
VV-RIM-07225876 V.4.0

AIRSUPRA

Salbutamol sulfate and Budesonide

90/80 microgram

Inhalation Aerosol

1. NAME OF THE MEDICINAL PRODUCT

AIRSUPRA (salbutamol and budesonide, 90/80 mcg/actuation), inhalation aerosol.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each delivered dose (the dose that leaves the mouthpiece) contains 90 mcg of salbutamol (equivalent
to 108 mcg of salbutamol sulfate) and 80 mcg of budesonide.

This corresponds to a metered dose of 99 mcg of salbutamol and 88 mcg of budesonide.

3. PHARMACEUTICAL FORM

Inhalation aerosol.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

AIRSUPRA is indicated for the as-needed treatment or prevention of bronchoconstriction and for the
prevention of exacerbations in patients with asthma 18 years of age and older (see Clinical efficacy
and safety).

4.2 Posology and method of administration

Posology
Recommended dosage for treatment or prevention of bronchoconstriction and for the prevention of
exacerbations

Adult : salbutamol 180 mcg and budesonide 160 mcg (administered as 2 actuations of AIRSUPRA
[salbutamol/budesonide 90 mcg/80 mcg]) as needed by oral inhalation.

Do not take more than 6 doses (12 inhalations) in a 24-hour period.



Special populations

Renal impairment
There are no data available for use of AIRSUPRA in patients with renal impairment.

Hepatic impairment
No dosage adjustment is necessary for patients with hepatic impairment (see section 5.2). As
budesonide is primarily eliminated via hepatic metabolism, an increased exposure can be expected in
patients with severe liver diseases.

Elderly population
No dosage adjustment is necessary for elderly patients (see section 5.2).

Paediatric population
The safety and effectiveness of AIRSUPRA have not been established in pediatric patients, and
AIRSUPRA is not indicated for use in this population

Method of administration
For oral inhalation use.

For detailed instructions, refer to the patient leaflet/instructions for use.

Patients should be instructed how to administer the product correctly and advised to read the
instructions for use carefully.

Patient inhaler technique should be checked to make sure that aerosol actuation is synchronised with
inspiration of breath for optimum delivery of drug to the lungs.

4.3 Contraindications

Hypersensitivity to salbutamol, budesonide, or any of the excipients.

4.4 Special warnings and special precautions for use

1. Deterioration of Asthma
Asthma may deteriorate acutely over a period of hours or chronically over several days or
longer. If the patient continues to experience symptoms after using AIRSUPRA or requires
more doses of AIRSUPRA than usual, this may be a marker of destabilization of asthma and
requires evaluation of the patient and their treatment regimen.

2. Paradoxical Bronchospasm
AIRSUPRA can produce paradoxical bronchospasm, which may be life threatening. If
paradoxical bronchospasm occurs following dosing with AIRSUPRA, it should be
discontinued immediately, and alternative therapy should be instituted. It should be recognized
that paradoxical bronchospasm, when associated with inhaled formulations, frequently occurs
with the first use of a new canister.



3. Cardiovascular Effects
AIRSUPRA, like other drugs containing beta2-adrenergic agonists, can produce clinically
significant cardiovascular effects in some patients as measured by increases in pulse rate,
blood pressure, and/or other symptoms. If such effects occur, AIRSUPRA may need to be
discontinued. In addition, betaagonists have been reported to produce electrocardiogram
(ECG) changes, such as flattening of the T wave, prolongation of the QTc interval, and ST-
segment depression. The clinical significance of these findings is unknown. Therefore,
AIRSUPRA, like all sympathomimetic amines, should be used with caution in patients with
cardiovascular disorders, especially coronary insufficiency, cardiac arrhythmias, and
hypertension.

4. Do Not Exceed Recommended Dosage
As with other inhaled drugs containing beta-adrenergic agents, AIRSUPRA should not be used
more than the maximum daily dose [see 4.2 Posology and method of administration], as an
overdose may result. Clinically significant cardiovascular effects and fatalities have been
reported in association with excessive use of inhaled sympathomimetic drugs.

5. Hypersensitivity Reactions, Including Anaphylaxis
Hypersensitivity reactions can occur after administration of salbutamol sulfate and budesonide,
components of AIRSUPRA, as demonstrated by cases of anaphylaxis, angioedema,
bronchospasm, oropharyngeal edema, rash, and urticaria. Discontinue AIRSUPRA if such
reactions occur [see 4.3 Contraindications]

6. Risk of Sympathomimetic Amines with Certain Coexisting Conditions
AIRSUPRA, like all therapies containing sympathomimetic amines, should be used with
caution in patients with convulsive disorders, hyperthyroidism, or diabetes mellitus and in
patients who are unusually responsive to sympathomimetic amines. Large doses of intravenous
salbutamol sulfate have been reported to aggravate preexisting diabetes mellitus and
ketoacidosis.

