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NDA 20-548/5-008

“TNDA 20-549/5-002)

GlaxoWellcome
Five Moore Drive
Research Triangle Patk, NC 27709

Attention: Kathleer A. Prodan
' Director, Regulatory Affairs

Dear Ms. Prodan:

Please refer to your supplemental new drug applications dated October 29, 1998, received- -
October-30, 1998, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic
Act for Flovent (fluticasone propionate) Inhalation Aerosol, Flovent (ﬂutwasone proplonate

- inhalation powder) Rotadisk. R T
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"“I'hese supplemental new dm M provide 'f't‘frh TevIsiony of the PRIEFCEUTIONSHY - nncamanby
ADVERSE REACTIONS Sections of the package insert to include a statement relating to

N senous eosmophihc ‘conditionis reprted Ifi patichty regeiving Flovent: ™= vaus & vant sdes o by
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We have completed the review of these supplel;lenta.l apphcatlons, as amcnded and the ‘
- supplemeéntal applications are approved effective on the date-of this- letter.: A T TR

The final printed labeling (FPL) must be identical to the submitted draft labeling (package
insert submitted December 11, 1998).

Please submit 20 copies of the FPL as soon as it is available, in no case more than 30 days
after it is printed to each application. Please individually mount ten of the copies on heavy-
weight paper or similar material. For administrative purposes, these submissions should be
designated "FPL for approved supplement NDA 20-548/S-008, and 20-549/5-002."
Approval of these submissions by FDA is not required before the labeling is used.



NDA 20-548/5-008
NDA 20-549/8-002
Page 2

We request that you submit a final copy of the “Dear Healthcare Practitioner”
correspondence to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA/
5600 Fishers Lane
Rockville, MD 20857
/
We remind you that you must comply with the requirements for an approved NDA set forth
The s "“’:\ »- under 21 CFR 314.80 and 314.81. - .- o= un, LS G R T T A At e o W P ARG

If you have any quesnons, contact Ms Sandy Bames, PrOJect Manager, at (301) 827 1075
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PRODUCT INFORMATION

FLOVENT® 44 mcg

(fluticasone propionate, 44 mcg) S C e
Inhalation Aerosol .

FLOVENT® 110 mcg

(fluticasone propionate, 110 mcg)
Inhalation Aerosol

FLOVENT® 220 mcg

(fluticasone propionate, 220 mcg) '

/ Inhalation Aerosol

For Oral Inhalation Only

DESCRIPTION: The active component of FLOVENT 44 mcg Inhalation Aerosol, FLOVENT 110 meg
Inhalation Aerosol, and FLOVENT 220 mcg Inhalation Aerosol is fiuticasone propionate, a
glucocorticoid having the chemical name S-{fluoromethyi)6a,9-difluoro-11p,17-dihydroxy-16a-methyl-
3-oxoandrosta-1,4-diene-17f-carbothioate, 17-propionate and the following chemical structure:

Fluticasone propionate is a white to cf-white powder with a molecular weight of 500.6. It is
practically insoluble in water, freely soluble in dimethyl sulfoxide and dimethylformamide, and slightly
soluble in methanol and 95% ethanol. '

FLOVENT 44 mcg Inhalation Aerosol, FLOVENT 110 mcg Inhalation Aerosol, and FLOVENT
220 mceg Inhalation Aerosol are pressurized, metered-dose aerosol units intended for oral inhalation
only. Each unit contains a microcrystalline suspension of fluticasone propionate (micronized) in a
mixture of two chiorofluorocarbon propellants (trichiorofiuoromethane and dichlorodifluoromethane)
with lecithin. Each actuation of the inhaler delivers 50, 125, or 250 mcg of fluticasone propionate from
the valve, and 44, 110, or 220 mcg, respectively, of fluticasone propionate from the actuator.

CLINICAL PHARMACOLOGY: Fluticasone propionate is a synthetic, trifluorinated glucocorticoid with
potent anti-inflammatory activity. In vitro assays using human lung cytosol preparations have



35
36
37
38
39
40
41
42
43

45
46
47
48
49
50
51
52
53
54
55
56
57
58
59

61
62
63

65
66
67
68
69
70
71
72
73

L -

FLOVEnT® 44 mcg (fluticasone proplonate, 44 m.y) inhalation Aerosol
FLOVENT® 110 mcg (fiuticasone proplonate, 110 mcg) Inhalation Aerosol
FLOVENT® 220 mcg (fluticasone proplonate, 220 mcg) Inhalation Aerosol

established fluticasone propionate as a human glucocorticoid receptor agonist with an affinity 18
times greater than dexamethasone, almost twice that of beclomethasone-17-monoptopionate (BMP),
the active metabolite of beclomethasone dipropionate, and over three times that of budesonide. Data
from the McKenzie vasoconstrictor assay in man are consistent with these results.

The precise mechanisms of glucocorticoid action in asthma are unknown. Inflammation is
recognized as an important component in the pathogenesis of asthma. Glucocorticoids have been
shown to inhibit multiple cell types (e.g., mast cells, eosinophils, basophils, lymphocytes,
macrophages, a 'neutrophils) and mediator production or secretion (e.g., histamine, eicosanoids,
leukotrienes, and cytokines) involved in the asthmatic response. These anti-inflammatory actions of
glucocorticoids may contribute to their efficacy in asthma.

Though highly effective for the treatment of asthma, glucocorticoids do not affect asthma
symptoms immediately. Howsvaer, improvement following inhaled administration of fiuticasone
propionate can occur within 24 hours of beginning treatment, although maximum benefit may not be
achieved for 1 to 2 weeks or longer after starting treatment. When glucocorticoids are discontinued,
asthma stability may persist for several days or longer.

Pharmacokinetics: Absorption: The activity of FLOVENT inhalation Aerosol is due to the parent
drug, fluticasone propionate. Studies using oral dosing of labeled and unlabeled drug have
demonstrated that the oral systemic bicavailability of fluticasone proplonate is negligible (<1%),
primarily due to incomplete absorption and pre-systemic metabolism in the gut and liver. in contrast,
the majority of the fluticasone propionate delivered to the lung is systemically absorbed. The systemic
bioavailabilityof fluticasone propionate inhaiation aerosol in healthy volunteers averaged about 30%
of the dose delivered from the actuator. . _

Peak plasma concentrations after an 880-mcg inhaled dose rangeci from 0.1 to 1.0 ng/mL.

Distribution: Following intravencus adminiétratlon. the Initial disposition phase for fluticasone
propionate was rapid and consistent with its high lipid solubility and tissue binding. The volume of
distribution averaged 4.2 LXg. The percentage of fluticasone propionate bound to human plasma
proteins averaged 91%. Fluticasone propionate is weakly and reversibly bound to erythrocytes.
Fluticasone propicnate is not significantly bound to human transcortin.

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

Excretion: Following intravenous dosing, fluticasone propionate showed polyexponential kinetics
and had a terminal elimination half-life of approximately 7.8 hours. Less than 5% of a radiolabeled
oral dose was excreted in the urine as metabolites, with the remainder excreted in the feces as
parent drug and metabolites.
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FLOVENT® 44 meg (fluticasone propionate, 44 m.) Inhalation Asrosol
FLOVENT® 110 mcg (fluticasone propionate, 110 mcg) Inhalation Aerosol
FLOVENT® 220 mcg (fluticasone propionate, 220 mcg) Inhalation Aerosol

Special Populations: Formal pharmacokinetic studies using fluticasone propionate were not catrried
out in any special populations. In a clinical study using fluticasone propionate inhalation powder,
trough fluticasone propionate plasma concentrations were collected in 76 males and 74 females after
inhaled administration of 100 and 500 mcg twice daily. Full pharmacokinetic profiles were obtained
from 7 female patients and 13 male patients at these doses, and no overall differences in
pharmacokinetic behavior were found.

Pharmacodynamics: To confirm that systemic absorption does not play a role in the clinical
response to inhaled fluticasone propionate, a double-blind clinical study comparing inhaled and oral .
fluticasone propionate was conducted. Doses of 100 and 500 mcg twice daily of fluticasone
propionate inhalation powder were compared to oral fluticasone propionate, 20,000 mcg given once
daily, and placebo for 6 weeks. Plasma levels of fluticasone propionate were detectable in all three
active groups, but the mean values were highest in the oral group. Both doses of inhaled fluticasone
propionate were etfective in maintaining asthma stability and improving lung function while oral
fluticasone propionate and placebo were ineffective. Thls demonstrates that the clinical effectiveness
of inhaled fluticasone propionate is due to its direct local effect and not to an indirect effect through
systemic absorption.

The potential systemlc effects of inhaled fluticasone propionate on the
hypothalamic-pitulta.ry-adrenal (HPA) axis were also studied in asthma patients. Fluticasone
propionate given by inhalation aerosoi at doses of 220, 440 660, or 880 meg. twice daily was |
compared with placebo or oral prednisone 10 mg given onoe daily for 4 weeks. For most patients, the
ability to increase cortisol production in response to stress, as-assessed by 6-hour cosyntropin
stlmulataon. remamed intact w:th inhaled. ﬂutic_asono ?roglon?te treatment. No panent had an

L. e

* abnormal response (peak less than 18 meg/dL) after dosing with placebo or 220 mcg twice daily. Ten
.- percent (10%) to 16% of patients treated with fiuticasons propionate at doses of 440 mcg or more

twice daily had an abnormat response as compared to 29% of patients treated with prednisone.
Clinical Trials: Double-blind, paratiel, placebo-controlled, US clinical trials were conducted in 1818
adolescent and adult asthma patients to assess the efficacy and/or safety of FLOVENT Inhalation
Aerosol in the treatment of asthma. Fixed doses ranging from 22 to 880 mcg twice daily were
compared to placebo to provide information about appropriate dosing to cover a range of asthma
severity. Asthmatic patients included in these studies were those not adequately controlled with
beta-agonists alone, those already maintained on daily inhaled corticosteroids, and those requiring
oral corticosteroid therapy. In all efficacy trals, at all doses, measures of pulmonary function (forced
expiratory volume in 1 second [FEV,] and moming peak expiratory flow rate [AM PEFR]) were
statistically significantly improved as compared with piacebo.

