant adrenergic receptors in bronchial smooth muscle and .

' beta1-adrenoceptors are the predominant receptors in the heart, there are also beta,-adrénoceptors in the"

" human heart comprising 10% to 50% of the total beta—adrenoceptors The precise furiction of these receplors _
" has not been established. but they raise the: possrblhty that even hughly selectrva betaz-agomsts may have

" cardiac effects.

s The pharma‘cologic effects of beta’z-adrenoceptbr agonist drugs; including salrneterbl-.-are atleast in part :
- . attributable to stimulation of intracellular adenyl cyclase, the enzyme that catalyzes the conversion of :

N . adenosme triphosphate (ATP) to cyclic-3',5-adenosine monophosphate (cyclic AMP). Increased cyclic AMP .
o levels cause relaxation of bronchial smooth muscle and inhibition of release of mednators of |mmed|ate '

hypersensm\nty from cells, especially from mast cells.

- Initro tests show that salmeterol is a potent and long-lasting inhibitor of the release of mast cell
medlators such as histamine, leukotrienes, and prostaglandin Dy, from human lung. Saimeterol inhibits
" histamine-induced plasmia protein extravasation and inhibits platelet actlvatmg factor-induced eosinophil -

- _ accumulation in the lungs of guinea pigs when admrmstered by the inhaled route. In humans, single doses of

' salmeterol administered via inhalation aerosol attenuate allergen-induced bronchial hyper-responsiveness. -

- Pharmacokinetics: Salmetero! acts locally in the lung; plasma levels therefore do not predict therapeutic
v effect. Because of the low therapeutic dose, systemic levels of salmeterol inhalation powder are low or, _
B : undetectable after inhalation of recommended doses (50 mcg twice daily). Following chronic administration Lo
-% . of @n'inhaled dose of 50 mcg of salmeterol inhalation pawder twice daily, salmeterol was detected in plasma :
| ‘- wrthm 5 to-45 minutes in seven asthmatic patients; plasma concentrations were very low, with mean peak - L
L concentratrons of 167 £ 75 pg/ml and no accumulation with repeated doses: Oral administration of 1 mgof = g
o radiolabeled salmeterol (as salmeterol xinafoate) to two healthy subjects gave peak plasma salmaterol '

' concentrations of aboyt 650 pg/mL atabout 45 mlnutes the terminal elimination half»llfe was about 5.5 hours"
: '(one voluriteer only). : : : : R '

“'Salmeterol xinafoate; an ionic salt, dlssomates in splutlon S0 that the salmeterol and 1-hydroxy—2-

;:f'naphthorc acid (xinafoate) moieties are absorbed ‘distributed, metabohzed ‘and excreted mdependently _

; Salmeterol base i 1§ extensively metabolized by hydroxylation, with subsequent elimination predominantly in -

the feces. In two healthy subjects who received 1 mg of radiolabeled salmeterol (as saimeterol xinafoate)
- - orally, approximately 25% and 60% of the radiolabeled salmeterol was eliminated in urine and feces,

j: ' ‘respectivély; over a period of 7 days. No srgnlﬁcant amount of unchanged salmeterol base was detected in
o elther uring‘or feces. : L - :

-7 Salmeterol is 94% to 98% bound to human plasma protems in vitro over the concentratlon range of 8to .
f”7 722 ng of base per mllhlrter much hlgher concemratlons than those achleved followmg therapeutic’ doses -
~ of salmeterol; : : o S )

S : The xmafoate monety has no apparent pharmacologlc acnvrty is hlghly protem bound (>99%) and has a
o Iong ellmmatlon half-iife of 11 days: ' TR L
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“The’ pharmacokmettcs of salmeterol base has not ‘been studled in elderly patlents nor in’ patlents with
:hepattc or renal impairment. Since salmeterol is predominantly cleared by hepatic metabolism, liver functlon
‘impairment may lead to accumulatlon of salmeterol in plasma, Therefore patlents with hepatic disease

: * - should be closely monitored..

Phamacodynamics: Inhaled salmeterol Inke other beta-adrenergnc agomst drugs, can in some pattents
'produce cardiovascular effects (see PRECAUTIONS) The cardiovascular effects (heart rate, blaod pressure)
. associated with salmeterol inhalation aerosol occur with similar frequency, and are of similar type and - '

» }'-'seventy as those noted following albuterol administration.

The effects of rising doses of salmeterol and standard inhaied doses of albuterol were studred in

: :-'3'volunteers and in patients with asthma. Salmeterol doses up to 84 mcg administered as mhalatton aerosol i

“resultéd in heart rate increases of 3 to 16 beats/min, about the same as albuterol dosed at 180 mcgby -
) ‘inhalation aerosol {4 to 10 beats/min). Adolescent and aduit patients receiving 50-mcg doses of salmeterol

. . inhalation powder (n = 60) underwent continuous electrocardiographic monitoring during two 12-hour pen'ode
I after the first dose and after 1 month of therapy, and no-clinically significant dysrhythmles were notéd. Also,

pedlatnc patients receiving 50-mcg doses of sal ‘e'erc inhalalion puwdereanetorst-gawder (n = 67)

L - underwent continuous electrocardiographic manitoring during two 12-hour periods afterthe first dose- and

o "efter 3 months of therapy and no chnncally elgmﬁcant dysrhythmias were noted

‘ "‘arrhythmras ahd sudden death (with hlstologuc ev:dence of myocardial necrosis) when beta-agonists and
. 'me’thylxa‘nthines- are administered concurrently. The clinical significance of these findings is unknown.
' “Clinical Trials: During the initial treatment day in several multiple-dose clinical trials with salmeterol
: _ inhalation powder in patients with asthma, the median time to onset of clinically significant bronchodilatation
© 1 (215% improvement in FEVs) ranged from 30'to 48 minutes after 50-mcg dose. ' :
% -~ One hour after a single dose of 50 mcg of salmeterol inhalation powder, the rﬁejoﬁty of patients had >15%
o '__"|mprovement in FEV,.Maximum improvement in FEV; generally oécurred within 180 mmutes ‘and clmlcally

B ”sugmf cant improvement continued for 12 hours in most patients..

“In two large, randomized, double-blind studies, salmeterol inhalation powder was compared with albuterol
'mhalatlon aerosol and placebo in adolescent’ and adult patients with mild-to-moderate asthima (protocol '

‘defined as 50% to 80% predicted FEV,; actual méan of 67.7% at baseline), including patients who did and '
“ . who did not receive concurrent inhaled corticosteroids. The effi icacy of salmeterol inhalation powder was .