7. Hypokalemia
Beta-adrenergic agonist medicines may produce significant hypokalemia in some patients,
possibly through intracellular shunting, which has the potential to produce adverse
cardiovascular effects [see 4.4 Special warnings and special precaution for use, 5.
Pharmacological properties]. The decrease in serum potassium is usually transient, not
requiring supplementation.

8. Immunosuppression and Risk of Infections
Patients who are using drugs that suppress the immune system are more susceptible to
infection. Chicken pox and measles, for example, can have a more serious or even fatal course
in susceptible patients using corticosteroids. In patients who have not had these diseases or
been properly immunized, particular care should be taken to avoid exposure. How the dose,
route, and duration of corticosteroid administration 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 a patient is exposed to chicken pox,
prophylaxis with varicella zoster immune globulin (VZIG) may be indicated. If exposed to
measles, prophylaxis with pooled intramuscular immunoglobulin (IG) may be indicated (see
the respective Prescribing Information for VZIG and IG). If chicken pox develops, treatment
with antiviral agents may be considered.

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.

9. Oropharyngeal Candidiasis
AIRSUPRA contains budesonide, an inhaled corticosteroid (ICS). Localized infections of the
mouth and pharynx with Candida albicans have occurred in patients treated with ICS agents.
Monitor patients periodically. When such an infection develops, it should be treated with
appropriate local or systemic (i.e., oral) antifungal therapy while treatment with AIRSUPRA
continues. In some cases, therapy with AIRSUPRA may need to be interrupted. Advise the
patient to rinse his/her mouth with water, if available, without swallowing following
administration of AIRSUPRA to help reduce the risk of oropharyngeal candidiasis.

10. Hypercorticism and Adrenal Suppression
Budesonide, a component of AIRSUPRA, will often help control asthma symptoms with less
suppression of hypothalamic-pituitary-adrenal (HPA) function than therapeutically equivalent
oral doses of prednisone. Since budesonide is absorbed into the circulation and can be
systemically active at higher doses, the beneficial effects of AIRSUPRA in minimizing HPA
dysfunction may be expected only when recommended dosages are not exceeded. Since
individual sensitivity to effects on cortisol production exists, physicians should consider this
information when prescribing AIRSUPRA.

Because of the possibility of systemic absorption of ICS, patients treated with AIRSUPRA
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
evidence of inadequate adrenal response.

It is possible that systemic corticosteroid effects such as hypercorticism and adrenal
suppression (including adrenal crisis) may appear in a small number of patients who are
sensitive to these effects. If such effects occur, appropriate therapy should be initiated as
needed

11. Reduction in Bone Mineral Density
Decreases in bone mineral density (BMD) have been observed with long-term administration
of products containing ICS. The clinical significance of small changes in BMD with regard to
long-term consequences such as fracture is unknown. Patients with major risk factors for
decreased bone mineral content, such as prolonged immobilization, family history of
osteoporosis, post-menopausal status, tobacco use, advanced age, poor nutrition, or chronic



use of drugs that can reduce bone mass (e.g., anticonvulsants, oral corticosteroids) should be
monitored and treated with established standards of care.

12. Glaucoma and Cataracts
Glaucoma, increased intraocular pressure, and cataracts have been reported following the long-
term administration of ICS, including budesonide, a component of AIRSUPRA. Consider
referral to an ophthalmologist in patients who develop ocular symptoms.

13. Drug Interactions with Strong Cytochrome P450 3A4 Inhibitors
Caution should be exercised when considering the co-administration of AIRSUPRA with long-
term ketoconazole and other known strong CYP3A4 inhibitors (e.g., ritonavir, atazanavir,
clarithromycin, indinavir, itraconazole, nefazodone, nelfinavir, saquinavir, telithromycin)
because adverse effects related to increased systemic exposure to budesonide may occur [see
4.5 Interaction with other medicinal products and other forms of interaction, and 5.2
Pharmacokinetic properties].