In two clinical trials of 660 asthmatic patients inadequately controlled on bronchodilators alone,
fluticasone propionate administered by inhalation aerosol was evaluated at doses of 44 and 88 mcg
twice daily. Both doses of fluticasone propionate improved asthma control significantly as compared
with placebo.



b2
113
114
115
116
117
118
119
120
121
122

123

124
125

126
127
128
129
130
131
132
133
134
135
136
137
138
139

l‘lﬂ-\'? S
FLOV=AT® 44 meg (fluticasone propionate, 44 n..y) Inhalation Aerosol

FLOVENT® 110 mcg (fluticasone propionats, 110 mncg) inhalation Aerosol
FLOVENT® 220 mcg (fluticasone propionate, 220 mcg) Inhalation Aerosol

Displayed in the figure below are results of pulmonary function tests for the recommended starting
dosage of fluticasone propionate inhalation aerosol (88 mcg twice daily) and placebo_trom a 12-week
trial in asthma patients inadequately controlied om bronchodilators alone, Bacause this trial used
predetermined criteria for lack of efficacy, which caused more patients in the placebo group to be
withdrawn, pulmonary function results at Endpoint, which is the last evaluable FEV, result and
includes most patients’ lung function data, are also provided. Pulmonary function improved
significantly with fiuticasone propionate compared with placebo by the sacond week of treatment, and
this improvement was maintained over the duration of the trial.

A 12-Week Clinical Trial In Patients Inadequately Controlied on Bronchodilators Alone:
Mean Percent Change From Baseline in FEV, Prior to AM Dose
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In clinical trials of 924 asthmatic patients already receiving daily inhaled corticosteroid therapy
{doses of at least 336 mcg/day of beclomethasone dipropionate) in addition to as-needed albuterol
and theophylline (46% of all patients}, fluticasone propionate inhalation asrosol doses of 22 to
440 mceg twice daily were also evaluated. All doses of fiuticasone propionate were efficacious when
compared to placebo on major endpoints including lung function and symptom scores. Patients
treated with fluticasone propionate were also less likely to discontinue study participation due to
asthma deterioration (as defined by predetermined criteria for lack of efficacy including tung function
and patient-recorded variables such as AM PEFR, albutero! use, and nighttime awakenings due to
asthma).

Dispiayed in the figure below are results of pulmonary function from a 12-week clinicat trial in
asthma patients aiready receiving daily inhaled corticosteroid therapy (beclomethasone dipropionate
336 to 672 mcg/day). The mean percent change from baseline in lung function resuits for fluticasone
propionate inhalation aerosol dosages of 88, 220, and 440 mcg twice daily and placebo are shown
over the 12-week trial. Because this trial also used predetermined criteria for lack of efficacy, which



FLOVENT® 44 meg (fluticasone proplonate, 44 ncy Inhalation Aerosol
FLOVENT® 110 meg (fluticasone proplonate, 110 mcg) inhalation Aerosol
FLOVENT® 220 meg (fluticasone propionate, 220 mcg) Inhalation Aerosol

140  caused more patients in the placebo group to be withdrawn, pulmonary function results at Endpoint
141  are included. Pulmonary function improved significantly with fluticasone propionate compared with
142 placebo by the first week of treatment, and the improvement was maintained over the duration of the
143 trial. Analysis of the Endpoint results that adjusted for differential withdrawal rates indicated that

144  pulmonary function significantly improved with fluticasone propionate compared with placebo

145  treatment. Similar improvements in lung function were seen in the other two trials in patients treated
146  with inhaled corticosteroids at baseline.

147
148 A 12-Week Ciinical Trial With Patients Already Receiving Inhaled Corticosteroids:
149 Mean Percent Change From Baseline In FEV, Prior to AM Dose
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153 In a clinical trial of 96 severe asthmatic patients requiring chronic oral prednisone therapy -

154  (average baseline daily prednisone dose was 10 mg), FLOVENT Inhalation Aerosol doses of 660 and
155 880 mcg twice daity were evaluated. Both doses enabled a statistically significantly larger percentage
156  of patients to wean successtully from oral prednisone as compared with placebo (63% of the patients
157  on 660 mcg twice daily and 88% of the patients on 880 mcg twice daily as compared with 3% of

158 patients on placebo). Accompanying the reduction in oral corticosteroid use, patients treated with

15¢  FLOVENT Inhalation Aerosol had significantly improved lung function and fewer asthma symptoms
160  as compared with the placebo group.
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FLOVENT® 44 meg (fluticasone proplonate, 44 mey} Inhalation Aeroso!
FLOVENT® 110 meg (fluticasone proplonate, 110 mcg) Inhalation Asrosol
FLOVENT® 220 meg (fluticasone proplonate, 220 meg) Inhalation Aerosol

A 16-Week Clinical Trial in Patients Requiring Chronie Oral Prednisone Therapy:

:::: ‘ énco.l’rednhone Dose ‘
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INDICATIONS AND USAGE: FLOVENT inhalation Aerosol is indicated for the maintenance
treatment of asthma as prophylactic therapy. It is also Indicated for patients requiring oral
corticosteroid therapy for asthma. Many of these patients may be able to reduce or sliminate their
requirement for oral corticosteroids over time. |

""" FLOVENT Inhalation Aérosol is NOT indicatad Tor the réii8f of acuté brshchospasm, " ©

CONTRAINDICATIONS: FLOVEI&TInI';aIation Aerosol Ié contraindicated in the primary tn"eat-ment_-of |
status asthmaticus or other acute episodes of asthma where intensive measures are required.
Hypersensitivity to any of the ingredients of these preparations contraindicates their use.

WARNINGS:

Particular care is needed for patients who are transferred from systemically active corticosteroids
to FLOVENT Inhalation Aerosol because deaths due to adrenal insufficiency have occurred in
asthmatic patients during and after transter from systemic corticosteroids to less systemically
available inhaled 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 prednisone (or its
equivalent) may be most susceptible, particularly when their systemic corticosteroids have been
almost completely withdrawn. During this period of HPA suppression, patients may exhibit signs and
symptoms of adrenal insufficiency when exposed to trauma, surgery, or infection (particularly
gastroenteritis) or other conditions associated with severe electrolyte loss. Although fluticasone
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FLOVENT® 44 meg (fluticasone propionate, 44 mcg) Inhalation Aerosol
FLOVENT® 110 mcg (fluticasone propionate, 110 meg) Inhalation Aerosol
FLOVENT® 220 mcg (fluticasone propionate, 220 mcg) inhalation Aeroso!

propionate inhalation aerosol may provide control of asthma symptoms during these episodes, in
recommended doses it supplies less than normal physiological amounts of glucocorticeid
systemically and does NOT provide the mineraloorticoid activity that is necessary for coping with
these emergencies.

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

Patients requiring oral corticosteroids should be weaned slowly from systemic corticosteroid use
after transferring to fluticasone propionate inhalation aerosol. In a trial of 96 patients, prednisone
reduction was successfully accomplished by reducing the daily prednisone dose by 2.5 mg on a
weekly basis during transfer to inhaled fluticasone propionate. Successiva reduction of prednisons
dose was allowed only when lung function, symptoms, and as-needed beta-agonist use were better
than or comparable to that seen before initiation of prednisone dose reduction. Lung function (FEV,
or AM PEFRY), beta-agonist use, and asthma symptoms should be carefully monitored during
withdrawal of oral corticosteroids. In addition to monitoring asthma signs and symptoms, patients .
should be observed for signs and symptoms of adrenal insufficiency such as faﬁgue lassitude,
weakness, nausea and vomiting, and hypotension. - A : - e '

Transfer of patients from systermc corticosteroid therapy to ﬂuﬁcasone propionate inhalation
aerosol may unmask conditions previously suppressed by the systemic corticosteroid therapy, e.g.,

rhinitis, conjunctivitis, ecmu.andammis L MR WESYL T i e ST e i

Persons who are on drugs that suppress the immune systam are more susceptlble to mfectlons

' than healthy individuals. Chickenpox and measles, for example, ¢an have a more serious or even

fatal course in susceptible c:hikiren or adults on corticosteroids. In such children or adults who have
not had these diseases, particular care should be taken to avoid exposure. How the dose, route, and
duration of corticosteroid administration affects the risk of developing a disseminated infection is not
known. The contribution of the underlying disease and/or pricr corticosteroid treatment to the risk is
also not known, If exposed to chickenpox, prophylaxis with varicella zoster immune globulin (VZIG)
may be indicated. If exposed to measles, prophylaxis with pooled intramuscular immunoglobuiin (IG)
may be indicated. (See the respective package inserts for complete VZIG and 1G prescribing
information.} If chickenpox develops, treatment with antiviral agents may be considered.

Fluticasone propicunate inhalation aerosol is not to be regarded as a bronchodilator and is not
indicated for rapid relief of bronchospasm.

As with other inhaled asthma medications, bronchospasm may occur with an immediate increase
in wheezing after dosing. I! bronchospasm occurs following dosing with FLOVENT Inhalation Aerosol,
it should be treated immeciiately with a fast-acting inhaled bronchodilator. Treatment with FLOVENT
Inhalation Aerosol should be discontinued and alternative therapy instituted.
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FLOVENT® 44 mcg (fluticasone propionate, 44 mcg) Inhalation Aerosol
FLOVENT?® 110 mcg (fluticasone proplonate, 110 mcg) Inhalation Aerosol
FLOVENT® 220 mcg (fluticasone propionate, 220 mcg) inhalation Aerosol

Patients should be instructed to contact their physicians immaediately when episodes of asthma
that are not responsive to bronchodilators occur during-the course of treatment with fluticasone
propionate inhalation aerosol. During such episodés, patients may require therapy with oral
corticosteroids.

PRECAUTIONS:

General: During withdrawal from oral odnicosteroids. some patients may experience symptoms of
systemically active corticosteroid withdrawal, e.g., joint and/or muscular pain, lassitude, and
depression, despite maintenance or even improvement of respiratory function.

Fluticasone propionate will often permit control of asthma symptoms with less suppression of HPA
function than therapeutically equivalent oral doses of prednisone. Since fluticasone propionate is '
absorbed into the circulation and can be systemically active at higher doses, the beneficial effects of
fluticasone propionate inhalation asrosol in minimizing HPA dysfunction may be expected only when
recommended dosages are not exceedad and individual patients are titrated to the lowest effective
dose. A relationship between plasma levels of fluticasone propionate and inhibitory effects on
stimulated cortisol production has been shown after 4 weeks of treatment with fluticasone propionate
inhalation aerosol. Since mdmdual sensitivity to effects on cortisol productnon exists, physicians
should consider this information when prescribing futicasone propionate inhalation aerosol.