- dermonstrated over the 12-week period with no change in effectrveness over thig trrne period. There were no
g gender— or-age-related differences in safety or efﬂcacy No development of tachyphylaxis to the
'bronchodrlato_r effect has been noted in these studies. FEV; measurements (mean change from baseline)

© . from these two 12-week studies are shown below for both the first and last treatment days.
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: IR FEV,,As Percent of Predicted, From Two Large 12-Week Clinical Trials
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_ Durlng dauly treatment with salmeterol mhalatuon powder for 12 weeks in adolescent and adult patnents '
. wnth mild- to—moderate asthma. the follownng treatment effec:ts were seen; '
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' Table 1 Dally thcacy Measurements in Two Large 12-Week Chmcal Tnals (Combmed Data)
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- Statlstlcally superior to placebo and albuterol (P<O 001)
R r Statlstlcally Supenor to placebo (P<O 001).-

' _“'- E randomlzed double-blind clinical trials in adolescent and adult patients with mild-to:moderate asthma
IR Salmeterol inhalation powder 50 meg administered via the DISKUS and salméterol inhalation aerosol -

_-3 ; 42 rncg both administered twuce daily. produced: sngnnﬁcant |mprovements in pulmonary function’ compared
. wath placebo over the 12-week period. While no statlstlcally significant differénces were observed between

. ; : the active treatments for any of the efficacy assessments or safety evaluations performed, there were some
L : efﬁcacy measures on which the metered-dose mhaler appeared to provide better resuits.’ Similar fi ndmgs

~ p cwge'."'

T Aerosol in clinical trials in mild-to-moderate asthmatncs it should not be assumed that the SEREVENT -

' o Qovvge S terol-pawdst, via the SEREVENT DISKUS ‘was administered” twice daily to pedlatnc asthma

7 mhalation

Parameter _Time. .. | Placebo | SEREVENT _Albuterol

No. of randomized subjects . 152 - 149 . 148
-Mean AM peak expiratory flow |- . baseline - | - 394 395 . -394
‘rate (L/min). " - 12weeks | - 396 - AT 394
‘Meari % days with no asthma |~ baseline 14 3 12
symptoms - : | .12 weeks 20 33 21

_ ‘Mesin % nighfs with no. o baseline ; 70 63 L 68

" | [ awakenings - - - . 12weeks - 73 B5Y ST
'Rescle medications (mean no. baseline © | . 4.2 a3l as
"'of inhalatio’nS' per day)::-_ 12 weeks 33 18" 220
'Asthma exacerbatuons 149 15% 16%; _

Safe usag'e'with maintenance of efﬁoacy 'for'periods up to 1 year has been docurented. -
" Salmeterol inhalation powder and salmeterol aerosol were compared to’ placebo in two additional

o Were noted in two randomized. single-dose, crossover comparisons of saimeters inhalation o

- : gweler and salmeterol aerosol for the prevention of exercise-induced bronchospasm
.1 Therefors, whnle SEREVENT DISKUS was comparable to SEREVENT® (salmeterol xinafoate) Inhalation

' - 'Inhalatlon Aerosol and SEREVENT DISKUS drug products will produce clm:cally equwalent outcomes in all
: ';:"patlents T : . : o
“Ina Iarge randomnied double blind; controlled study (n = 449) 50 mcg of a‘menr"‘ tial amr'

~aim—t S1G!

Lo patlents who did and Whodid not receive concurrent inhaled corticosteroids. The efflcacy of
IG5E was demonstrated over the 12-week treatment penod wnh respect to

owdersa
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- l‘“"penodrc senal peak exprratory flow (36% to 39% postdose increase from baselrne) and FEV1 (32% to 33% :
; : postdose lncrease from baseline): Salmeterol was effective in demographic’ subgroup analyses (gender and
age) and was effective when coadministered- wrth other inhaled asthma medications such as short—actlng
“bronchodilators and inhaled corticosteroids. A second large. randomized, double-blind, placebo-contiolled .
study (n = 207) with 50 mcg of saimeterol inhalation gowdereat ;

S supported the findings of the trial with SEREVENT DISKUS: . o .
. In'two randomized, single-dose, crossover studies in adolescents and adults wrth exercrse~rnduced
'_-.bronchospasm (EIB) (n = 53), 50 mcq of salmaterat intialation pows je-r‘vaomaffarat—aaw%rmvaﬂﬂy
L prevented EIB when dosed 30 minutes prior to exercise. For many patrents this protectrve effect agalnst EIB

' was stlll apparent up to 8.5 hours following a srngle dose : :

4 1

Si via an alternate devrce

- Table_'2: Results of Two Exercisé—lnduced Bronchospasm Studies in Adolescents and Adults’

Placebo - -~ | SEREVENT DISKUS
(n=82) [ (n=52)
L o o n % Total . |7 . '-n L %Total
|95 Hourpostdose  © % Fallin FEV, | B I A IR
.| exercisechallenge - <10% | 15 | 29 | at o '66_
SRR CE10%0<20% | 03l e 0 1 | a1
A =20%. | 34 85 [ 10 19
Mean maximal % fallin FEV, (SE) | ...~ -25% (1.8). 3} =11% (1.9)
8.5 Hour postdose . -~ % Fallin FEV, | . . - |
‘exercise challenge. © - <10%| 12 | 23 | 2 | . 50
=10%,<20% | 7 | 13 |2 ol s
Lo =20%. | 33 63 - |4 | 97
L Mean maximal % fall in FEV, (SE) _ -27% (1.5 . | S --16% (2.0)

In two randomrzed studres in chlldren 4 to 11 years old wrth asthma and EIB (n = 50) a srngle 50—mcg
' 'dose of salineterol inhalation powderse :

N patlents

o INDICATIONS AND USAGE: SEREVENT DISKUS inhalation powder is indicated for long-term, twice-daily
" (morning and evening) administration in the maintenance treatment of asthma and in the preventron of '

L bronchospasm in patients 4 years of age and older with reversible obstructive airway disease, mcludrng

' patlents with symptoms of nocturnal asthma who reqwre regular treatment with inhaled; short-actrng _
o betaz-agonrsts Itis not indicated for patlents whose asthma can be managed by occasronal use of mhaled
e short-actlng beta;-agomsta _ S ' ' '

R oterols iy-prevented EIB when dosed 30 mmutes- o
e pnor to exercrse ‘with protection lasting up to 11: 5 hours in repeat testmg followmg thrs smgle dose in many -~
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' SEREVENT DISKUS is also lndlcated for preventlon of exercnse-lnduced bronchospasm in patlents e
k -:4 years of age and older.: S : Coonos .
- SEREVENT DISKUS: may be used wnth or wnthout concurrent mhaled or systemlc cortucosterond therapy

- -".CONTRAINDICATIONS SEREVENT DISKUS is contralndlcated in pauents with a hrstory of hypersenSItMty 3

S to salmeterol or any of its components

'WARNINGS . - e . - ) ‘

G IMPORTANT INFORMATION SEREVENT DISKUS SHOULD NOT BE INITIATED IN PATIENTS WITH .

"' © . "SIGNIFICANTLY WORSENING OR ACUTELY DETERIORATING ASTHMA, WHICH MAY BE A ' ‘
. LIFE-THREATENING CONDITION. Serious acute respiratory events, including fatalities, have been .

e reported, both in the United States and worldwnde. when SEREVENT has been initiated in th|s

©... situation. .

o 3 ‘. these adverse events or simply failed to relieve the' deterioratlng asthma the use of SEREVENT
. " DISKUS in this setting is inappropriate. ' D :

-

-

i "‘patnents of this and prescribe an inhaled, short-acting beta,-agonist for this purpose as well as warn’
4 them'that i increasing inhaled beta,-agonist use is a signal of deteriorating asthma.. .
' : SEREVENT DISKUS IS NOT A SUBSTITUTE FOR INHALED OR ORAL CORTICOSTEROIDS
g Cortlcosterolds should not be stopped or reduced when SEREVENT DISKUS is initiated.