14. Effects on Growth in Pediatric
Patients Orally inhaled corticosteroids, including budesonide, may cause a reduction in growth
velocity when administered to pediatric patients. The safety and effectiveness of AIRSUPRA
have not been established in pediatric patients, and AIRSUPRA is not indicated for use in this
population [see 4.2 Posology and method of administration]

4.5 Interaction with other medicinal products and other forms of interaction

No formal drug interaction studies have been performed with AIRSUPRA.

1. Inhibitors of Cytochrome P450 3A4
The main route of metabolism of corticosteroids, including budesonide, a component of
AIRSUPRA, is via cytochrome P450 (CYP) isoenzyme 3A4 (CYP3A4). After oral
administration of ketoconazole, a strong inhibitor of CYP3A4, the mean plasma concentration
of orally administered budesonide increased. Concomitant administration of a CYP3A4
inhibitor may inhibit the metabolism of, and increase the systemic exposure to, budesonide.
Caution should be exercised when considering the co-administration of AIRSUPRA with long-
term ketoconazole and other known strong CYP3A4 inhibitors (e.g., ritonavir, atazanavir,
clarithromycin, indinavir, itraconazole, nefazodone, nelfinavir, saquinavir, telithromycin) [see
4.4 Special warnings and special precaution for use].

2. Use with Other Short-Acting Bronchodilators
AIRSUPRA contains the short-acting beta-agonist, salbutamol sulfate. Therefore, concomitant
use of additional beta-agonists with AIRSUPRA should be used judiciously to prevent beta-
agonist overdose.

3. Beta-Blockers



Beta-adrenergic receptor blocking agents not only block the pulmonary effect of beta-agonists,
such as salbutamol sulfate, a component of AIRSUPRA, but may also produce severe
bronchospasm in patients with asthma. Therefore, patients with asthma should not normally be
treated with beta-blockers. However, under certain circumstances, e.g., as prophylaxis after
myocardial infarction, there may be no acceptable alternatives to the use of beta-adrenergic-
blocking agents in these patients. In this setting, consider cardioselective beta-blockers,
although they should be administered with caution.

4. Diuretics
The ECG changes and/or hypokalemia which may result from the administration of non-
potassiumsparing diuretics (such as loop or thiazide diuretics) can be acutely worsened by
beta-agonists, especially when the recommended dose of the beta-agonist is exceeded.
Although the clinical significance of these effects is not known, caution is advised in the
coadministration of AIRSUPRA with non-potassiumsparing diuretics. Consider monitoring
potassium levels.

5. Digoxin
Mean decreases of 16% and 22% in serum digoxin levels were demonstrated after single-dose
intravenous and oral administration of salbutamol sulfate, respectively, to normal volunteers
who had received digoxin for 10 days. The clinical significance of these findings for patients
with obstructive airway disease who are receiving salbutamol sulfate and digoxin on a chronic
basis is unclear. Nevertheless, it would be prudent to carefully evaluate the serum digoxin
levels in patients who are currently receiving digoxin and AIRSUPRA.

6. Monoamine Oxidase Inhibitors or Tricyclic Antidepressants
AIRSUPRA should be administered with extreme caution to patients being treated with
monoamine oxidase inhibitors or tricyclic antidepressants, or within 2 weeks of
discontinuation of such agents, because the action of salbutamol sulfate on the cardiovascular
system may be potentiated.

4.6 Pregnancy and lactation

Pregnancy

Because of the potential for beta-agonist interference with uterine contractility, use of AIRSUPRA
during labour should be restricted to those patients in whom the benefits clearly outweigh the risk.
AIRSUPRA has not been approved for the management of pre-term labour. Serious adverse reactions,
including pulmonary oedema, have been reported during or following treatment of premature labour
with beta2-agonists, including salbutamol.

Studies in animals have shown reproductive toxicity (see section 5.3) of salbutamol. Safety in pregnant
women has not been established. No controlled clinical trials with salbutamol have been conducted in
pregnant women. Rare reports of various congenital anomalies following intrauterine exposure to
salbutamol (including cleft palate, limb defects and cardiac disorders) have been received. Some of the
mothers were taking multiple medications during their pregnancies. AIRSUPRA should not be used
during pregnancy unless clearly necessary.



Despite a large amount of data (more than 1000 pregnancy outcomes) on pregnant women, there is
insufficient robust evidence to indicate malformative toxicity of inhaled budesonide.

Breast-feeding
As salbutamol is probably secreted in breast milk, its use in nursing mothers requires careful
consideration. It is not known whether salbutamol has a harmful effect on the neonate, and so its use
should be restricted to situations where the expected benefit to the mother is likely to outweigh any
potential risk to the neonate.