Because of the possibility of systemic absorption of inhaled corticostercids, patients treated with .
these drugs should be observed carefully for any evidence of systemic corticosteroid effects.
Particular care should be taken in observing patients postoperatively or during periods of stress for
gvidence of inadequate adrenal rSPONBR, . o ico <iirnMicir 4 anas it g s Fa i

Itis possible that systemlc cortlcosterold effects such as hypercomclsm and adrenal suppressuon
may appear in a small number of patients; partictilarty at higher doses. If such changes occur,
fluticasone propionate inhalation asrosol should be reduced slowly, consistent with accepted
procedures for reducing systemic corticosteroids and for management of asthma symptoms.

A raduction of growth velocity in children or teenagers may occur as a result of inadequate control
of chronic diseases such as asthma or from use of corticosteroids for treatment. Physicians should
closely follow the growth of adolescents taking corticosteroids by any route and weigh the benefits of
corticosteroid therapy and asthma control against the possibility of growth suppression if an
adolescent’'s growth appears slowed.

The long-term effects of fluticasone propionate in human subjects are not fully known. In
particular, the effects resulting from chronic use of fluticasone propionate on developmental or
immunologic processes in the mouth, pharynx, trachea, and lung are unknown. Some patients have
received fluticasone propionate inhalation aerosol on a continuous basis for periods of 3 years or
longer. In clinical studies with patients treated for nearly 2 years with inhaled fluticasone propionate,
no apparent differences in the type or severity of adverse reactions were observed after long- versus
short-term treatment.
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FLOVENT® 44 mcg (fluticasone propionate, 44 mug) Inhalation Aerosol
FLOVENT® 110 meg (fluticasone proplonate, 110 mcg) inhalation Aerosol
FLOVENT® 220 mcg (fluticasone propionate, 220 meg) Inhalation Aerosol

Rare instances of giaucoma, increased intraocular pressure, and cataracts have been reported
following the inhaled administration of corticosteroids, including fluticasone propionate.- -

In clinical studies with inhaled fiuticasone propionate, the development of localized infections of
the phanymx with Candida albicans has occurred. When such an infection develops, it should be
treated with appropriate local or systemic (i.e., oral antifungal) therapy while remaining on treatment
with fluticasone propionate inhalation aerosol, but at times therapy with fluticasone propionate may
need to be interrupted. ' )

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

Information for Patients: Patients being treated with FLOVENT Inhalation Aerosol should receive

the following information and instrugtions. This information is intended 1o aid them in the safeand - -

effective use of this medication. It Is not a disclosure of all possible adverse or intended effects.

- Patients should use FLOVENT Inhalation Aerosol at reguiar intervais as directed. Results of
clinical trials indicated significant improvement may occur within the first day or two of treatment;
however, the full benefit may not be achieved until treatment has been administered for 1 to 2 weeks
or longer. The patient should not increase the prescribed dosage but should contact the physician if
symptoms do not improve or if the condition worsens.

Patients should be wamed to avoid exposure to chickenpox or measles and, if they are exposed,
to consult their physicians without delay.

For the proper use of FLOVENT Inhalation Asrosot and to attain maximum improvement, the
patient should read and follow carefully the accompanying Patient’s Instructions for Use.
Carcinogenesis, Mutagenesis, impairment of Fertility: Fluticasone propionate demonstrated no
tumorigenic potential in studies of oral doses up to 1000 mcg/kg (approximately two times the
maximum human daily inhalation dose based on mog/m?) for 78 weeks in the mouse or inhalation of
up to 57 mcg/kg (approximately 1/4 the maximum human daily inhalation dose based on’ meg/m?) for
104 weeks in the rat.

Fluticasone propionate did not induce gene mutation in prokaryotic or eukaryotic cells in vitro. No
significant clastogenic effect was seen in cultured human peripheral lymphocytes in vitro or in the
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FLOVENT® 44 mcg (fluticasone proplonate, 44 mcg) Inhalation Aerosol
FLOVENT® 110 mcg (fluticasone proplonate, 110 mcg) inhalation Aerosol
FLOVENT® 220 mcg (fluticasone proplonate, 220 mcg) inhalation Aerosol

mouse micronucleus test when administered at high doses by the oral or subcutaneous routes.
Furthermore, the compound did not delay erythrobiast division in bone marrow, © ----

No evidence of impairment of fertility was obsérved in reproductive studies conducted in rats
dosed subcutaneously with doses up to 50 mcg/kg (approximately 1/4 the maximum human daily
inhalation dose based on mcglm’) in males and females. However, prostate weight was significantly
reduced in rats. .

Pregnancy: Teratogenic.Effects: Pregnancy Category C. Subcutaneous studies in the mouse and
rat at 45 and 100 meg/kg, respectively (approximately 1/10 and 1/2 the maximum human daily
inhalation dose based on mcglm’, respactively), revealed fetal toxicity characteristic of potent
glucocorticoid compounds, including embryonic growth retardation, omphalocele, cleft palate, and
retarded crania! ossification.

in the rabbit, fetal weight reduction and cleft palate were observed following subcutaneous doses
of 4 mcg/kg (approximately 1/25 the maximum human daily inhaiation dose based on meg/m?).
However, following oral administration of ip to 300 mcg/kg (approximately three times the maximum
human daily inhalation dose based on meg/m?) of fluticasone propionate to the rabbit, there were no
matemal effects nor increased incidence of extemal, visceral, or skeletal fetal defects. No fluticasone
propionate was detected in the plasma in this study, consistent with the established iow bicavailability
following oral administration (see CLINICAL PHARMACOLOGY). -

Less than 0.008% of the administered dose crossed the placanta following oral administration of
100 mcg/kg to rats or 300 mcg/kg to rabbits (approxlmately 1/2 and 3 times the maximum human
daily inhalation dose based on meg/m®, respectively). o - :

.There are na adequate and weu-oontrolledatudaoajn pregnant wamen.. Fluticasona propionate .
should be used during pregnancy only if the potential benefit 1ustrf|es the potentlal risk to the fetus.

Experience with oral glucocorticoids since thelr introduction in pharmacologic, as opposed to
physiologic, doses suggests that rodents are more prone to teratogenic effects from glucocorticoids
than humans. In addition, because there is a natural increase in glucocorticoid production during
pregnancy, most women will require a lower exogenous glucocorticoid dose and many will not need
glucocorticoid treatment during pregnancy.

Nursing Mothers: It is not known whether fluticasone propionate is excreted in human breast milk.
Subcutaneous administration of 10 mcg/kg tritiated drug to lactating rats {approximately 1/20 the
maximum human daily inhalation dose based on mcg/m?) resulted in measurable radioactivity in both
plasma and milk. Because glucocorticoids are excreted in human milk, caution should ba exercised
when fluticasone propionate inhalation aerosol is administered to a nursing woman.

Pediatric Use: One hundred thirty-seven (137) patients between the ages of 12 and 16 years were
treated with fluticasone propionate inhalation aerosol in the US pivotal clinical trials. The safety and
effectiveness of FLOVENT Inhalation Aerosol in children below 12 years of age have not been
established. Oral corticosteroids have been shown to cause a reduction in growth velocity in children
and teenagers with extended use. If a child or teenager on any corticosteroid appears to have growth
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suppression, the possibility that they are particularly sensitive to this effect of corticosteroids should
be considered (see PRECAUTIONS). - b e

Geriatric Use: Five hundred seventy-four (574) patients 65 years of age or older have been treated
with fluticasone propionate inhalation aerosof in US and non-US clinical trials. There were no
differences in adverse reactions compared to those reported by younger patients.

ADVERSE REACTIONS: The following incidence of common adverse experiences is based upon
seven placebo-controlled US clinical trials in which 1243 patients (503 female and 734 male
adolescents and adults previously treated with as-needed bronchodilators and/or inhaled
corticosteroids) were treated with fluticasone proplonate inhalation aerosol (doses of 88 to 440 mcg
twice daily for up to 12 weeks) or placebo.

Overall Adverse Experiences With >3% Incidence on Fluticasone Proplonate
in US Controlied Clinical Trials With MD{ In Patients Previously Receiving
Bronchodilators and/or Inhaled Corticosteroids

. FLOVENT FLOVENT FLOVENT
- 88 meg 220 meg - 440 mecg
Placebo . |  twice daily twice daily twice daily
{n = 475) {n = 488) (n=95) (n=185
Adverse Event % % % %
Ear, nose,andthroat,. . .,... . | ecoenw oo o wn A~ v e
Pharyngitis 7 10 14 14
Nasal congestion 8 8 16 "10
Sinusitis 4 3 6 5
Nasal discharge 3 5 4 4
Dysphonia 1 4 3 B
Allergic rhinitis 4 5 3 3
Oral candidiasis 1 2 3 5
Respiratory
Upper respiratory infection 12 15 22 16
Influenza 2 3 8 5
Neurological
Headache 14 17 22 17
Average duration of exposure (days) 44 66 64 59

The table above includes ail events (whether considered drug-related or nondrug-related by the
investigator) that occurred at a rate of over 3% in the combined fluticasone propionate inhalation
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aerosol groups and were more common than in the placebo group. In considering these data,

ditferences in average duration of exposure should be taken into account. ' .-

These adverse reactions were mostly mild to moderate in severity, with <2% of patients
discontinuing the studies because of adverse events. Rare cases of inmediate and delayed
hypersensitivity reactions, including urticaria and rash and other rare events of angioedema and
bronchospasm, have been reported.

Systemic glucocorticoid side effects were not raported during controlled clinical trials with
fluticasone propionate inhalation aeroscl. If recommended doses are exceeded, however, or if
individuals are particularly sensitive, symptoms of hypercorticism, e.g., Cushing’s syndrome, could
occur. ' i

Other adverse events that occurred in these clinical trials using fluticasone propionate inhalation
aerosol with an incidence of 1% to 3% and which occurred at a greater incidence than with placebo
were: .