B ::.':"FORUSE) | R -
"De eriorating Asthma: SEREVENT

i “no ‘data demonstratmg that SEREVENT DISKUS provides greater efficacy than or additional efficacy to

= mcludmg fatalities, have been reported, both in the Umted States and worldwide; in patients receiving

- of corticosteroid dependence, low pulmonary function; mtubatlon mechanical ventilation, frequent - o
' hospltallzatlons or previous life- threatenmg acute asthma exacerbations) andfor in some patients in whom':
" asthma has been acutely detenoratmg (e.g.; unresponsive to usual medications: increasing need for mhaled
L short—actlng betaz-agonists; increasing need for systemtc corlicosteroids: significant increase in symptoms

: frecent emergency room visits; sudden or progressuve deterioration in putmonary function). However they
S have otcurred in a few patients with less severe asthma as well. It was' not possible from these reports to

_ 7_ -”determme whether SEREVENT contnbuted to these events or smply fanled to reheve the detenoratmg

Lo asthma ' g

Although itis not possible from these reports to determme whether SEREVENT contrlbuted to

'SEREVENT DISKUS SHOULD NOT BE USED TO TREAT ACUTE SYMPTOMS It is crumal to mform L

_' - DISKUS is intended for the maintenance treatment of asthma (see INDICATIONS AND USAGE) and should S
"ot bé introduiced in acutely deteriorating asthma, which is a potentlally life-threatening condition. There are s

-'|'nhaled short-acting betaz-agomsts in'patients with worseéning asthma. Serious-acute respiratory events = . -

" - SEREVENT: In most cases, these have occurred i in patlents with severe asthma (e g:; patients'with a hl'story: S

(See PRECAUTIONS: Infon'natlon for Pattents and the accompanying PATIENT S INSTRUCTIONS T
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. ; -2.Do Not Use SEREVENT DISKUS to Tre tAcute Svmptoms ‘An mhaled short—actmg betaz-agonlst not
- "SEREVENT DISKUS, should be used to relieve acute asthma symptoms. When prescribing SEREVENT :
" DISKUS, the physician must also provide the’ pattent with an inhaled., shont-acting betay-agonist (e.g:,

. albuterol) for treatment of symptoms that occur acutely despite’ regular twnce-dally (mornlng and evenmg)
- 'use of SEREVENT DISKUS. ; : : '

© When beginning treatment wnth SEREVENT DISKUS patlents who have been takmg mhaled short—actung

_ : -" betag-agonlsts on a regular basis (e.q., four imes & ‘day) should be instructed to discontinue the regular use -

. o  of these' drugs and use them only for symptornatlc relref of acute asthma symptorns (see PRECAUTIONS
S Informatlon for Patlents) _ _ - S
. Wat t:Acting Beta;-Agonists. Which 15 a Marker of Deteriorating .-

. Asthma: Asthma may deteriarate acutely over a period of hours or chronically over several days or tonger: If

' “the'patient’s inhaled, short-acting beta,-agonist becomes less effective or the‘patient‘ heeds more inhalations
" than usual, this may be a marker of destabilization of asthma. In this setting,'the ‘patient requires immediate'

' reevaluation with: reassessment of the treatment regimen, giving special consideration to the possible need
© o corticosteroids. If the patient uses four or more inhalations per day of an inhaled, short-acting -

SRS betaz-agonlst for 2 or rore consecutive days, or if more thanone canister (200 inhalations per canister) of _
c inhaled, short-acting betaz-agomst i$ used in an 8-week period in conjunction with SEREVENT DISKUS, then :

. the patlent should consult the physician for reevaluation. Increasing the daily dosage of SEREVENT . . .
e DISKUS in this situation is not appropriate. SEREVENT DISKUS should not be used more frequently
L than twnce danly {morning and evemng) at the recommended dose of one mhalatlon

L beta—adrenergtc agonist bronchodilators alone may not be adequate to CQntrol asthma in many patients.’ :
- - . Early consideration should be given to adding anti-inflammatory agents: e g:; corticosteroids. There are no
B : tata, demonstratlng that SEREVENT DISKUS has a clinical antr-lnflammatory effect and could be expected
S : _'“to take the place of, or reduce the dose of; corticosteroids. Patients who already require oral or inhaled -
_ - corticosteroids for treatment of asthma should be continued on a suitable dose to maintain clinical stablllty
-even if they feel better as a result of initiating SEREVENT DISKUS. Any change in ‘corticosteroid dosage
© . should be made ONLY after clinical evaluation- (see PRECAUTIONS: Information for Patients). .

o 5. Do Not Exceed Recomrended Dosage:; As with other inhaled betas-adrenergic drugs SEREVENT o
. - DISKUS should not be used more often or at higher-doses than recommended. Fatalities have been reported '

" in-association with excessive use of inhaled sympathornlmetlc drugs. Large doses of inhaled or oral -

L salmeterol (12 to 20 times the recommended dose) have been associated with clmrcelly significant
e ::prolongatlon of the QT. interval, which has the potential for producing ventricular-arrhythmias. -

6. Paradowcal Bronchospasm: Inhalation of salmeterol xinafoate can produce paradoxical bronchdspasm,
“which may be life threatening. If paradoxical bronchospasm oceurs, SEREVENT DISKUS should be
'dlscontmued |mmedtately and alternative therapy instituted. : '
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. 7. lmmedlate Hvoersensntlvrtv Reactlons Immedlate hypersensrtuvrty reactlons may occur after
: f'admrnlstratlon of SEREVENT DISKUS as demonstrated by cases of urticaria, angloedema rash, and
_ bronchospasm . : Lo
8. Upber Alrway_Svatoms Symptoms of Iaryngeal spasm, |mtatlon or swellmg such as stndor and
f- chokmg, have been reported in patients’ receiving SEREVENT DISKUS. |
SEREVENT DISKUS, like all ‘other beta-adrenergic agonists, can produce a cllnlcally srgnmcant

_'-' 'cardnovascular effect in some pafients as measured by pulse rate, blood pressure, and/or symptoms
: :-_r Although such effects are uncommon after administration of SEREVENT DISKUS at recommended doses rf .
I they occur, the drug may need to be discontinued. in addition, beta-agonists have been reported to produce -
“i' electrocardiogram (ECG) changes, such as flattening of the T wave, prolongation-of the QT interval, and ST
_: segr'he'nt depression. The clinical significance of these ﬁndihgs is unknown. Therefore; SEREVENT DISKUS,
| ‘1:' like all sympathomlmetuc amines, should be used with caution in patients with cardlovascular disorders,

especnally coronary insuffi cuency cardiac anhythmlas and hypeﬂensron I

PRECAUTIONS | L ST :
Genieral: 1 Cardlovascular and Other Effects No effect on the cardrovascular system is usually seen after
e the admlnlstratlon of mhaled salmeterol at recommended doses: but the cardiovascular and central nervous