Budesonide is excreted in breast milk. However, at therapeutic doses of AIRSUPRA no effects on the
suckling child are anticipated.

Fertility
There is no information on the effects of salbutamol on human fertility. There were no adverse effects
on fertility in animals (see section 5.3).

Budesonide did not cause any adverse effects on fertility in rats. It is unlikely that AIRSUPRA
administered at the recommended dose will affect fertility in humans.

4.7 Effects on ability to drive and use machines

AIRSUPRA is not expected to adversely affect the ability to drive or use machines.

Driving or using machinery should be undertaken with caution until the effect of Airsupra on the
individual is established

4.8 Undesirable effects

Overall summary of the safety profile

Since AIRSUPRA contains both salbutamol and budesonide, the safety profile is related to the
individual components of the combination. No increased incidence of adverse reactions has been seen
following concurrent administration of the two compounds. The most common drug related adverse
reactions are pharmacologically predictable side effects of beta2-agonist therapy, such as tremor.

Adverse Drug Reactions
Adverse drug reactions (ADRs) are organised by MedDRA System Organ Class (SOC). Within each
SOC, preferred terms are arranged by decreasing frequency and then by decreasing seriousness.
Frequencies of occurrence of adverse reactions are defined as: very co

not known (cannot be estimated from available data).

Adverse drug reactions which have been associated with the individual components of AIRSUPRA,
either alone or in combination, as evaluated in clinical trials, literature reports, or in a post-marketing
setting, are given in Table 1.



Table 1. Adverse drug reactions

MedDRA SOC MedDRA Term Frequency

Infections and infestations Candida infection in the oropharynx Common

Immune system disorders Immediate and delayed
hypersensitivity reactions including
rash, contact dermatitis, urticaria,
angioedema, bronchospasm and

anaphylactic reaction

Rare

Endocrine disorders Signs or symptoms of systemic
glucocorticosteroid effect, including
hypofunction of the adrenal gland
and reduction of growth rate

Rare

Metabolism and nutrition disorders Hypokalaemia Rare

Psychiatric disorders Nervousness, restlessness,
depression, behavioural disturbances

Rare

Nervous system disorders Tremor, headache Common

Hyperactivity Very rare

Cardiac disorders Tachycardia Common

Palpitations Uncommon

Cardiac arrhythmias (including atrial
fibrillation, supraventricular
tachycardia and extrasystoles)

Very rare

Myocardial ischaemia Unknown

Vascular disorders Peripheral vasodilatation Rare

Respiratory, thoracic and mediastinal
disorders

Mild irritation in the throat,
dysphonia, cough

Common

Paradoxical bronchospasm Very rare

Gastrointestinal disorders Mouth irritation Uncommon

Skin and subcutaneous tissue disorders Skin bruising Rare

Musculoskeletal and connective tissue
disorders

Muscle cramps Uncommon

Description of selected adverse reaction
Symptoms of systemic glucocorticosteroid effect, including hypofunction of the adrenal gland and
reduction of growth rate, may occur with inhaled glucocorticosteroids, probably depending on dose,
exposure time, concomitant and previous glucocorticosteroid exposure, and individual sensitivity.

Reporting of suspected adverse reactions
Reporting suspected adverse reactions after authorization of AIRSUPRA is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product.



Suspected side effects of PT AstraZeneca Indonesia's products can be reported online via the
link http://contactazmedical.astrazeneca.com or by scanning the following QR code:

Reporting suspected product side effects to PT AstraZeneca Indonesia does not replace medical
consultation or treatment by a doctor. For medical advice, diagnosis or treatment, please consult
your doctor or healthcare professional.

Reporting of suspected adverse drug events can also be sent to Pusat Farmakovigilans/MESO Nasional
Badan Pengawas Obat dan Makanan (BPOM) by filling out the online form: https://e-
meso.pom.go.id/ADR or via email pv-center@pom.go.id or by direct reporting addressed to:
Pusat Farmakovigilans/MESO Nasional
Badan Pengawas Obat dan Makanan (BPOM)
Direktorat Pengawasan Keamanan, Mutu, dan Ekspor Impor Obat, Narkotika, Psikotropika, Prekursor
dan Zat Adiktif
Badan Pengawas Obat dan Makanan RI
Jl. Percetakan Negara No. 23
Jakarta 10560

4.9 Overdose

AIRSUPRA contains both salbutamol and budesonide; therefore, the risks associated with overdosage
for the individual components described below apply to AIRSUPRA.