Ear, Nose, and Throat: Pain in nasal sinus{es), rhinitis. -

Eye: Irritation of the aye(s).
Gastrointestinal: Nausea and vomiting, diarrhea, dyspepsia and stomach disorder.
Miscelianeous: Faver. )

. Mouth and Teeth: Dental problem. S :
Musculoskeletal: Pain in joint, sprain/strain, aches and palns. pain in limb. .
Neurclogical: Dizziness/giddiness.

Respiratory: Bronchitis, chest congestion.

. Skin: Dormatitis, rash/skin @rUPtON. .. ... 4., ey o oo o o

Urogenital: Dysmenorrhea.

in'a 16-week study in asthmatics requiring oral corticosterokds, the effects of fluticasone
propionate inhalation aerosol, 660 mcg twice daily {n = 32) and 880 mcg twice daily (n = 32}, were
compared with placebo. Adverse events (whether considered drug-related or nondrug-related by the
investigator) reported by more than three patients in elther fluticasone propionate group and which
were more common with fluticasone propionate than placebo are shown below:

Ear, Nose, and Throat: Pharyngitis (9% and 25%); nasal congestion (19% and 22%); sinusitis
(19% and 22%); nasal discharge (16% and 16%); dysphonia (19% and 9%); pain in nasal sinus(es)
(13% and 0%); Candida-like oral lesions (16% and 9%); oropharyngeal candidiasis (25% and 19%).

Respiratory: Upper respiratory infection {31% and 19%); influenza (0% and 13%).

Other: Headache (28% and 34%); pain in joint (19% and 13%); nausea and vomiting (22% and
16%); muscular soreness (22% and 13%); malaisefatigue {22% and 28%); insomnia (3% and 13%).
Observed During Clinical Practice: In addition to adverse events reported from clinical trials, the
following events have been identified during postapproval use of fluticasone propionate in clinical
practice. Because they are reported voluntarily from a population of unknown size, estimates of
frequency cannot be made. These events have been chosen for inclusion due to either their
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seriousness, frequency of reporting, causal connection to fluticasone propionate, or a combination of
these factors. | - R

Ear, Nose, and Throat: Throat soreness and irritation, hoarseness, laryngitis, aphonia.

Endocrine and Metabolic: Cushingoid features, growth velocity reduction in
children/adolescents, weight gain, hyperglycemia.

Psychiatry: Restlessness, agitation, aggression, deprassion.

Respiratory: Immediate bronchospasm, asthma exacerbation, dyspnea, wheeze, chest tightness,
bronchospasm, cough,

Skin: Pruritus, contusions, eochymoses

___c_e_s_e_n_ga_emcs_c_-m Mﬂmmmmm@w

OVERDOSAGE: Chronic overdosage may resuft in signs/symptoms of hypercorticism (see

. PRECAUTIONS). Inhalatior: iy healthy vojunteers. ofa mlg‘d_oae.p! J7600r 3520 megof . .. .

fluticasone propionate inhalation aerosol was well tolerated. Fluticasone propionate given by

‘inhalation aerosol at doses of 1,320 meg twice dally for 7 to 15 days to healthy human volunteeis was

also well tolerated. Repeat oral doses up to 80 mg daity for 10 days in healthy volunteers and repeat
oral doses up to 20 mg daily for 42 days in patients were well tolerated. Adverse reactions were of
mild or moderate severity, and incidences were similar in active and placebo treatment groups. The
oral and subcutaneous median letha! dosas in rats and mice were >1000 mg/kg (>2000 times the
maximum human daily inhalation dose based on mg/m?).

DOSAGE AND ADMINISTRATION: FLOVENT Inhalation Aerosol should be administered by the
orally inhaled route in patients 12 years of age and older. Individual patients will experience a variable
time to onset and degree of symptom relief. Generally, fluticasone propionate inhalation aerosol has
a relatively rapid onset of action for an inhaled glucocorticoid. improvement in asthma control
following inhaled administration of fluticasone propionate can occur within 24 hours of beginning
treatment, although maximum benefit may not be achieved for 1 to 2 weeks or longer after starting
treatment. _

After asthma stability has been achieved (see below), it is always desirable to titrate to the lowest
effective dose to reduce the possibility of side effects. For patients who do not respond adequately to
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433  the starting dose after 2 weeks of therapy, higher doses may provide additional asthma control. The
439  safety and etfficacy of FLOVENT Inhalation Aeroso! when administered in excess of recommeanded

440  doses has not been established. T
441 Rinsing the mouth after inhalation is advised.
442 The recommended starting dose and the highest recommended dose of fluticasone propionate

443  inhalation aerosol, based on prior antiasthma therapy, are listed in the following table.

Previous Therapy Recommended Starting Dose Highest Recommended Dose
Bronchodilators alone 88 meg twice daily 440 mcg twice daily
Inhaled corticosteroids 88-220 incg twice daily” 440 mcg twice daily
Oral corticosteroids’ 880 meq twice dally 880 meq twice daily

445 " Starting doses above 88 mcg twice daily may be considered for patients with poorer asthma

446 control or those who have previously required doses of inhaled corticosteroids that are in the

447 higher range for that specific agent. -

448 NOTE: in aft patients, it is desirable to titrate to the Iowest eﬂecnve dose once asthma stability is

449 achieved.

450 ' For Patients Currently Receiving Chronic Qral Corticosterold Therapy: Prednisone should be reduced no
451 signs of adrenal insufficiency (see WARNINGS). Once prednisone reduction is complete, the

452 dosage of fluticasone propionate should be reduced to the lowest effective dosage. :

453 ,

454  Geriatric Use: In studies where geriatric patients (65 years of age or older, see PRECAUTIONS)

LS have been treatogl wnh ﬂuﬂeasone _propionate lrmalaﬂon aemol, ctﬂ:acy and safety did not differ, .

456  from thatin younger panents Consequently, no dosage ad]ustmant is recommended.

- 457 - Directions for Use: liiustrated Patient’s Instructions for Use accompany sach package of FLOVENT
458  Inhalation Aerosol.

459

460 HOW SUPPLIED: FLOVENT 44 mcg Inhalation Aerosol is supplied in 7.9-g canisters containing 60
461  metered inhalations in boxes of one (NDC 0173-0487-00) and in 13-g canisters containing 120

462  metered inhalations in boxes of one (NDC 0173-0491-00). Each canister is supplied with a dark

463  orange-colored oral actuator with a peach-colored strapcap and patient’s instructions. Each actuation
464  of the inhaler delivers 44 mcg of fluticasone propionate from the actuator.

465 FLOVENT 110 mcg inhalation Aerosol is supplied in 7.9-g canisters containing 60 metered

466  inhalations in boxes of one (NDC 0173-0498-00) and in 13-¢ canisters containing 120 metered

467  inhalations in boxes of one (NDC 0173-0494-00). Each canister is supplied with a dark

468  orange-colored oral actuator with a peach-colored strapcap and patient’s instructions. Each actuation
469  of the inhaler delivers 110 mcg of fluticasone propionate from the actuator.

470 FLOVENT 220 mcg Inhalation Aerosol is supplied in 7.9-g canisters containing 60 metered

471  inhalations in boxes of one (NDC 0173-0499-00) and in 13-g canisters containing 120 metered

472  inhalations in boxes of one (NDC 0173-0495-00). Each canister is supplied with a dark
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orange-colored oral actuator with a peach-colored strapcap and patient's instructions. Each actuation
of the inhaler deiivers 220 mcg of fluticasone propnonatb from the actuator. toee
FLOVENT canisters are for use with FLOVENT Inhalation Aerosol actuators only. The actuators

should not be used with other aerosol medications.
Store between 2° and 30°C (36° and 86°F). Store canister with nozzle end down. Protect from

freezing temperatures and direct sunlight.
Avoid spraying in eyes.. Contents under pressure. Do not puncture or incinerate. Do not store at
temperatures above 120°F. Keep out of reach of children. For best results, the canister should be at

room temperature before use. Shake well before using.

Note: The indented statement below is required by the Federal Government's Clean Air Act for all
products containing or manufactured with chlorofluorocarbons (CFCs).

WARNING: Contains trichiorofiuoromethane and dichlorodifiuoromethane, substances which
harm public health and environment by destroying ozone in the upper atmosphere.

A notice similar to the above WARNING has been placed inthe panent information leaflet of this
product pursuant to EPA regulations '

GlaxoWeIIcome

Flesearch Tnangle Park NC 27709

December 1998 AL
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PRODUCT INFORMATION

FLOVENT® ROTADISK® 50 mcg

(fluticasone propionate inhalation powder, 50 mcg)

FLOVENT® ROTADISK® 100 mcg

(fluticasone propionate inhatation powder, 100 mcg)

FLOVENT® ROTADISK® 250 mcg

(fluticasone propionate inhalation powder, 250 meg)

For Oral Inhalation Only
For Use With the DISKHALER® Inhalation Device

DESCRIPTION: The active component of FLOVENT ROTADISK 50 mcg, FLOVENT ROTADISK
100 mcg, and FLOVENT ROTADISK 250 mcg is fluticasone pi'oploﬁate. a corticosteroid having the
chemical name S-(fluoromethyi)6a,9-difiuoro-11B,17-dihydroxy-16a-methyl-3-oxoandrosta-1,4-diene-
178-carbothicate, 17-propionate and the following chemical structure: :

~ Fluticasone propionate is a white to off-white powder with a molecular weight of 500.6, and the
empirical formula is CasH3 F30.S. It is practically insoluble in water, freely soluble in dimethyl
sulfoxide and dimethytformamide, and slightly soluble in methanol and 95% ethanol.

FLOVENT ROTADISK 50 mcg, FLOVENT ROTADISK 100 meg, and FLOVENT ROTADISK
250 meg contain a dry powder presentation of fluticasone propionate intended for oral inhalation
only. Each double-foil ROTADISK contains four biisters. Each blister contains a mixture of 50, 100,
or 250 meg of microfine fluticasone propionate blended with lactose to a total weight of 25 mg. The
contents of each bfister are inhaled using a specially designed plastic device for inhaling powder
called the DISKHALER, After a fluticasone propionate ROTADISK is loaded into the DISKHALER, a
blister containing medication is pierced and the fluticasone propionate is dispersed into the air
stream created when the patient inhales through the mouthpiece.