L . system effects seen with'all sympathomimetic drugs (e.g., increased blood préssure, heart rate, excrtement) _

can occur after use of salmeteral and may require-discontinuation of the drug. Salmeterdl, like all

: N -_V' sympathomlmetlc amines, should be used with caution in patients with cardlovascular disorders, e.epemally

"";'coronary insufficiency, cardiac amrhythmias, and hyperterision; in patients with convulsrve disorders or
- thyrotox:cosrs and in patients who are unusually responsive o sympathomrmetlc amines.

systollc and/or diastolic blood pressure, pulse rate, and electrocarduograms have beer\ seen mfrequently in
; 'mdnvudual patlents in gontrolled clinical studies with salmeterol. o C v S
"2 Metabolic Effects; Doses of the related betaz-adrenoceptor agomst albuterol when admmlstered

glucose have been seen with SEREVENT DISKUS at recommended doses. Beta-adrenerglc agonist -

_:‘- medications may produce significant hypokalemna in some patients, possnbly through intracellular shuntmg,
: “Which has’ the potential to DFOdUCB adverse- cardnovascular effects The decrease in'serum potassium is
o o usually transrent not requiring supplementation. ‘ : S

- Clinically significant changes in blood glucose and/or serum potassuum were seen rarely dunng clinical -
3-:'- studiés with long-term administration of SEREVENT DISKUS at recommendéd doses.
i Informatlon for Patients: See illustrated PATIENTS INSTRUCTIONS FOR USE. :
_ Sl its important that patients undérstand how 10 use the DISKUS inhalation device appropnately and how it
'_: g should be used in relation to other asthma medncatlons they are takmg Patrents should be gwen the
o ."‘followmg mformatlon . ‘ ' :

" As has been described with other beta- adrenerglc agonrst bronchodllators clrmcally srgmf icant changes m RS

:." mtravenously. have been reported to aggravate preexisting diabetes mellitiis’ and ketoacidosis. No effects on.
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- " 71, The action 'of SEREVENT DISKUS may Iast up o1 2 hours or longer The recommended dosage (one
- inhalation twice daily, morning and evening) should not be exceeded.

" for that purpose ‘Acute symptoms’ should be treated with an inhaled, ‘short-acting betas-agonist such as .
“albutero! (the physician should provide the patlent wuth such medtcatton and mstruct the patrent in how it
" should be used). S ' : :

2. SEREVENT DISKUS is not meant ta relieve acute asthma’ symptoms and extra doses should not be used- R

3.#When used for the treatment of EIB one lnhalatron of SEREVENT DISKUS mhalatron powder should be -

_ ':'_f taken 30 minutes before exercise. : : S
~ & Additional doses of SEREVENT should not be used for 12 hours o :

_ _:' \:'0 Patients who are receiving SEREVENT DISKUS inhalation powder twnce datly should not use addmonal
" SEREVENT for prevention of EIB.

© 1.4 The physician should be notified rmmedrately rf any of the fo|lowrng sttuatnons occur whrch may be a stgn s '

. ' of seriously worsening asthma: S

o . Decreasmg effectiveness of mhaled short-actlng beta2~agon|sts

o Need for moré inhalations than usual of inhaled, short-actrng betaz-agonrsts .
:-': Use of four or more inhalations per day of a short-acting beta,~agonist for 2 or rnore days consecuttvely

o fwuth 200 inhalations) R e e :
~ 5/SEREVENT DISKUS should not be used as a substitute for oral or mhaled cortrcosterords The dosage of

- "-"- Use of more than one’ ‘canister of an mhaled short-acting betaz-agomst in an B—week penod (ie., canrster L ;

. % these medications should not be changed and they should not be stopped without consulting the physncran -

©  “evenif the patient feels better after initiating treatment with SEREVENT DISKUS. - . .
L 6. Patlents should be cautioned regarding common adverse cardlovascular effects, such as palprtatlons
3 chest pain, rapid heart rate; tremor, or nervousness. - I A
“L 770 In patients | recelvmg SEREVENT DISKUS; other mhaled medtcatrons should be usgd only as drrected by 3
U the physician. - : S Lo SRS '
B SEREVENT DISKUS should not be Used with a ‘spacer.. _ S
. ) lf you are pregnant or nursing. contact your physician about use of SEREVENT DISKUS
Iy "_-‘10 Effectlve and safe use of the DISKUS devrce mcludes an understandmg of the way that it should be
' Never exhale into the DISKUS devnce .
AIways activate and use the DISKUS devrce |n alevel, honzontal posrtron
“ Never wash the mouthpiece or any pant of the DlSKUS devtce KEEP IT DRY _ . .
: "Drug Interactions: Short-Acting Beta-Agomsts In the two 12-week, repetitive- dose adolescent: and adult
" clinical tnals (n = 149), the mean daily need for additional beta;-agonist use in patrents using salmeterol
‘.‘ tnhalatlon powder was approxrmately 1% mhalatrons per day. Twenty- -SiX’ percent of the patlents in these
" trials used between B and 24 inhalations of short-acttng beta-agonist per day on one or more occasions. Nrne
L ‘percent of.the patienfs i in these trials averaged over 4 inhalations,_per day aver the course-of the. 12-week. - _
L tnals No observed increase in frequency of cardtovascular events was noted among the 3 patlents who used o




_..__-__i‘i;:-_“'NDAZO 692/5-001, s002 TR
CPageld ST SRR

: per day of short-acting beta,-agonist with salmeterol inhalation powder has not been established. ln 29
' o patlents who experienced worsening of asthma while receiving saimeterol inhalation powder dunng these .~ 5
trlals albuterol therapy administered via either nebulizer or inhalation aerosol (one dose in most cases) led to

B lmprovement in FEV, and no increase in occurrencé of cardiovascular adverse events.
- 'Monoamine Oxidase Inhibitors and Tncychc Antidepressants: Salmetérol should be admlnlstered

D with'extreme catition to patients béing treated wnh monoamme oxidase inhibitors or tricyclic antidepressants,
5-; ‘or within 2 weeks of discontinuation of such agents because the action of salmeterol on the vascular system : .

‘ may be potentiated by these agents. R : . a .
‘ . Corticosteroids-and Cromoglycate: in chmcal tnals mhaled corhcosterolds and/or inhaled cromolyn .