Salbutamol
The most common signs and symptoms of overdose with salbutamol are transient beta agonist
pharmacologically mediated events, including tachycardia, tremor, hyperactivity and metabolic effects
including hypokalaemia (see sections 4.4 and 4.8).

Hypokalaemia may occur following overdose with salbutamol. Serum potassium levels should be
monitored. Lactic acidosis has been reported in association with high therapeutic doses as well as
overdoses of short-acting beta-agonist therapy, therefore monitoring for elevated serum lactate and
consequent metabolic acidosis (particularly if there is persistence or worsening of tachypnoea despite
resolution of other signs of bronchospasm such as wheezing) may be indicated in the setting of
overdose.

Budesonide
Acute overdosage with budesonide, even in excessive doses, is not expected to be a clinical problem.
However, the plasma cortisol level will decrease and number and percentage of circulating neutrophils



will increase. The number and percentage of lymphocytes and eosinophils will decrease concurrently.
When used chronically in excessive doses, systemic glucocorticosteroid effects, such as hyper
corticism and adrenal suppresion, may appear.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Mechanism of action

AIRSUPRA contains both salbutamol and budesonide; therefore, the mechanisms of action described
below for the individual components apply to AIRSUPRA. These drugs represent two classes of
medications (a short-acting selective beta2-adrenergic agonist and a synthetic corticosteroid) that have
different effects on clinical, physiological, and inflammatory indices of asthma.

Salbutamol is a selective beta2-adrenoceptor agonist. At therapeutic doses it acts on the
beta2-adrenoceptors of bronchial muscle providing short acting (4-6 hour) bronchodilation with a fast
onset (within 5 minutes) in reversible airways obstruction.

Budesonide is a glucocorticosteroid which when inhaled has a rapid (within hours) and dose-dependent
anti-inflammatory action in the airways, resulting in reduced symptoms and fewer asthma
exacerbations. Inhaled budesonide has a lower incidence and severity of adverse effects than those
seen with oral corticosteroids. The exact mechanism responsible for the anti-inflammatory effect of
glucocorticosteroids is unknown.

Clinical efficacy and safety

The efficacy of AIRSUPRA was evaluated in the 2 clinical randomized, double-blind, multicenter
studies MANDALA and DENALI in subjects with mild to severe asthma as described below. While
patients 12 to 17 years of age were included in these trials, AIRSUPRA is not approved in this age
group; therefore, efficacy results are presented for adults only

MANDALA
The efficacy of AIRSUPRA 180 mcg/160 mcg was evaluated in patients 12 years of age and older
with moderate to severe asthma in MANDALA, a randomised, double-blind, multicentre study.
MANDALA was a variable length exacerbation study with at least 24 weeks duration.

Patients 12 years of age and older were randomised (1:1:1) and received at least one dose of
AIRSUPRA, salbutamol/budesonide 180 mcg/80 mcg or salbutamol 180 mcg as needed. Patients were
required to be receiving medium to high dose inhaled corticosteroids (ICS) or low to high dose
ICS/long-acting beta2-adrenergic agonists (LABA), with or without another controller medicine as
maintenance therapy. All patients continued their own maintenance therapy throughout the trial.
MANDALA was conducted in symptomatic patients with moderate to severe asthma, a history of at
least 1 severe asthma exacerbation in the year prior to screening, pre-bronchodilator FEV1 40 to <

to salbutamol.

The efficacy population (n=3040) in MANDALA had a mean age of 51 years (range: 12 to 84 years),
with 66% female, 82% Caucasian, and 25% of Hispanic or Latino ethnicity. The median duration of



asthma was 20 years (range: 1 to 80 years) since the first diagnosis of asthma. The mean pre-
bronchodilator percent predicted FEV1 was 68% (range 22% to 126%).

The overall patterns of use of AIRSUPRA and salbutamol 180 mcg were similar during the
randomised treatment period.

The primary efficacy endpoint was the time to first severe asthma exacerbation (defined as worsening
or onset of asthma symptoms that required systemic corticosteroids for at least 3 days or an emergency
room visit that led to the use of systemic corticosteroids for at least 3 days or a hospitalisation for at
least 24 hours due to asthma).

Treatment with AIRSUPRA, compared with salbutamol 180 mcg, demonstrated statistically significant
reductions in the risk of severe asthma exacerbations, as assessed by the time to first severe asthma
exacerbation as described in Figure 1. Compared with salbutamol 180 mcg, patients receiving
AIRSUPRA experienced a statistically significant 27% reduction (Hazard Ratio
[HR] 0.73; 95% CI: 0.61, 0.88) in the risk of a severe asthma exacerbation (p<0.001).