The amount of drug delivered to the lung will depend on patient factors such as inspiratory flow.
Under standardized in vitro testing, FLOVENT ROTADISK delivers 44, 88, or 220 mcg of fluticasone
propionate from FLOVENT ROTADISK 50 meg, FLOVENT ROTADISK 100 mcg, or FLOVENT
ROTADISK 250 mcg, respectively, when tested at a flow rate of 60 L/min for 3 seconds. In adult and
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adolescent patients with asthma, mean peak inspiratory flow (PIF) through the DISKHALER was

123 L/min (range, 88 to 159 L/min), and in pediatric patlents 4 to 11 years of age with asthma, mean
PIF was 110 L/min (range, 43 to 175 Umin). T

CLINICAL PHARMACOLOGY: Fluticasone propionate is a synthetic, trifluorinated corticosteroid
with potent anti-inflammatory activity. In vitro assays using human lung cytoso! preparations have
established fluticasone propionate as a human glucocorticoid receptor agonist with an affinity 18
times greater than dexamathasone, almost twice that of beclomiethasone-17-monopropionate (BMP},
the active metabolite of beciomethasone dipropionate, and over three times that of budesonide. Data
from the McKenzie vasoconstrictor assay in man are consistent with these results.

The precisé mechanisms of fluticasone propionate action in asthma are unknown. Inflammation is .
recognized as an important compenent in the pathogenesis of asthma. Corticosteroids have been
shown to inhibit multiple cell types {e.g., mast cells, eosinophils, basophils, lymphocytes,
macrophages, and neutrophils) and mediator production or secretion (e.g., histamine, eicosanoids,
leukotrienes, and cytokines) involved in the asthmatic response. These anti-inflammatory actions of
corticosteroids may contribute to their efficacy in asthma. R

Though highly effective for the treatment of asthma, corticosteroids do not affect asthma
symptoms immediately. Howevar, improvement following inhaled administration of fluticasone
propionate can occur within 24 hours of beginning treatment, although maximurn benefit may not be

achieved for 1 to 2 weeks or longer after starting treatment. When corticosteroids are discontinued,
asthma stability may persist for several days or Ionger ‘
Pharmacokinetics: Absorption: The activity of FLOVENT ROTADISK Inhalatnon Powder is due to

the parent drug, fiuticasone proplonate. Studies using 6ral dosing of kibeled and unlabeled drug have’ - -

demonstrated that the oral syslemzc bloavaxlabilrty of ﬂuucasone proplonate is negllgtble (<1%),

‘ pnmanty due to mcomplete absorption and pra-systemlc metabolism in the gut and fiver. In contrast,

the majority of the fiuticasone propionate defivered to the lung is systemically absorbed. The
systemic bioavailability of fluticasone propionate inhalation powder in healthy volunteers averaged
about 13.5% of the nominal dose. )

Peak plasma concentrations after a 1000-mcg dose of fluticasone propionate inhalation powder
ra'nged from 0.1 to 1.0 ng/mL.

Distribution: Following intravenous administration, the initial disposition phase for fluticasone
propionate was rapid and consistent with its high lipid solubility and tissue binding. The volume of
distribution averaged 4.2 L/kg. The percentage of fluticasone propionate bound to human plasma
proteins averaged 91%.

Fluticasone propionate is weakly and reversibly bound to erythrocytes. Fluticasone propionate is
not significantly bound to human transcortin.

Metabolism: The total clearance of fluticasone propionate is high (average, 1093 mL/min}, with
renal clearance accounting for less than 0.02% of the total. The only circulating metabolite detected
in man is the 17@-carboxylic acid derivative of fluticasone propionate, which is formed through the
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FLOVENT® HF IDISK® 50 mcg (fluticasone propionate . JIatton powder, 50 mcg)
FLOVENT® ROTADISK® 100 meg (fluticasone propionate Inhalation powder, 100 mcg)
FLOVENT® ROTADISK® 250 mcg (fluticasone propionate inhalation powder, 250 mcg)

cytochrome P450 3A4 pathway. This metabolite had approximately 2000 times less affinity than the
parent drug for the glucocorticoid receptor of human lung cytosol in vitro and negligible
pharmacological activity in animal studies. Other metabolites detected in vitro using cuttared human
hepatoma cells have not been detected in man: '

In a multiple-dose drug interaction study, coadministration of fiuticasone propionate (500 mcg
twice daily) and erythromycin (333 mg three times daily} did not atfect fiuticasone propionate
pharmacokinetics.

In a drug interaction study, coadministration of fluticasone propionate (1000 mecg) and
ketoconazole (200 mg once daily) resulted in increased fluticasone propionate concentrations, a
reduction in plasma cortisol AUC, and no effect on urinary excretion of cortisol.

Excretion: Following intravenous dosing, fluticasone propionate showed polyexponential kinetics
and had a terminal elimination half-life of approximately 7.8 hours. Less than 5% of a radiolabeled
oral dose was excreted in the urine as metabolites, with the remainder excreted in the feces as
parent drug and metabolites.

Special Populations: Formal pharmacokinetic studies using ﬂuticasone propionate were not carried
out in any special populations. in a clinical study using fluticasone propionate inhalation powder,
trough fluticasone propionate plasma concentrations were collected in 76 males and 74 females *
after inhaled administration of 100 and 500 mcg twice dally Full pharmaookmetic profiles wera
pharmacokinetic behavior were found. '

Plasma concentrations of fluticasone propionate were measured 20 and 40 minutes after dosung
from 29 children aged 4 to 11 years who were taking either 50 or 100 mcg twice daily of fiuticasone

- propionate inhalation powder. Plasma concentration values rariged from below the Hirnit of N

quantitation {25 pg/mL) to 117 meL (50-mcg dose) or 154 ngmL (100-rncg dose) Ina study w:th

* adults taking the 100-mcg twnoe-dally dose, the plasma ooncentratlons observed ranged from below

the limit of quantitation to 73.1 pg/mL. The median fluticasone propionate plasma concentrations for
the 100-mcg dose in children was 58.7 pg/mL; in adults the median plasma concentration was

39.5 pg/mL.

Pharmacodynamics: To confirm that swstemlc absorption doas not play a role in the clinical
response to inhaled fluticasone propionate, a double-blind ¢linicaf study comparing inhaled and orai
fiuticasone propionate was conducted. Doses of 100 and 500 mcg twice daily of fluticasone
propionate inhalation powder were compared to oral fluticasone propionats, 20 000 mcg given once
daily, and placebo for 6 weeks. Plasma levels of fluticasone propionate were detectable in all three
active groups, but the mean values were highest in the oral group. Both doses of inhaled fluticasone
propionate were effective in maintaining asthma stability and improving lung function while oral
fluticasone propionate and placebo were ineffective. This demonstrates that the clinical effectiveness
of inhaled fluticasone propicnate is due to its direct local effect and not to an indirect effect through
systemic absorption.
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The potential systemic effects of inhaled fluticasone propionate on the
hypothalamic-pituitary-adrenal (HPA) axis were also studied in asthma patients. Fluticasone
propionate given by inhalation aerosol at doses of 220, ‘440, 660, or 880 mcg twice daify was
compared with placebo or orat prednisone 10 mg given once daily for 4 weeks. For most patients,
the ability to increase cortisol production in response to stress, as assessed by 6-hour cosyntropin
stimulation, remained intact with inhaled fluticasone propionate treatment. No patient had an
abnormal response (peak serum cortisol <18 mcg/dL) after dosing with placebo or fluticasone
propionate 220 mcg twice daily. For patients treated with 440, 660, and 880 mcg twice daily, 10%,
16%, and 12%, respectively, had an abnormal response as compared to 28% of patients treated with
prednisone.

in clinical trials with fiuticasone propicnate Inhalatson powder, using doses up to and including
250 meg twice daily, occasionat abnormat short cosyntropin tests (peak serum cortisol <18 mcg/dL)
were noted in patients receiving fluticasone propionate or placebo. The incidence of abnormal tests
at 500 meg twice daily was greater than placebo. In a 2-year study carried out in 64 patients
randomized to fluticasone propionate 500 mcg twice deily or p!aceb&, 1 patient receiving fluticasone
propionate {4%) had an abnormal response to 6-hour cosyntropin infusion at 1 year; repeat testing at
18 months and 2 years was nommal. Another patient receiving fluticasone propionate (5%) had an'

abnormal response at 2 years. No patnent on placebo had an abnormal response at 1or2 years

Clinical Trials: Doubie-bl:nd parallel placebo-controlled US clinical trials were conducted i in.
1197 adolescent and adult asthma patients to assess the efficacy and safety of FLOVENT
ROTADISK in the treatment of asthma. Fixed doses of 50, 100 250, and 500 mcg twice daily were
compared to placebo to prowde information about appropnate dosing to cover a range of asthma
severity. Asthmatic patients inctided i these stulfies were thosa not adequately controlied with

beta-agonists alone, and those already maintained on daily inhaled corticosteroids. In these efficacy .

trialg, at all doses, measures of pulmonary function (forced exp:ratory volume in 1 second [FEV,] and
morning peak expiratory fiow rate [AM PEFRY}) were statistically significantly improved as compared
with placebo. All doses were delivered by inhalation of the contents of one or two blisters from the
DISKHALER twice daily.

Displayed in the figure below are results of pulmonary function tests for two recommended
dosages of fluticasone propionate inhalation powder (100 and 250 mcg twice daily) and placebo from
a 12-week trial in 331 adolescent and adult asthma patients (baseline FEV, = 2.63 L/sec}
inadequately controlled on bronchodilators alone. Because this trial used predetermined criteria for
lack of efficacy, which caused more patients in the placebo group to be withdrawn, pulmonary
function results at Endpoint, which is the last evaluable FEV, result and includes most patients’ lung
function data, are also provided. Pulmonary function at both fluticasone propionate dosages
improved significantly compared with placebo by the first week of treatment, and this improvement
was maintained over the curation of the trial.
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A 12-Week Clinical Trial in Patlents Inadequately Controlled
on Bronchodilators Alone: Mean Percent Change From Baseline
in FEV, Pripr to AM Dose
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In a second clinical study of 'f5 patients, 500 mcg twice daily was evaluéted in a similar
population. In this trial fluticasone propionate significantly improved pulmonary function as compared

SRS TV S T R

' Dispiayed inthe figdre belbdwifaré résﬁﬁsﬁof pulmonary funclio;t fést; for two reéorﬁrﬁeﬁde;d
dosages of fluticasone propionate inhalation powder-(100 and 250 mcg twice daily) and placebo from
a 12-week trialin 342 adolescent and adult asthma patients (baseline FEV, = 2.49 L/sec) already
receiving daily inhaled corticosteroid therapy (2336 mcg/day of beclomethasone dipropionate or
2800 meg/day of triameinolone acetonide) in addition to as-needed atbuterol and theophylline (38% of
all patients). Because this trial also used predetermined criteria for lack of efficacy, which caused
more patients in the placebo group {0 be withdrawn, pulmonary function results at Endpoint are
included. Pulmonary function at both fiuticasone propionate dosages improved significantly compared
with placebo by the first week of treatment and the improvement was maintained over the duration of
the trial.

