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SCHEDULING STATUS

sS4

1. NAME OF THE MEDICINE
DULERA® Inhaler 50/5 g (Pressurised metered-dose inhaler, liquid suspension)
DULERA® Inhaler 100/5 g (Pressurised metered-dose inhaler, liquid suspension)

DULERA® Inhaler 200/5 ug (Pressurised metered-dose inhaler, liquid suspension)

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

DULERA Inhaler 50/5 pg: Each metered dose delivers 50 ug of mometasone furoate and
5 pg of formoterol fumarate dihydrate.

DULERA Inhaler 100/5 ug: Each metered dose delivers 100 pg of mometasone furoate
and 5 ug of formoterol fumarate dihydrate.

DULERA Inhaler 200/5 ug: Each metered dose delivers 200 pg of mometasone furoate

and 5 g of formoterol fumarate dihydrate.

For the full list of excipients, see 6.1.

3. PHARMACEUTICAL FORM
The formulation is a white to off-white suspension contained within a pressurised canister

with a metering valve.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Asthma

DULERA is indicated for prophylactic maintenance treatment of asthma, in adults and children

5 years of age and older.
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DULERA should be used for asthmatic patients not adequately controlled with inhaled

corticosteroids and 'as needed' inhaled short acting betaz>-agonists.

DULERA may also be used in patients already adequately controlled on both inhaled

corticosteroids and long-acting betax-agonists, separately.

Chronic Obstructive Pulmonary Disease (COPD)
DULERA 200/5 ug is indicated for the prophylactic twice-daily maintenance treatment of
airflow obstruction in patients with chronic obstructive pulmonary disease (COPD),

including chronic bronchitis and/or emphysema.

Efficacy has not been demonstrated for more than 26 weeks in COPD.

4.2 Posology and method of administration
DULERA should be administered by oral inhalation only. After each dose, patients are
advised to rinse their mouth with water and spit out the contents, without swallowing.

This helps to reduce the risk of candidiasis.

Dosage

Asthma

Adult and adolescent patients aged 12 years and older

DULERA should be administered as two inhalations twice daily (morning and evening) by oral

inhalation.
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When choosing the starting dosage strength of DULERA, consider the patient’s disease
severity based on their previous asthma therapy, including the inhaled corticosteroid dosage,

as well as the patient’s current control of asthma symptoms and risk of future exacerbation.

For patients whose asthma is currently controlled, the recommended dose for DULERA

treatment based on prior asthma therapy is provided in Table 1.

Table 1: Recommended Dosages for DULERA

Previous Therapy Recommended Dose Maximum Recommended
Daily Dose

Inhaled low dose DULERA 50/5 ug, 2 200/20 pg

corticosteroids inhalations twice daily

Inhaled medium dose DULERA 100/5 pg, 2 400/20 pg

corticosteroids inhalations twice daily

Inhaled high dose DULERA 200/5 pg, 2 800/20 ug

corticosteroids inhalations twice daily

For patients who have not previously received inhaled corticosteroids but are recommended to
be at the lowest dose of mometasone in the combination, the recommended starting dose must

be decided by the medical practitioner depending upon asthma severity.

The maximum daily recommended dose is two inhalations of DULERA 200/5 ug twice daily for

patients 12 years of age and older. If symptoms arise between doses, an inhaled short-acting

betas-agonist should be used for immediate relief.

Paediatric patients aged 5 to less than 12 years
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For patients aged 5 to less than 12 years, the dosage is two inhalations of DULERA 50/5 ug
twice daily (morning and evening) by oral inhalation. The maximum recommended daily
dosage is 200/20 ug. If symptoms arise between doses, an inhaled short-acting beta-

agonist should be taken for immediate relief.

All patients aged 5 years and older

Patients should be regularly reassessed by a doctor.

If a previously effective dosage regimen of DULERA fails to provide adequate control of
asthma, the therapeutic regimen should be re-evaluated and additional therapeutic
options, e.g., replacing the current strength of DULERA with a higher strength, adding

additional inhaled corticosteroid, or initiating oral corticosteroids should be considered.

After asthma stability has been achieved, it is desirable to titrate to the lowest effective

dosage.