Figure 1. Kaplan-Meier cumulative incidence curve for time to first exacerbation*

*Curve truncated when < 1% of patient population remained at risk.

There were reductions in severe asthma exacerbation risk regardless of exacerbation history (1 or > 1
in the past year), baseline lung function, and asthma severity (defined by background maintenance
therapy) compared with salbutamol 180 mcg.

Treatment with AIRSUPRA demonstrated a statistically significant reduction in the annual rate of
severe asthma exacerbations by 24% compared with salbutamol 180 mcg as shown in Table 2.



Table 2. Annualized rate of severe exacerbations in patients 12 years of age and older
with moderate to severe asthma

n

Number
of severe

exacerbations
Annualized

Rate

Rate Ratio vs
Salbutamol
(95% CI) P-value

AIRSUPRA 1013 334 0.45 0.76 (0.62, 0.93) p=0.008

Salbutamol 180 mcg 1014 413 0.59

The annualised total systemic corticosteroid (SCS) dose due to asthma was calculated for each patient
during the study period. For patients treated with AIRSUPRA, the annualised total SCS dose when
compared with salbutamol 180 mcg demonstrated a statistically significant reduction in mean
annualized dose of 43 mg per patient [AIRSUPRA (86 mg) vs salbutamol 180 mcg (129 mg)].

Asthma control was assessed using the Asthma Control Questionnaire (ACQ-5) responder analysis.
Responders were defined as patients with an improvement of 0.5 or more in overall ACQ-5 score at
Week 24 compared to baseline. The percentage of ACQ-5 responders at Week 24 for AIRSUPRA was
67% compared with 62% for salbutamol 180 mcg (odds ratio 1.22; 95% CI: 1.02, 1.47).

Asthma quality of life was assessed using the Asthma Quality of Life Questionnaire (AQLQ+12).
Responders were defined as those with an improvement of 0.5 or more in AQLQ score at Week 24
compared to baseline. The percentage of responders at Week 24 for AIRSUPRA was 51% compared
with 46% for salbutamol 180 mcg (odds ratio 1.23; 95% CI: 1.02, 1.48).

DENALI
The efficacy of AIRSUPRA on lung function was evaluated in patients 12 years of age and older with
mild to moderate asthma who were previously treated with as-needed short-acting beta2-agonists
(SABA) alone or with low-dose ICS maintenance therapy plus as-needed SABA. DENALI was a
double-blind, active-comparator and placebo-controlled lung function study conducted over 12 weeks.
Patients were randomized 1:1:1:1:1 to receive AIRSUPRA, salbutamol/budesonide 180 mcg/80 mcg,
budesonide 160 mcg, salbutamol 180 mcg, or placebo, all administered 4 times daily. Only the results
for the approved dose of AIRSUPRA are described below.

The study population (n=989) had a mean age of 49 years (range: 12 to 90 years) with 62% female,
89% Caucasian, and 28% of Hispanic or Latino ethnicity, and a median duration of asthma of 21 years.
At screening, subjects had a pre-bronchodilator FEV1 of 50 to < 85% predicted normal value for
subjects 18 years of age and older 50% predicted normal value for subjects 12 to 17 years of age.
All subjects were required to demonstrate reversibility to salbutamol. The mean pre-bronchodilator
percent predicted FEV1 was 66% (range: 45 to 107%).

The dual primary endpoints were change from baseline in FEV1 AUC0-6 hours over the 12-week
treatment period comparing AIRSUPRA with budesonide 160 mcg and change from baseline in trough
FEV1 at Week 12 comparing AIRSUPRA with salbutamol 180 mcg.

For FEV1 AUC0-6 hours, AIRSUPRA showed statistically significantly greater improvements compared
with budesonide 160 mcg (80.7 mL; 95% CI: 28.4, 132.9; p-value=0.003).

For trough FEV1, AIRSUPRA showed statistically significantly greater improvements compared with
salbutamol 180 mcg (132.8 mL; 95% CI: 63.6, 201.9; p-value <0.001).



15% increase in FEV1 post-dose within 30 minutes on Day
1) was observed in 50% of subjects treated with AIRSUPRA and 43% of subjects treated with
salbutamol 180 mcg. Following a single dose on Day 1, the median time to onset and mean duration of
bronchodilation were 7.5 and 186.9 minutes with AIRSUPRA and 9.5 and 168.2 minutes with
salbutamol 180 mcg, respectively.