APPEARS THIS WAY
ON ORIGINAL
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A 12-Week Clinical Trial In Patients Already Recelving Inhaled Corticosteroids:
Mean Percent Change From Baseline in FEV, Prior to AM pose
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Ina seoond clinical study of 139 pat:ents :reatment wuh 500 meg twice dmlywas evaluated in a
snmilar patlent popuiatlon In thls tna! fluticasone propionate sigmflcantly impravad pulmonary
function as compared with placebo. . - = - . - wooe e

In the four trials described above, all dosages of fluticasone propionate were efficacious;
however, at higher dosages, patients were less likely to discontinue study participation due to asthma
deterioration (as defined by predetermined criteria for lack of efficacy including lung function and
patient-recorded variables such as AM PEFR, albuterol use, and nighttime awakenings due to
asthma).

In a clinical tria} of 96 severe asthmatic patients requiring chronic oral pradnisone therapy
(average baseline daily prednisone dose was 10 mg), fluticasone propionate given by inhalation
aerosol at doses of 660 and 880 mcg twice daily was evaluated. Both doses enabled a statistically
significantly larger percentage of patients to wean successfully from oral prednisone as compared
with placebo (69% of the patients on 660 mcg twice daily and 88% of the patients on 880 mcg twice
daily as compared with 3% of patients on ptacebo). Accompanying the reduction in oral corticosteroid
use, patients treated with fluticasone propionate had significantly improved lung function-and fewer
asthma symptoms as compared with the placebo group. These data were obtained from a clinical
study using fluticasone propionate inhalation aerosol; no direct assessment of the clinical
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comparability of equal nominal doses for the FLOVENT ROTADISK and FLOVENT Inhalation
Aerosol formulations in this population has been conducted. ‘

Pediatric Experience: in a 12-week, placebo-controlled clinical trial of 263 patients aged 4 to
11 years inadequately centrolled on bronchodilators alone (baseliné moming peak expiratory
flow = 200 L/min), fluticasone propionate inhatation powder doses of 50 and 100 mcg twice daily
significantly improved moming peak expiratory flow (28% and 34% change from baseline at
endpoint, respectively) compared to placebo (11% change). In a second placebo-controlled, 52-week
trial of 325 patients aged 4 to 11 years, approximately half of whom were receiving inhaled
corticosteroids at baseline, doses of fliuticasone propionate inhalation powder of 50 and 100 mcg
twice daily improved lung function by the first week of treatment, and the improvement continued
over 1 year compared to placebo. In both studies, patients on active treatment were significantly less
likely to discontinue treatment due to lack of efficacy.

INDICATIONS AND USAGE: FLOVENT ROTADISK is indicated for the maintenance treatment of

asthma as prophylactic therapy in patients 4 years of age and older. It is also indicated for patients

requiring oral corticosteroid therapy for asthma. Many of these patients may be able to reduce or

eliminate their requirement for oral corticosteroids over time. '
FLOVENT ROTADISK is NOT indicated for the relief of acute bronchospasm.

CONTRAINDICATIONS: FLOVENT ROTADISK is contraindicated in the primary treatment of status
asthmaticus or other acute episodes of asthma where intensivq measures are required.
Hypers_ensitiv‘rty to any of the ingredients of these preparations contraindicates their use.

AR - - [RYL W

L R

WARNINGS:

Particular care is needed for patiants who are transferred from systemically active corticosteroids
to FLOVENT ROTADISK because deaths due to adrenal insufficiency have occurred in asthmatic
patients during and after transfer from systemic corticosteroids to less systemically available inhaled
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 prednisone (or its
equivalent) may be most susceptible, particularly when their systemic corticosteroids have been
almost completely withdrawn. During this period of HPA suppression, patients may exhibit signs and
symptoms of adrenal insufficiency when exposed to trauma, surgery, or infection (particularly
gastroenteritis) or other conditions associated with severe electrolyte loss. Although fluticasone
propionate inhalation powder may provide control of asthma symptoms during these episodes, in
recommended doses it supplies less than normal physiological amounts of corticosteroid systemically
and does NOT provide the mineralocorticoid activity that is necessary for coping with these
emergencies,

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

Patients requiring oral corticosteroids should be weaned slowly from systemic corticosteroid use
after transferring to fluticasone propionate inhatation powder. In a clinical trial of 96 patients,
prednisoneé reduction was'successfully accomplished by reducing the daily prednisone dose by
2.5 mg on a weekly basis during transfer to inhaled fluticasone propionate. Successive reduction of
prednisone dose was aliowed only when lung function, symptoms, and as-needed beta-agonist use
were better than or comparabie to that seen before initiation of prednisone dose reduction. Lung
function (FEV, or AM PEFR), beta-agonist use, and asthma symptoms should be carefully monitored
during withdrawal of oral corticosteroids. in addition to monitoring asthma signs and symptoms,
patients should be observed for signs and symptoms of adrenal insufficiency such as fatigue,
lassitude, weakness, nausea and vomiting, and hypotension.

Transfer of patients from systemic corticosteroid therapy to fluticasone propicnate inhalation
powder may unmask conditions previously suppressed by the systemic corticosteroid therapy, e.g.,
thinitis, conjunctivitis, eczema, and arthritis. | o . o

Persons who are on drugs that suppress the immune system are more susceptible to infections
than healthy individuatls. Chickenpox and measles, for example, can have a more serious or even
fatal course in susceptible children or adults on corticosteroids. in such children or adults who have
not had these diseases, particular care should be taken to avoid exposure. How the dose, route, and
duration of corticosteroid administration affects the risk of developing a disseminated infection is not ~
known. The contribution of the underlying disease and/or prior corticosteroid treatment to the risk is
also not known. If exposed to chickenpox, prophylaxis with varicella zoster immune globulin (VZIG)
may be indicated. If exposed to measles, prophylaxis with pooied intramuscular immunogiobulin (1G)
may be indicated. (See the respective package insarts for complete VZIG and 1G prescribing
information.) If chickenpox develops, treatment with antiviral agents may be considered.

Fluticasone propionate inhalation powder is not to be regarded as a bronchodilator and is not
indicated for rapid relief of bronchospasm.

As with other inhaled asthma medications, bronchospasm may occur with an immediate increase
in wheezing after dosing. If bronchospasm occurs following dosing with FLOVENT ROTADISK, it
should be treated immediately with a fast-acting inhaled bronchodilator. Treatment with inhaled
fluticasone propionate should be discontinued and alternative therapy instituted.

Patients should be instructed to contact their physicians immediately when episodes of asthma
that are not responsive to bronchodilators occur during the course of treatment with fluticasone
propionate inhalation powder. During such episodes, patients may require therapy with oral
corticosteroids.
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PRECAUTIONS:

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

Fluticasone propionate wil! often permit control of asthma symptoms with less suppression of
HPA function than therapeutically equivalent oral doses of prednisone. Since fluticasone propionate
is absorbed into the circulation and can be systemically active at higher doses, the beneficial effects
of fiuticasone propionate fnhalation powder in minimizing HPA dysfunction may be expected only
when recommended dosages are not exceeded and individual patients are titrated to the lowest
effective dose. A relationship between plasma levels of fluticasone propionate and inhibitory effects
on stimutated cortisol production has been shown after 4 weeks of treatment with fluticasone
propionate inhalation aerosol. Since individual sensitivity to effects on cortisol production exists,
physicians should consider this information when prescribing fluticasone propionate inhalation
powder.

Because of the possibility of systemic absorption of inhaled corticosteroids patients treated with
these drugs should be observed carefully for any evidence of systemic corticosteroid effects.
Particular care should be taken i in observing patiants postopsratwely or during penods of stress for
evidence of inadequate adrenal responss .

It is possible that systemic corticosteroid effects such as hypsroomctsm and adrsnal supprsssuon
may appear in a small number of patients, particularly at higher doses. if such changes occur,
fluticasone propionate inhalation powder should be reduced slowly, consistent with accepted
procedures for reducing sys:emac corucostsroids and for management of asthma symptoms

A reduction of growth veiocuty in children or adolescents may occur as a result of pooriy controlled

- asthma or from the therapeutic use of corticosteroids, including inhaled corticosteroids. A 52-week

placebo-controlled study to assess the potential growth effects of fluticasone propionate inhalation
powder at 50 and 100 mcg twice daily was conducted in the US in 325 prepubescent children (244
males and 81 females), 4 10 11 years of age. The mean growth velocities at 52 weeks observed in
the intent-to-treat population were 6.32 cm/year in the placebo group (n = 76), 6.07 cm/year in the
50-mcg group (n = 98), and 5.66 cm/year in the 100-mcg group (n = 89). Animbalance in the
proportion of children entering puberty between groups and a higher dropout rate in the placebo
group due to poorly controlled asthma may be confounding factors in interpreting these data. A
separate subset analysis of children who remained prepubertal during the study revealed growth
rates at 52 weeks of 6.10 cm/year in the placebo group (n = 57), 5.91 cm/year in the 50-mcg group
(n = 74), and 5.67 cm/year in the 100-mcg group (n = 79). The clinical significance of these growth
data is not certain. In children 8.5 years of age, the mean age of children in this study, the range for
expected growth velocity is: boys — 3" percentile = 3.8 cm/year, 50" percentile = 5.4 cm/year, and
97" percentile = 7.0 cm/year; girls — 3" percentile = 4.2 cm/year, 50" percentile = 5.7 cm/year, and
97" percentile = 7.3 cm/year. The effects of long-tarm treatment of children with inhaled
corticosteroids, including fluticasone propionate, on final adult height are not known. Physicians
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should closely follow the growth of children and adolescents taking corticosteroids by any route, and
weigh the benefits of corticosteroid therapy against the possibility of growth suppression if growth
appears slowed. Patients should be maintained an the lowest dose of inhaled corticosteroid that
effectively controls their asthma. i '

The long-term effects of fluticasone propionate in human subjects are not fully known. in
particular, the effects resulting from chronic use of fluticasone propionate on developmental or
immunologic processes in the mouth, pharynx, trachea, and lung are unknown. Some patients have
received inhaled fluticasone propionate on a continuous basis for periods of 3 years or longer. In
clinical studies with patients treated for 2 years with inhaled fluticasone propionate, no apparent
differences in the type or severity of adverse reactions were observed after long- versus short-term
treatment.