‘ ‘:sodlum dld not alter the safety profile of SEREVENT when administered concurrently. :
B Methylxanthmes The concurrent use of intravenously or arally administered methylxanthmes (e.g., - :
ammophyllme theophyliine) by patients receiving SEREVENT has not been completely evaluated. In one
' clinical asthma trial,; 87 patients receiving SEREVENT Inhalatlon Aerosol 42 mcg ‘twice daily concurrently

o ' ‘] Inhalation Aerosol without theophylline. Resting heart rates were shghtly higher in the patients on-

ony 'theophyllme but were little affected by therapy with SEREVENT Inhalation Aerosol.: - _
. _, Beta- adrenerguc receptor blocking agents not only block the pulmanary effect of betalagonista. such as
i ‘S'ER'EVENT DISKUS, but may produce severe bronchospasm in asthimatic patients. Therefore, patients with

an average of 8 to 11 mhalanons per day however the safety of concomntant use of more than 8 mhalatnons -

- with a theophylline product had adverse event rates similar to those in 71 patients receiving SEREVENT '. S

* - “asthma should ot normally be treated with beta-blockers. However, under ceftain circumstances, e.g., as . - -

' prophylaxls after myocardial infarction, there may be no acceptable alternatives to the use of beta- adrenerglc _ :
o blockmg agents in patients with asthma. In this semng carduoselectnve beta-blockers could be consudered
'"- although they should be administered with cautnon : C : S : S
.- The ECG changes and/or hypokalemia that may result from the admlnlstratlon of nonpotassmm spanng
- dluretlcs (such as loop.or thiazide diuretics) can be acutely worsened by beta-agonists, especially when’ the -
" recommended dose of the beta- agonlst is exceeded.. Although the clinical sngmflcance of these effects is not _
: “known, caution is advised in the coadministration of beta- -agonists with nonpotassium-sparing diuretics: B
' 1.‘"'Carcinogenesns Mutagenesis, Impairment of Fertility: In an 18-month carcmogemc»ty study in CD-mlce
‘ 'salmeterol xinafoate atoral doses of 1.4 rng/kg and above (approxnmately 20 times the maximum - .
© recommended daily inhalation dose in'adults and children based on comparison of the area under the -
' plasma concentration versus time curves [AUCs]) caused a dose-related increase in the incidence of smooth
- inuscle hyperplasia, cystic glandular hyperplasia, leiomyomas of the uterus, and cysts in the ovaries. The .
 incidenice of leiomyosarcomas was not statistically signifi cant. No tumors were seen at 0.2 mgrkg - .
_' © (approximately 3 times the ma)umum recornmended dauly inhalation doses in adults and children based on
Lo companson of the AUCs).- Lo ' EE T
: : “In-a 24- onth-oral and mhalallon carcmogemcnty sludy in Sprague Dawley rats salmeterol caused a -
B "'_ ?‘ dose—related increase in the incidence of mesovarian leiomyomas and- ovanan cysts at doses of 0.68 mg/kg
- ;'and above (approxnmately 60 times the maxlmum recommended danly mhalatlon dose in adults and
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_ .'3'approxrmately 30 times the maximum recommended darly inhalation’ dose in chlldren ona mg/m basrs) No P !
- tumors were seen at.0.21 mg/ kg (approxrmately 20 times the maximum recommended daily inhalation dose BT

“in adults and approximately 9 times the maxrmum recommended daily inhalation dosg in’ children ona -
- - '-'mg/m ‘basis). These ﬁndrngs in rodents are ‘gimilar to those reported prevrously for other beta-adrenergic
- agonrst drugs The relevance of these findings to human use is unknown. - " b o o .
= - Salmeterol produced no detectable or reproducible increases in microbial and mammahan gene mutatron =
_ in vitro: No clastogenic activity occurred in vitro in human lymphocytes or in vivo in a rat micronucleus test.”
-:‘_ .‘:.: “No effects on fertility were identified in male and female rats freated with salmeterol at oral doses up to
iiig mgikg’ (approxrmately 170 times the maximum recommended daily rnhalatron dose in adults ona mg/m
"'3_?'bas|s) B _ o : . L ' ' . .
P Pregnancy Teratogemc Effects Pregnancy Category C No teratogenrc effects occurred in rats atoral
doses up to 2 mg/kg (approximately 170 times the maximum recommeénded darly inhalation dose in aduits on.
7 a mg/m basrs) In precnant Dutch rabbits administered oral doses of 1 mg/kg and above (approximately 50_
g ‘times the maximum recornmended daily inhalation dose in adults based on comparrson ‘of the AUCs),
: _-3'salmeterol exhibited fetal toxic effects charactenstrcally resuiting from beta—adrenoceptor stirmulation. These
;< included precocious eyelid openings, cleft palate, sternebral fusion; limb and paw flexures; and delayed :
- ‘Ossification of the frontal cranial bones. No significant effects occurred 4t an oral dose of 0.6 myg/kg -
Do g _-"(approxrmately 20 times thé maximum recommended daily rnhalatlon dose in adults based on companson of -
_ ‘11_;“"theAUCs) - o : B S P o
. New Zealand White rabbrts were less sensrtrve since only delayed ossrﬁcatron of the frontal bones was |
: _jf"seen at ani 'oral dose of 10 mg/kg (approximately 1700 times the maximum recommended daily inhalation "~
. 'dose in adults on a mg/m? basis). Extensive use of other beta-agonists has provided no evidence that these ™ -
class effects in animals are relevant to their use in humans. There are 1o ‘adequate and well- controlled
S studies with SEREVENT DISKUS in pregnant women: SEREVENT. DISKUS should b& used dunng
E pregnancy only if the potential benefit justrﬁes the potential risk to the fetus. B B
... Use in Labor and Delivery: There are no well-controlled human studies that have rnvestlgated effects of
:"'salmeterol oh preterm labor or labor at term. Because of the potential for beta-aganist interference with - -
uterine contractrlrty, use of SEREVENT DISKUS for relief of bronchospasm dunng labor should be’ restncted
to those’ patients’in whom the benefits clearly outweigh the risks.. DT
" Nursirig Mothers: Plasma levels of salmeterol after mhaled therapeutic doses are very low ln ats. S
' - salmeterol xinafoate is-excreted in the milk. However. since there are no data from controlled trials on the . o
: ; ';:'_'thh use'of SEREVENT by nursrng mothers; a decision should be made whether to discontinue nursing or to '
- - discontinue the drug, taking into account the rmportance of the drug to the mother Cautron should be . -
: "exercrsed when salmeterol xinafoate is administered to a nursing woman. R
o ‘Pedlatnc Use: The safety and efficacy of salmetero! inhaiation pon wdersoimetaral powder has been
B o : _:evaluated in"over 2500 patients aged 4 to 11 years with asthma. 346 of whom were adrmnrstered §elmete'r
L . irihatation, powdersoinetarol-powdes for 1 year. 'Based on available data, no adjustment of salmeterol dosage
5"rn pedratnc patrents is warranted for erther asthma or EIB’ (see DOSAGE AND ADMINISTRATION)
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o _:‘ In two randomnzed double—blmd controlled chmcal tnals of 12 weeks duratlon salmeterol 50- mcg powder
- ;_'-:' was ‘administered to 211 pediatric asthma patients who did and who dld hot réceive concurrent inhaled
. “corticosteroids. The eff icacy-of salimelerol inhalation powdersakaais was demonstrated over the
3"12-week treatment period with respect to peak expiratory flow and FEV, Saiméterg) mhatatlon '
. . phwderSativdiorelps
RS Salmeterol was effective when coadministered with other inhaled asthma medlcatlons such as short-actmg
: ) bronchodllators and inhaled corticosteroids. Saimeterol mha:atton powdErSaliveierepasvaar was well
tolerated in the pediatric population, and there were no safety issues |dentrf|ed specnf c to the admmlstratuon
"of salmetarat inhaiation powdersaimsteral-powdes to pedlatrtc patients.: SRR :
“:In two randornized studies in children 4 to 11 years old with asthma’ and EIB a smgle 50-mcg dose of

s was sffective in dermographic’ subgroups (gender and age) of the populatlon

SRR ‘>atmeteroi inhalation powdersalrmetsrat-pawder sigrificantiv prevented EIB when dosed 30 minutes prior to
L exercise, with protection lasting Up to 11.5 hours in repeat testing followung this Single-dose i in many patlents