No diminution in the 6-hour bronchodilator effect was observed with AIRSUPRA as assessed by FEV1

following 12 weeks of treatment (Figures 2 and 3). Post-dose FEV1 AUC0-6 for AIRSUPRA was at
Day One 240.8 mL and after 12 weeks 247.9 mL, compared to 212.6 mL and 137.5 mL respectively
for salbutamol 180 mcg.

Figure 2. Mean change from baseline FEV1 12 years of age)*

*Baseline FEV1 is defined as the average of the 60- and 30-minute pre-dose results on the date of randomization. Error bars represent the
standard error of mean estimates.



Figure 3. Mean change from baseline FEV1 at Week 12 12 years of age)*

*Baseline FEV1 is defined as the average of the 60- and 30-minute pre-dose results on the date of randomization. Error bars represent the
standard error of mean estimates.

Subjects receiving AIRSUPRA demonstrated an improvement from baseline in trough FEV1 at Week 1
when compared with salbutamol 180 mcg (107.9 mL; 95% CI: 48.1, 167.8).

Asthma control was assessed in subjects who were uncontrolled at baseline using the ACQ-7
responder analysis. Responders were defined as those with an improvement of 0.5 or more from
baseline to Week 12. The percentage of responders for AIRSUPRA were 66% compared with 47% for
salbutamol 180 mcg (odds ratio 2.3; 95% CI: 1.47, 3.69).

The incidence of severe exacerbations was an exploratory endpoint in DENALI. The number
(percentage) of subjects with at least 1 severe asthma exacerbation was lower in AIRSUPRA and
budesonide 160 mcg treatment groups at 4 (2.0%), and 4 (2.0%), respectively when compared with
salbutamol 180 mcg at 20 (10.2%) and placebo at 14 (7.1%).

5.2 Pharmacokinetic properties

Absorption

Salbutamol
Following inhaled administration of AIRSUPRA in healthy subjects, the median tmax of salbutamol
was 1.00 hour (individual values ranged from 0.08 to 6.05 hours). Geometric mean Cmax was 472.2
pg/mL (individual values ranged from 38.4 to 971 pg/mL).



Budesonide
Following inhaled administration in healthy subjects of AIRSUPRA, the median tmax of budesonide
was 0.33 hours (individual values ranged from 0.08 to 4.00 hours). Geometric mean Cmax was 272.8
pg/mL (individual values ranged from 51.7 to 819 pg/mL). Systemic exposure to budesonide with
AIRSUPRA did not exceed that from inhaled budesonide via a dry powder inhaler comparator in
healthy subjects.

Distribution

Salbutamol
Following inhaled administration of AIRSUPRA in healthy subjects, the mean apparent volume of
distribution (Vz/F) of salbutamol was 565.7 L. Salbutamol is bound to plasma proteins to the extent of
10%.

Budesonide
Following inhaled administration of AIRSUPRA in healthy subjects, the mean apparent volume of
distribution (Vz/F) of budesonide administered in AIRSUPRA was 1002.0 L. Budesonide plasma
protein binding averages 85-90%.

Biotransformation

Salbutamol
Salbutamol administered intravenously is cleared partly renally and partly by metabolism to the
inactive 4'-O-sulfate (phenolic sulfate).

Budesonide
Budesonide undergoes an extensive degree ( 90%) of biotransformation on first passage through the
liver to metabolites of low glucocorticosteroid activity. The glucocorticosteroid activity of the major
metabolites, 6 -hydroxybudesonide and 16 -hydroxyprednisolone, is less than 1% of that of
budesonide. The metabolism of budesonide is primarily mediated by CYP3A, a subfamily of
cytochrome p450.

Elimination

Following inhaled single-dose administration with AIRSUPRA in healthy subjects, the mean terminal
half-life of salbutamol was estimated to be 7.1 hours (individual values ranged from 4.62 to 10.0
hours) and the mean terminal half-life of budesonide was estimated to be 4.1 hours (individual values
ranges from 2.46 to 6.15 hours).

Linearity/non-linearity

The kinetics of budesonide is dose-proportional at clinically relevant doses.



Special populations

Specific studies to examine the effects of age, sex, gender/ethnicity, or body weight on the
pharmacokinetics of AIRSUPRA have not been conducted.

Elderly patients
Based on available data, no adjustment of the dosage of AIRSUPRA in elderly patients is necessary.