Rare instances of glaucoma, increased intraocular pressure, and cataracts have been reported
foliowing the inhaled administration of corticosteroids, including fluticasone propionate.

In clinical studies with inhaled fluticasone propionate, the development of localized infections of
the pharynx with Candida albicans has occurred. When such an infection develops, it should be
treated with appropriate local or systemic (i.e., oral antifungal) therapy while remaining on treatment
with fluticasone propicnate inhalation powder, but at times therapy with fluticasone propionate may
need to be interrupted. 7 . o | '

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

Eoginophilic Condltions: In :_ 0 ¢3
systemic eosinophilic conditinns, wi

relationship between fluticasone propionste and these underlying conditions has not been

information for Patlents: Patients being treated with FLOVENT ROTADISK should receive the
following information and instructions. This information is intended to aid them in the safe and
effective use of this medication. It is not a disclosure of all possible adverse or intended effects.

Patients shoutd use FLOVENT ROTADISK at regular intervals as directed. Results of clinical
trials indicated significant improvement may occur within the first day or two of treatment; however,
the tull benefit may not be achiaved until treatment has been administered for 1 to 2 weeks or longer.
The patient should not increase the prescribed dosage but should contact the physician if symptoms
do not improve or if the condition worsans,

10
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Patients should be wamed to avoid exposure to chickenpox or measles and, it they are exposed,
to consult their physicians without delay. B .

For the proper use of FLOVENT ROTADISK Inhalation Powder and to attain maximum
improvement, the patient should read and follow carefully the accompanying Patient’s Instructions for
Use.

Drug Interactions: In a placebo-controlled, crossover study in eight healthy volunteers,
coadministration of a single dose of fluticasone propionate (1000 mcg) with multiple doses of
ketoconazole (200 mg) to steady state resulted in increased mean fluticasone propionate
concentrations, a reduction in plasma cortisol AUC, and no effect on urinary excretion of cortisol.
This interaction may be due to an inhibition of the cytochrome P450 3A4 iscenzyme system by
ketoconazole, which is also the route of metabolism of fluticasone propionate. Care should be
exercised when FLOVENT is coadministered with long-term ketoconazole and other known
cytochrome P450 3A4 inhibitors.

Carcinogenesis, Mutagenesis, Impairment of Fertllity: Fiuticasone propionate demonstrated no
tumorigenic potential in mice at oral doses up to 1000 mcg/kg (approximately 2 times the maximum
recommended daily inhalation dose in adults and approximately 10 times the maximum
recommended daily inhalation dose in children on a mcg/m? basis) for 78 weeks or in rats at
inhalation doses up to 57 mcg/kg (approximately 1/4 the maximum recommended daily inhalation
dose in adults and comparable to the maximum recommended daily inhalation dose in children on a
mcg/m? basis) for 104 weeks. |

Fluticasone propionate did not induce gene mutation in prokaryotic or eukaryotic cells in vitro. No
significant clastogenic effect was seen in cultured human péripherai lymphocytes in vitro or in the
mouse micronucleus test when administered at high doses by the oral or subcutandous roites.
Furthermore, the compound did not delay erythroblast division in bone marrow. .

No evidence of impairment of fertility was observed in reproductive studies conducted in male and
female rats at subcutaneous doses up to 50 mcg/kg (approximately 1/5 the maximum recommended
daily inhalation dose in adults on a meg/m? basis). Prostate weight was significantly reduced at a
subcutaneous dose of 50 mecg/kg.

Pregnancy: Teratogenic Effects: Pregnancy Category C. Subcutaneous studies in the mouse and
rat at 45 and 100 mcg/kg, respectively, (approximately 1/10 and 1/3, respectively, the maximum
recommended daily inhalation dose in adults on a mcg/m’? basis) revealed fetal toxicity characteristic
of potent corticosteroid compounds, including embryonic growth retardation, omphalocele, cleft
palate, and retarded cranial ossification.

in the rabbit, fetal weight reduction and cleft palate wera observed at a subcutaneous dose of
4 mcg/kg (approximately 1/30 the maximum recommended daily inhalation dose in adults on a
mcg/m? basis). However, no teratogenic effects were reported at oral doses up to 300 mcg/kg
(approximately 2 times the maximum recommended daily inhalation dose in adults on a meg/m?
basis) of fluticasone propionate. No fluticasone propionate was detected in the plasma in this study,

11
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consistent with the established low bioavailability following oral administration {see CLINICAL
PHARMACOLOGY). N

Fluticasone propionate crossed the placenta following oral administration of 100 mégkg to rats or
300 mcg/kg to rabbits (approximately 1/3 and 2times, respectively, the maximum recommended
daily inhalation dose in adults on a mcglm2 basis).

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

Experience with oral corticosteroids since their introduction in pharmacologic, as opposed to
physiologic, doses suggests that rodents are more prone to teratogenic effacts from corticosteroids '
than humans. In addition, because there is a natural increase in corticosteroid production during
pregnancy, most women will require a lower exogenous corticosteroid dose and many will not need
corticosteroid treatment during pregnancy.
Nursing Mothers: It is not known whether fluticasone propionate is excreted in human breast milk.
Subcutaneous administration to lactating rats of 10 meg/kg tritiated fluticasone propionate
(approximately 1/25 the maximum recommended daily inhalation dose in aduls on a mcg/m? basis)
resulted in measurable radicactivity in milk. Because other corticosteroids are excreted-in human
milk, caution should be exercised when fluticasone propionate inhalation powder is administered to a
nursing womnan. ' L : :
Pediatric Use: Two hundred fourteen (21 4)' patients 4 to 11 years of age and 142 pafients 12to
16 years of age were treated with fluticasone propionate inhalation powder in US clinical trials. The
safety and effectiveness of FLOVENT ROTADISK Inhalation Powder in children below 4 years of
age have not been established,

inhaled corticosteroids, including fiuticasone propionate, may cause a reduction in growth in
children and adolescents (see PRECAUTIONS). If a child or adolescent on any corticosteroid o
appears to have growth suppression, the possibility that they are particularly sensitive to this effect of
corticosteroids should be considered. Patients should be maintained on the lowest dose of inhaled
corticosteroid that effectively controls their asthma.
Geriatric Use: One hundred seventy-three (173) patients 65 years of age or older have been treated
with fluticasone propionate inhalation powder in US and non-US clinical trials. There were no
differences in adverse reactions compared to those reported by younger patients.

ADVERSE REACTIONS: The following incidence of common adverse experiences is based upon
six placebo-controlled clinical trials in which 1384 patients 24 years of age (520 females and 864
males) previcusly treated with as-needed bronchodilators and/or inhaled corticosteroids were treated
with fluticasone propionate inhalation powder (doses of 50 to 500 mcg twice daily for up to 12 weeks)
or placebo.

12
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Overall Adverse Experiences With >3% Incldence on Fluticasone Propionate
in Controlled Clinical Trials With FLOVENT ROTADISK
in Patients 24 Years Previously Receiving Bronchodllators and/or Inhaled Corticosteroids

FLOVENT | FLOVENT | FLOVENT | FLOVENT
50 meg 100 mcg 250 meg 500 mcyg
‘Placebo Twice Daily | Twice Daily | Twice Daily | Twice Daily
(n=438) | (n=255) | (n=331) | (n=178) | (n=184)
Adverse Event % % % % %
Ear, nose, and throat
Pharyngitis 7 6 8 8 13
Nasal congestion 5 4 4 7 7
Sinusitis 4 5 4 6 4
Rhinitis 4 4 9 2 3
Dysphonia 0 <1 -4 6 4
Oral candidiasis 1 3 3 4 i1
Respiratory
Upper respiratory infection 13 16 17 22 16
Influenza 2 3 3 3 4
Bronchitis 2 4 2 1 2
Other
Headache 11 1 9 14 15
Diarrhea 1 2 2 0 4
Back problems <t <1 1 1 -4
Fever 3 4 4 2 2
Average duration of exposure
{days) 53 77 68 78 60

The table above includes all events (whether considered drug-related or nondrug-related by the
investigator) that occurred at a rate of over 3% in any of the fluticasone propionate inhalation powder
groups and were more common than in the placebo group. In considering these data, differences in
average duration of exposure should be taken into account.

These adverse reactions were mostly mild to moderate in severity, with <2% of patients
discontinuing the studies because of adverse events. Rare cases of immediate and delayed

hypersensitivity reactions, including rash and other rare events of angioedema and bronchospasm,

have been reported.

Other adverse events that occurred in these clinical trials using fluticasone propionate inhalation
powder with an incidence of 1% to 3% and which occurred at a greater incidence than with placebo

were:
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Ear, Nose, and Throat: Otitis media, tonsillitis, nasal discharge, earache, laryngitis, epistaxis,
sneezing.

Eye: Conjunctivitis. .

Gastrointestinal: Abdcminal pain, viral gas:troenteritis. gastroenteritis/colitis, abdominal
discomfort,

Miscellaneous: Injury.

Mouth and Teeth: Mouth irritation. - 7

Musculosksletal: Sprain/strain, pain in joint, disorder/symptoms of neck, muscular soreness,
aches and pains.

Neaurological: Migraine, nervousness.