2 “adult chronic dosing clinical trials, 209 were 65 years of age and older. No apparént differences in the

- With younger patients in clinical trials. As with other beta-agonists, however, special caution'should be i
observed when' using SEREVENT inhalation powder in geriatri¢ patients who have concomitant

o * catdiovascular diseasé that could be adversely. affected by this class of drug. Based on available data no
e '-"adjustment of salmeterol dosage in geratric patients is warranted _ ' : '

v ADVERSE REACTIONS Adverse reactions to salmeterol are snmnlar in nature to reactlons to other selectlve

betaz-adrenoceptor agonists, i.e.; tachycardna palpttatlons immediate hypersensmvnty reaclions, mcludtng
- '-_' urticaria, angroedema rash, bronchospasm (see WARNINGS) headache tremor NErvousness; and
- paradoxical bronchospasm (see WARNINGS). " : - .
* - Two miulticeriter, 12-week, controlled studies have evaluated twme—darly doses of SEREVENT mhalatlon
., : :powder in patients 12 years of age ‘and older wnth asthma The followmg table reports the mcndence of
: "adverse events in these two studtes S ' P

L . "Genatnc Use: Of the total numbér of patients who received salmeterol inhalation powder in ‘adolescent and .'

.- efficacy ahd-safety of SEREVENT inhalation powder were observed when geriatric’ patients were compared - - '
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Table 3: Adverse Expernence lncudence in Two Large 1 2-Week
" Adolescent and Adult Clmlcal Tnals

Percent of Patients - - .
. SEREVENT . . . ] Albuterol Inhalation

7| mhamtion Powder | - = Aerosol -
. - ©Placebo . | 50 mcg twice daily. | 180 mcg four times da:ly
' -'Adverse EventType oo p=e2 o =149 T T L a=150
:Earnoseandthroat | o o T
Nasal/smus congestlon paIIor- U A R o 9 o g
- Rhinitis’ R 4. 3 R 5‘-::': : L4
xmmmm"fxz;. o :
" Headache "= - " . . S 9- ' Do 13"._2_: . 12
'Reé'biratdr'y'f_: R ¥ SR I
Asthma T e =
- Tracheltus/bronchltls . B U I ¢ L3
Influenza’ - T IR o Sl s 5

_ ' The lable above mcludes all events (whether consndered drug-related or nondrug-related by the _

mvestlgator) that occurred at a rate of 23% in the SEREVENT inhalation powder treatment group and were

% more common in'the SEREVENT inhalation powder group than in the placebo group.: : ‘ :

' Pharyngms sinusitis, upper resplratory tract infection, and cough occurred at >3% but were more

'common in the placebo group. However, throat irvitation has been described at rates exceedmg that of _

; placebo in‘other controlled clinical trials. Other events occurring in the SEREVENT inhalation powder group'.j- _' '

‘at'a frequency of 1% te 3% and at a greater rate than in placebo were as follows b
O Ear, Nose, and Throat: Sinus headache. . ' :

-f"GastromtestmaI Nausea. Sl

s " Mouth and Teeth: Oral mucosal abnormallty

7 Misculoskeletal: Pain in joint. _ O

' Neurolog:cal Sleep dlsturbance parestheS|a

. Skin: Contact dermatitis, eczema. '

. ' Miscellaneous: Localized aches and pains: pyrexla of unknown ongm

: :".-" Two multicenter, 12-week. controlled studies have evaluated twice-daily doses of walmeferol inhaiation
" | powide Raometarol powder in patients aged 4 to 11 years with asthma. The following table includes all events
©i (whether considered dmg-related or non-drug related by the investigator) that occurred at a rate of 23% in -

o the SEREVENT inhat iation D"‘A’JEI‘SFRFV&:r - powee: treatment group and were more common in the

L ---R-’-“-‘/r_*dT ‘nhe‘w dont powders :

i i

‘._ group than in the placebo group
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Table 4 Adverse Expenence lncldence in Two Large 12-Week Pediatnc Clmlcal Trlals

Percent of Patients L
.| SEREVENT | Albuterol Powder -

S S . Placebo . - INHALATI ON- * 200 mcg four times danly
‘Adverse Event Type ‘n=215 | POWDERSEREVEN | ‘n=115 '

CEN RN PR - o . _”_eﬂwwafpf o

50 micg twice daily
T . n=211 o

Ear. nose, and throat - _ L o R :
_‘._-"E'ar'signsandsym'ptenis 3 R AR S Y DT g
© Pharyngitis. - |3 B s
TNBUI‘OIOQICE“ R O £V I R

Headache L 14_: . | B VA : §:20 :
"'Resplratory _ T - ;. S :_. . R
Asthma { R e R N I R i
| Skmras'hes'f IERE OO oo o2
© Utticaria = o L3 2

_ : The followmg events were reported at an incidence of 1% to 2% (3 to 4 pelnents) in the selmeterol group

- and with’ a ‘higher incidence than in the albuterol and placebo groups: gastrointestinal signs and symptoms
lower respnratory signs and symptoms, photodermatitis, and arthralgua and articular theumatism. '

_ -Observed Durmg Clinical Practice: In extensive United Statas and worldwide postmarketmg expenence

. :f- with SE,REVFN ; sermmus exacerbahons of asthma, mcludmg some that have been fatal, have been reported

- “has been acutely detenoratmg (see WARNINGS no. 1), but they have also occumred in‘a few patients wnh

_ less severe asthra as well. It was riot possibile from these reports to detérmine whelher SEREVENT

E contnbuted to these events or SImply failed to religve the' deteriorating asthma. ' .

o " Ther followmg events have also been identified- durlng postapproval use of SEREVENT in clmncal

o ' practlce ‘Because they are reported voluntarily from'a population of unknown size. estimates of frequency

cannot be made. Thesé everits have been chosen for inclusion due to a combmatlon of their seriousness, -

S frequency of reporting, of potential causal connection lo SEREVENT. _ . -
'fi Resplratory Repons of upper emNay symptoms of Iaryngeal spasm; |mtal|on or swellmg such as stndor

.forchohng : Co 3

o Cardlovascular Cases of hypertensnon arrhythmlas (lncludlng atnel f bnllatlon supraventncular
r_-_"'tachycardxa extrasystoles) and anaphylaxns e ' :