The confirmatory trial of AIRSUPRA for asthma included 566 subjects aged 65 and older. No overall
differences in safety or effectiveness were observed between these subjects and younger subjects.

Renal impairment
There are no data regarding the specific use of AIRSUPRA in patients with renal impairment.

Hepatic impairment
There are no data regarding the specific use of AIRSUPRA in patients with hepatic impairment.

However, because budesonide is primarily eliminated via hepatic metabolism, an increased exposure
can be expected in patients with severe liver impairment.

Paediatric patients
The safety and effectiveness of AIRSUPRA have not been established in pediatric patients, and
AIRSUPRA is not indicated for use in this population.

Drug-Drug Interaction
Inhibitors of cytochrome P450 enzymes
Ketoconazole: As a strong inhibitor of cytochrome P450 (CYP) isoenzyme 3A4 (CYP3A4), the main
metabolic enzyme for corticosteroids, ketoconazole increased plasma levels of orally ingested
budesonide.

Cimetidine: At recommended doses, cimetidine, a nonspecific inhibitor of CYP enzymes, had a slight
but clinically insignificant effect on the pharmacokinetics of oral budesonide.

5.3 Preclinical safety data

Non-clinical data reveal no specific hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity and carcinogenic potential.

The toxicity observed in animal studies with budesonide and salbutamol were associated with
pharmacological actions or minor adaptive responses commonly observed in inhalation toxicology
studies and dose-dependent.

No non-clinical repeat dose toxicology, genotoxicity, carcinogenicity or reproductive toxicology
studies have been conducted with AIRSUPRA.

Salbutamol



In common with other potent selective beta2-agonists, salbutamol has been shown to be teratogenic in
mice when given subcutaneously. In a reproductive study, 9.3% of foetuses were found to have cleft
palate at 2.5 mg/kg dose. In rats, treatment at the levels of 0.5, 2.32, 10.75 and 50 mg/kg/day orally
throughout pregnancy resulted in no significant foetal abnormalities. The only toxic effect was an
increase in neonatal mortality at the highest dose level as the result of lack of maternal care.
Reproductive studies in the rabbit at doses of 50 mg/kg/day orally (900 times higher than the
maximum dose in humans on a mcg/m2 basis) have shown foetuses with treatment related changes;
these included open eyelids (ablepharia), secondary palate clefts (palatoschisis), changes in ossification
of the frontal bones of the cranium (cranioschisis) and limb flexure.

In an oral fertility and general reproductive performance study in rats at doses of 2 and 50 mg/kg/day
(450 times higher than the maximum dose in humans on a mcg/m2 basis), with the exception of a
reduction in number of weanlings surviving to day 21 post-partum at 50 mg/kg/day, there were no
adverse effects on fertility, embryofoetal development, litter size, birth weight or growth rate.

Budesonide

In animal reproduction studies, glucocorticosteroids such as budesonide have been shown to induce
malformations (cleft palate, skeletal malformations). However, these animal experimental results are
not relevant in humans at the recommended doses (see section 4.6). Budesonide demonstrated no
tumourigenic potential in mice. In rats, an increased incidence of hepatocellular tumours was observed,
considered to be a class-effect in rats from long-term exposure to corticosteroids.

AIRSUPRA contains the excipients 1,2-distearoyl-sn-glycero-3-phosphocholine (DSPC) and calcium
chloride as part of the spray-dried porous particle technology in the pressurised liquid propellant HFA-
134a. The safety of HFA-134a has been fully evaluated in preclinical studies. DSPC and calcium
chloride have a long history of safe use in man and are approved excipients worldwide.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Norflurane
1,2-distearoyl-sn-glycero-3-phosphocholine (DSPC)
Calcium chloride

6.2 Incompatibilities

Not applicable.

6.3 Shelf-life

Please refer to expiry date on the outer carton.
To be used within 9 months of opening the pouch

6.4 Special precautions for storage

Do not store above 30°C.

Store in a dry place.



6.5 Nature and contents of container

A pressurised metered dose inhaler, comprising an internally-coated aluminium canister, sealed with a
metering valve, fitted with an attached dose indicator and fitted into a white plastic actuator body with
a frosted clear plastic dust cap. Each inhaler is individually packaged in a foil laminate pouch
containing a desiccant sachet and placed into a carton.

6.6 Instructions for use, handling and disposal

The canister should not be broken, punctured or burnt, even when apparently empty. Do not use or
store near heat or open flames. Do not expose to temperatures above 49oC.

See also section 4.2 Posology and method of administration, and the patient information leaflet.
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