Respiratory: Chest congestion, acute nasopharyngitis, dyspnea, iritation due to inhalant,

Skin: Dermatitis, urticaria,

Urogenital: Dysmenorrhea, candidiasis of vagina, pelvic inflammatory disease,

- vaginitisivulvovaginitis, irregular menstrual cycle.

There were no clinically relevant differences in the pattern or severity of adverse events in
children compared with those reported in adults.

Fluticasone propionate inhalation aerosol (660 or 880 mcg twice daily) was administered for
16 weeks to asthmatics requiring oral corticosteroids. Adverse events reported more frequently in
these patients compared to patients not on oral corticosteroids included sinusitis, nasal discharge,
oropharyngeal candidiasis, headache, joint pain, nausea and vomiting, muscular soreness,
malaise/fatigue, and insomnia,
Observed During Clinical Practice: The following events have been identified during postapproval
use of fluticasone propionate in clinical practice. Because they are reported voluntarily from a
population of unknown size, estimates of frequency cannot be made. These events have been
chosen for inclusion due to either their seriousness, frequency of reporting, causal connection to
fluticasone propionate, or a combination of these factors.

Ear, Nose, and Throat: Aphonia, cough, hoarseness, laryngitis, and throat soreness and
irritation. : :

Endocrine and Metabollc: Cushingoid features, growth velocity reduction in
children/adotescents, hyperglycemia, and weight gain.

Psychiatry: Agitation, aggression, depression, and restiessness.

Respiratory: Asthma exacerbation, bronchospasm, chest tightness, dyspnea, paradoxical
bronchospasm, and wheezing. '

Skin: Contusions, ecchymoses, and pruritus.

14
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FLOVENT® ROTADISK® 250 mcg (fluticasone propionate inhalation powder, 250 mcg)

OVERDOSAGE: Chronic overdosage may result in signs/symptoms of hypercorticism (see
PRECAUTIONS). Inhalation by healthy volunteers of a single dose of 4000 mcg of fluticasone
propionate inhalation powder or single doses of 1760 or 3520 mcg of fluticasone propionate
inhalation aerosol was well tolerated. Fluticasone propionate given by inhalation aerosol at doses of
1320 mcg twice daily for 7 to 15 days to healthy human volunteers was also well tolerated. Repeat
oral doses up to 80 mg daily for 10 days in healthy volunteers and repeat oral doses up to 20 mg
daily for 42 days in patients were well tolerated. Adverse reactions were of mild or moderate severity,
and incidences were similar in active and placebo treatment groups. The oral and subcutaneous
median lethal doses in mice and rats were >1000 mg/kg (>2000 and >4100 times, respectively, the
maximum recommended daily inhalation dose in adults and >9600 and >19 000 times, respectively,
the maximum recommended daily inhalation dose in children on a mgln'i2 basis). '

DOSAGE AND ADMINISTRATION: FLOVENT ROTADISK should be administered by the orally
inhaled route in patients 4 years of age and older. Individual patients will experience a variable time
to onset and degree of symptom relief. Generally, fluticasone propionate inhalation powder has a
relatively rapid onset of action for an inhaled corticostercid. Improvement in asthma control following
inhaled adminigtration of fluticasone propionate can occur within 24 hours of beginning treatment,
although maximum benefit may not be achieved for 1 to 2 weeks or longer after starting treatment.

After asthma stability has been achieved, it is always desirable to titrate to the lowest effective
dose to reduce the possibility of side effects. Doses as low as 50 mcg twice daily have been shown
to be effective in some patients. For patients who do not respond adequately to the starting dose
after 2 weeks of therapy, higher doses may provide additiona! asthma control. The safety and '
efficacy of FLOVENT ROTADISK when administered in excess of recommended doses have not
been established.

Rinsing the mouth after inhalation is advised.

The recommended starting dose and the highest recommended dose of fluticasone propionate
inhalation powder, based on prior anti-asthma therapy, are listed in the following table.
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FLOVENT® RG . ADISK® 50 meg (fluticasone propionate I _lation powder, 50 mcg)
FLOVENT® ROTADISK® 100 mcg (fluticasone prop'onate inhalation powder, 100 mcg)
FLOVENT® ROTADISK® 250 meg (fluticasone propionate inhalation powder, 250 mcg)

Previous Therapy Recommended Starting Dose _ Highest Recommended Dose

Adults and Adolescents R ‘

Bronchodilators alone 100 mog twice daily 500 mcg twice daily

inhaled corticosteroids 100-250 meg twice daily* 500 mcg twice daily

Oral corticosteroids' 1000 mcg twice daily* 1000 mcg twice daily*
Children 4 to 11 Years

Bronchodilators alone 50 mcg twice daily 100 mcg twice daily

Inhaled corticosteroids 50 mcg twice daily 100 meg twice daily

* Starting doses above 100 mcg twice daily for adults and adolescents and 50 mcg twice daily for
children 4 to 11 years of age may be consiiered for patients with poorer asthma control or those
who have previously required doses of inhaled corticosteroids that are in the higher range for that
specific agent.

NOTE: In all patients, it is desirable to titrate to the lowest effective dose once asthma stability is
achieved. . ) -

! For Patients chrrently Receiving Chronic Oral Corticosterold Therapy: Prednisone should be
reduced no faster than 2.5 mg/day on a weekly basis, beginning after at least 1 week of therapy
with FLOVENT. Patients should be carefully monitored for signs of asthma instability, including
serial objective measures of airflow, and for signs of adrenal insufficiency {see WARNINGS). Once
prednisone reduction is complete, the dosage of fluticasone propionate should be reduced to the
lowest effective dosage.

* This dosing recommendation is based on clinical data from a study conducted using FLOVENT
Inhalation Aerosol. No cli ical trials have been ccnducted in patients on oral corticosteroids using
the ROTADISK formutation; no direct assessment of the clinical comparability of equal nominal
doses for the FLOVENT HOTADISK and FLOVENT Inhalation Aerosol formulations in this
population has been cor.ducted.

Geriatric Use: In studies where geriatric patients (65 years of age or older, see PRECAUTIONS)
have been treated with fluticasone propionate inhalation powder, efficacy and satety did not differ
from that in younger patients. Consequeriiy, no dosage adjustment is recommended.

Directions for Use: llustrated Patient’s Instructions for Use accompany each package of FLOVENT
ROTADISK.

HOW SUPPLIED: FLOVENT ROTADISK 50 mcg is a circular double-foil pack cdntaining four
blisters of the drug. Fifteen (15) ROTADISKS are packaged in a white polypropylene tube, and the
tube is packaged in a plastic-coated, moisture-protective foil pouch. A carton contains the foil pouch
of 15 ROTADISKS and one dark orange- and peach-colored DISKHALER inhatation device (NDC
0173-0511-00).

FLOVENT ROTADISK 100 mcg is a circular double-foil pack containing four blisters of the drug.
Fifteen (15} ROTADISKS are packaged in a white polypropylene tube, and the tube is packaged in a
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FLOVENT®R. ADISK® 50 mcg (fluticasone propionate  .alation powder, 50 mcg)
FLOVENT® ROTADISK® 100 mcg (fluticasone proplonate inhalation powder, 100 mcg)
FLOVENT® ROTADISK® 250 mcg (fiuticasone propionate inhalation powder, 250 mcg)

plastic-coated, moisture-protective foil pouch. A carton contains the foil pouch of 15 ROTADISKS
and one dark orange- and peach-colored DISKHALER inhalation device (NDC 0173-0509-00).
FLOVENT ROTADISK 250 mcg is a circular double-foil pack containing four blisters of the drug.
Fifteen (15) ROTADISKS are packaged in a white polypropylene tube, and the tube is packaged in a
plastic-coated, moisture-protective foil pouch. A carton contains the foil pouch of 15 ROTADISKS
and one dark orange- and peach-colored DISKHALER inhalation device (NDC 0173-0504-00).
Store at controlled room temperature (see USP), 20° to 25°C (68° to 77°F) in a dry place. Keep
out of reach of children. Use the ROTADISK blisters within 2 months after opening of the
moisture-protectyie foil overwrap or before the expiration date, whichever comes first. Do not
puncture any fluticasone propionate ROTADISK blister until taking a dose using the DISKHALER.

GlaxoWellcome

Glaxo Wellcome Inc.
Research Triangle Park, NC 27709
Made in France

December 1998November1087 RL-4#2

~
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Flovent Rotadisk (fluticasone propionate inhalation powder)
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MEDICAL OFFICER REVIEW

DivisioN oF PULMONARY DRUG PrRoDUCTs (HFD-570)

APPLICATION #@0-548 APPLICAT_IQN T\_’PE: Labeling SuPquqqgnts
SPONSOR: Glaxo-Wellcome PROPRIETARY NAME: Flovent Inhalation Aerosol,
- Flovent Rotadisk for Diskhaler
CATEGORY OF DRUG: Inhaied USAN / Established Name: Fluticasone propionate

corticosteroid
ROUTE: Inhaled

MEDICAL REVIEWER: Robert J. Meyer, MD REVIEW DATE: 12-2-98

SUBMISSIONS REVIEWED IN THIS DOCUMENT

Document Date:  CDER Stamp Date: Submission Type: Comments:
10-29-98 10-30-98 Labeling Supplement Precautions related to Churg-
Strauss Syndrome

RELATED APPLICATIONS (if applicable)
Document Date: APPLICATION Type: Commaents:

Overview of Application/Review: This labeling supplement for the two approved Flovent products is in response
to a DPDP request to add safety information to the Flovent labeling about serious systemic eosinophilic conditions
seen in trials and post-marketing, including cases of Churg-Strauss syndrome. Though no causatl link has been
shown, the association should be noted, particularly since most other inhaled corticosteroids carry some safety
information on an association with eosinophilic pneumonia, and the leukotriene antagonists have wording related
to Churg-Strauss in their labeling. '

Outstanding Issues: Minor changes in the wording are needed (see next sheet) and will be relayed to the
sponsor.

Recommended Reguiatory Action: L _
New Clinical Studies: Clinlcal Hold : Study May Proceed
NDAs:

Efficacy / Label Supp.: X ._Aﬂ)oib]é - Not Approvable
Signed: Medical Review / j Date: /Z//Z/f/"
Medical Team L.eader; ' Date: _ /4 ')/ y2. 8
s /S/ _) '
]

cc: HFD-570/Bmcs/PFchT-nm'g7: 7
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