" ' most cases, these have occurred in patients with severe asthma and/or in some patients in whom asthma-;.‘ o
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i 'OVERDOSAGE The expected srgns and symptoms with overdosage of SEREVENT DISKUS are those ot

' *-'Ilsted under ADVERSE REACTIONS, e.g., seiziifes, angina, hypertensnon or hypotension. tachycardia with
Crates up to 200 beats/min, arrhythmnas nervousness headache, tremor, muscle cramps, dry mouth,".

to result in ‘exaggeration of the pharmacologlc adverse effects associated with beta—adrenoceptor agonlsts

. ':; ‘can lgad 1o clinically significant prolongatron of the QT interval, which can produce ventncular arrhythmlas
g 'Other sngns ‘of overdosage may include hypokalemla and hyperglycemia;- v :

::'.SEREVENT DISKUS. - S B
. Treatment consists of duscontmuatlon of SEREVENT DISKUS together with appropnate symptomatlc

‘ ' therapy The ]UdICIOUS use of a cardioselective beta- receptor blocker may be considered, bearing in mind : .
" that such? miedication can produce bronchospasm There is insufficient evidence to determine if dualysrs is f: :

B .~ benefi cnal for-overdosage of SEREVENT DISKUS Cardiac momtonng is recommended in casés of
" overdosage R : : ' . Lo . »
“Nop deaths were seen in rats at an mhalatron dose of 2.9 mg/kg (approxumately 250 hmes the maximum

. recommended daily inhalation dose in adults and’ approxnmately 120 times the maximum recommended dally 3 _ .

. Vinkialation dose in childien on a mg/m? basisj and in dogs at an inhalation dose of 0.7 mg/kg (approximately
.,"1"200 times the maximum recommended daily inhalation dose in adults and approximately 95 times the .
* - "maximum recommended daily inhalation dose in children-on a mg/rn ‘basis). By the oral route; no’ deaths

e ._":. -'occurred in mice at 150 mg/kg (approxlmately 6500 times the maximum recommended daily inhalation dose . -

"-_"m aduilts and approximately 3100 times the maximum recommended daily inhalationdose in children on a
:."mg/m basus) and in rats at 1000 mg/kg (approximately 86,000 times the maxrmurn recammended daily -
mhalatlon dose in adylts and approxrmately 41 000 times the maximum recommended dally mhalatnon dose
. ..--'m chuldren on a mg/m? baS|s) ' L S T '

‘L i‘fand preventlon of symiptoms of asthma mcludmg the symptoms of nocturnal asthma, the usual dosage for .
T '_ ‘adults and children 4 years of age and older is one inhalation (50 mcg) twice daily (mornmg and evemng ’
X appronmately 12 hours apart). Adverse effects are more likely to occur with hngher doses of salmeterol, and

3 ‘.: more frequent administration or administration of a farger number of inhalations is not recommended..
S To gain fult therapeutic benefit, SEREVENT DISKUS should be administered twice daily (mommg and

s the device should only be activated and used in4 level, horizontal posmon S :
i iIfa previously efféctive dosage regimen fauls to provide the Usual response medlcal advrce should be.

‘ : sought lmmedrately as thls is often a srgn of destabnlrzatnon of asthma Under these circumstances, the : ;' B .. o '

excessive beta-adrenerglc stimulation-and/or o¢currence or exaggeratlon of any of the signs and symptoms : S

f?"palpltatlon nausea, dizziness, fatlgue malaise,; and insomnia. Overdosage with salmeterol may be expected;}f:

' mcludnng tachycardna and/or arrhythmla tremor headache and muscle cramps. Overdosage with 'salmeterol

“As with:all sympathomlmetuc medications, cardiac arrest and even death may be assocnated wnth abuse of .

j"_"nos;\ee AND ) ADMINISTRATION: SEREVENT DISKUS inhaiaon powder should be admlnlstered by the o
" ‘grally inhaléd route only (see PATIENT'S' INSTRUCTIONS FOR USE) For mamtenance of bronchodilatation - . -

: ‘-'evennng) in the treatrment of reversible airway obstructron The patient must not exhale |nto the device and "._ :
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_ ' ) -"therapeutlc reglmen should be reevaluated and addltlonal therapeutlc optlons such as mhaled or systemlc
L corticosteroids; should be considered. If symptoms arise in the penod between doses an mhaled
' 'short-actlng beta-agonist should be taken fornmmedlate relief. - D TR

o -E_;"Genatnc Use: In studies where genatnc patrents (65 years of age or older see PRECAUTIONS) have been'f o -

: treated with SEREVENT inhalation powder effi cacy and safety of 50 mcg given twnce dally (morning and - _:
"evenmg) did not differ from that in younger patlents Consequently, no dosage adjustment is recommendedi o
. f Preventron of Exercise-Induced Bronchospasm (EIB) One inhalation of SEREVENT DISKUS mhalatlon_-: :
powder at léast 30 minutes before éxercise has been shown to protect patients against EIB. Whenused - © '
L - mtermlttently as needed for preventlon of EIB, this protectlon may last up ta 9 hours i nn adolescents and
i : 7"adults and up'to 12 hours in patients 4 to 11 years of age. Addltlon_a_m_es of SEREVENT should not be

“used for 12 hours after the admlnlstratlon of thrs dru Patients who are receiving SEREVENT DISKUS :

L twnce—dally 'dosung is not effective in preventmg EIB-, other appropnate therapy for EIB should be considered.. .

o HOW SUPPLIED SEREVENT DISKUS mhalatlon powder is supplled asa dlsposable teal green colored :
‘:‘ - dewce contamlng 60 blisters. The DISKUS mhalatlon device is packaged within a teal green colored
o plastlc-coated foil pouch (NDC 0173-0521-00): o o
i, "SEREVENT DISKUS is also supplied in-an lnstltutlonal pack of orie teal green colored dlsposable

; : ‘Store at controlled room temperature, 20° to 25°C (68° to 77°F) |n a dry place away from dnrect

o heat or sunllght Keep out of reach of children. The DISKUS inhalation devrce is not reusable and . :
_ " should be discarded after every blister has been used (when the dose indicator reads "0") oré6 weeks;_E :
o 'after remaval from the moisture-protective forl ovewvrap pouch whlchever comes f'rst Do rlot R
i --attempt to take the d_evnce apart, :

GIaxoWeIIcome
.. Glaxo Wellcorne Inc. o
e : "Research Tnangle Park NC 27709

o ‘US'Patent'NOs.-4,992,'474: 5.225 445, 5.380.922; 5.590.645: and Des. 342,994

"7 @Copyright 1997 Glaxo Wellcome Inc. All rights reserved..

;-'f: "-_:".'Sl'egpté_mher'1998 . C RL-628

T DISKUS inhalation device containing 28 blisters. The DISKUS inhalation dewce is packaged within a teal _' PR
e _'_ green coldred, plastic-coated foil pouch (NDC 0173-0520-00). SR
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 PATIENT'S INSTRUCTIONS FORUSE =% ' © .

' SEREVENT® DISKUS®
: (salmeterol xinafoate
. inhalation powder) . - .

. For Oral Inhalation Only:

(ullustratlon of devnce wnth pans labeled
- 'Outer Case
Mouthplece :

Lever:.
' Thumbgrip
- . Dose Indicator) .-

~ Before using your SEREVENT DISKUS, read complete o
! instructions carefully. . : '

Chuldren should use SEREVENT DISKUS under adult E'_f-_- .f"”':' T
: 'supervnsnon as mstructed by the patlents doctor PR

Wh'en you také'theSEREVENT DiSKus dut cf‘the'b'ox- and
foil overwrap pouch, write the “Use by" date on the labe ih:._ S
¢ the'space provided on the device (6 weeks from dateof - .. .+
" opening). The DISKUS® inhalation device will be inthe’ "

closed position. The dase indicator on the top of the .

. DISKUS tells you how many doses are left. After the . -

~ DISKUS has delivered 55 doses (23 doses for the *:~ © . © -~

*institutional or sample pack); humbers 5 to 0 will appear in - - -~
red to warn you that there are only a few doses left (see

Flgure 1) : : : : :

" Figure 1
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1 Hold the DISKUS in 6ne hand and put the thumb of ycswf R
_ other hand on the thumbgrip. Push your thumb away =~ - :
- from you as far as it will go until the mouthpiece appears:._f e

-:'and snaps mto posmon (see F/gure 2) : : :

" Figue2

* 2. Hold the DISKUS in'a level. hofizontal position with the -~ = -

- mouthpiece towards you. Slide the lever-away from you.
.- as far as itwill go until it clicks (see F/gure 3} The . . .o
SN DISKUS is now ready to use. SR

' Fig'u're 3

~ Every time the lever is pushed back, a dose is made” : =~

- available for inhaling: This is shown by the dose counter. . - .
. At this point do not close the device, play withthe =~~~ .

- lever, or advance the lever more than once because B

: this wul release doses that will be wasted '

3. 'Holding the DISKUS IeVel'and away frorh'yoUr mouth,
~- . breathe out as far as is comfortable (see Figure 4.
_* (Remember, never breathe out into the DISKUS .
mouthpiece.). ' T SRR

‘ Fugure 4
" 4. Putthe mouthpuece to your Ilps (see F/gure 5) Breathe . .

~'in steadily and’ deeply through the DISKUS not’ through RS
-Wmmm : . :

thure 5
"5 :Remove the DISKUS from your mouth

: 6 'Hold your breath for about 10 seconds or for as Iong as
s comfonable Breathe out slowiy '
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e go (see Figure 6). The DISKUS will click shut: The Iever o

“two times daily, morning and evening, approximately P
- 12 hours apart, at the recommended dose of one
- inhalation each time.. ‘

7. To close the DISKUS put your thumb on the thumbgn‘b 33”
and slide the thumbgrip back towards you as far as it will-

* will automatically return to its- original position and will ... .7 .
. reset. The DISKUS is now ready for your next scheduled; PR
. :: dose. (Repeat steps 1 through 7) : S

Frgure 6

8 REMEMBER .
-+». Never exhale into the DISKUS devrce D
. *  Alwaysactivate and use the DISKUS device in a
" level, horizontal position. o
.- 'Never wash the mouthpiece or any part of the
..+ DISKUS device. KEEF’ IT DRY.

DOSAGE Use only as drrected by your doctor

WARNINGS SEREVENT DISKUS is drfferent frorn your

- other asthma medications. SEREVENT DISKUS provrdes 5 ; :.f

relatively longer duration of effect. The bronchodilation
action of SEREVENT DISKUS usually lasts for at least 12

~ - hours. Therefore, it is important that you carefully read and '_ T o
~understand the following information:. : e

1. Do not usé SEREVENT DISKUS more frequently than'-' D

2. Do not use’ SEREVENT DISKUS to relleve sudden

. asthma symptoms (e.g., sudden severe onsetor.
-worsening of wheezing, cough; chest tightness, and/or

shortness of breath that has been diagnosed by your doctor .~
as due to asthma). If you experience sudden asthma . -

_symptoms while using SEREVENT DISKUS, you
~ ¢ - should not take more SEREVENT DISKUS to relieve
: these symptoms. Instead, you should treat these sudden

asthma symptoms with a different medication that has beeh' R
prescribed by your doctor (e:g-, aninhaled, short-acting - :

- bronchodilator such as  albuterol). If you do not have an

inhaled. short-acting bronchodrlator contact your doctor to
have one prescribed for? you
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4. While you are using SEREVENT DISKUS tell your
- doctor immediately if you are getting worse, as

use of SEREVENT DISKUS consull with your doctor

EER you ard 'usin'g' SEREVENT DISKUS for: "
- exercise-induced bronchospasm, one inhalatioh_ ;_ ‘
- should be taken 30 minutes before exercise..

. AdditionalAdditenal doses of SEREVENT- should not
be taken for 12 hours. if you-are using SEREVENT _
DISKUS twice daily, you should not use . :

additionsladditonal SEREVENT for the protectlon of
exercnse-mduced bronchospasm -

-indicated by any of the following situations.

*. Your inhaled, short-acting, inbaled bronchodnlator"

. becomes less effective for treatment of sudden asthma =~ .-
© symptomis. - ; L : :
* You need more mhalatrons than usual of your |n’xale=d A
short-acting bronchodilator for treatment of sudden —
. asthma symptoms. . Lo : .
-e 'You are using four or more mhalahons per day of your: P
inhaled, short-acting bronchodrlator for 2 or more days - ::
- consecutively. . Lo :
* You use rmore than one canlster of a ‘T“'):li""1 =
~ shoit-acting bronchodilator in an 8-week penod (r.e.,
. ‘there are 200 inhalations per canister). .
5, Use other inhaled medncatnons only as prescnbed by your
doctor.. :
6. Do not use SEREVENT DISKUS as a substltute for
oral or inhaled corticosteroids. If you have been -
prescribed corticosteroids, you should not change your
dosage of these medications or stop taking these
medications without talkmg to your doctor, even |f you feel
better IR o :

Store at controlled room temperature, 20° to 25°C (68° -
to 77°F) in a dry place away from direct heat or - P
sunlight. Keep out of reach of children. The’ DISKUS
inhalation device is not reusable and should be: T
discarded after every blister has been used- (when the ':‘ AR
dose indicator reads “0”) or 6 weeks after rernoval from -

the moisture-protective foil overwrap pouch whichever-

. comes flrst Do not attempt to take the device apart

' Your doctor has deten'nmed that thxs product IS hkely to

help your personal health. USE THIS PRODUCT AS |
DIRECTED, UNLESS INSTRUCTED TO DO OTHERWISE_
BY YOUR DOCTOR: If you have any questions about’ the




o '51- NDA: 20- 692/S 001 s 002
Page2s

GIaxoWeIIcome -
GlaxoWelIcome inc. _f L
Research Trigngle Park, NC 27709_'._ S ey
“MadeinEngland @ .
” September 1998 = . .