Chronic Obstructive Pulmonary Disease (COPD)

The dosage for the majority of patients with COPD is 2 inhalations of DULERA 200/5 pg

twice daily.

Two inhalations of DULERA 100/5 ug, twice daily may be considered in some patients.

Method of administration

DULERA should be administered by oral inhalation only. Shake well before use.

The cap from the mouthpiece of the actuator should be removed before using DULERA.
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The DULERA canister should only be used with the DULERA actuator. The DULERA actuator
should not be used with any other inhalation medicinal product. Actuators from other products

should not be used with the DULERA canister.

The canister should not be removed from the actuator because the correct amount of
medication may not be discharged; the dose counter may not function properly; reinsertion may

cause the dose counter to count down by 1 and discharge a puff.

4.3 Contraindications

Hypersensitivity to mometasone furoate, formoterol fumarate or to any of the excipients.

Active treated/untreated or quiescent tuberculous infections of the respiratory tract.

4.4 Special warnings and precautions for use

Exacerbations

In a 26-week, randomised, double-blind, post-marketing clinical trial consisting of 11 729
patients ages 12 years and older, who received DULERA or mometasone furoate
monotherapy, there were no asthma-related intubations or asthma-related deaths in either

treatment arm.

These results are consistent with three other, similarly designed, post-marketing clinical trials
evaluating other ICS/LABA and ICS treatments for asthma, two in 23 360 patients aged 12
years and older (combined n=23 360), and one in 6 208 paediatric patients aged 4 to 11 years
(n=6 208). There were no asthma-related intubations or asthma-related deaths in the paediatric
trial and none of the 4 studies showed an increased risk of serious asthma events in ICS/LABA.

Therefore, these findings are considered applicable to the ICS/LABA class.
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DULERA should not be initiated in patients during rapidly deteriorating or potentially life-
threatening episodes of asthma or COPD. DULERA has not been studied in patients with

acutely deteriorating asthma or COPD.

The doctor or healthcare provider should reassess asthma or COPD therapy if symptoms
persist, if after dosing has been increased to maintain control, asthmatic episodes or
deterioration of COPD are not responsive to bronchodilators, or the patient exhibits decreased
lung function (e.g., decreased peak flow), the underlying condition may have deteriorated. In
such cases, consideration should be given to the need for additional oral corticosteroid or

alternative therapies.

Acute asthma or COPD episodes

DULERA is not indicated for rapid relief of bronchospasm or other acute episodes of asthma or
COPD. In the event of an acute attack, a short-acting beta-agonist should be used. A short
acting betaz-agonist should be available at all times. Patients must be informed of the need to

seek medical treatment immediately if their asthma or COPD deteriorates suddenly.

Excessive use of DULERA and use with other long-acting betaz-agonists

DULERA should not be used in conjunction with another long-acting betas-agonist.

In patients with asthma, the dose of DULERA should be individualised to the patient's needs

and should be at the lowest possible dose to fulfil the therapeutic objective.

The dose of DULERA should not be increased beyond the maximum recommended dose for

asthma or COPD (see 4.2). There is no evidence that supports that the administration of

DULERA in amounts greater than recommended doses, increases efficacy.
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Oropharyngeal Candidiasis

During clinical trials with DULERA, oral candidiasis which is associated with the use of inhaled
glucocorticosteroids, occurred. The infection may require treatment with appropriate antifungal
therapy and in some patients, discontinuation of DULERA may be necessary. To reduce the
occurrence of oropharyngeal candidiasis, after dosing with DULERA, advise patients to rinse

their mouth with water and spit out the contents without swallowing.

Immunosuppression
Use DULERA with caution, if at all, in patients with untreated fungal, bacterial, systemic viral

infections or ocular herpes simplex (see 4.3).

Advise patients who are receiving corticosteroids or other immunosuppressant medicines of the
risk of exposure to certain infections (e.g., chickenpox, measles), and of the importance of

obtaining medical advice if such exposure occurs. This is of particular importance in children.

Transferring from systemic corticosteroid therapy

Particular care is needed for patients who are transferred from systemic active corticosteroids
to DULERA, because deaths due to adrenal insufficiency have occurred in asthmatic patients
during and after transfer from systematic corticosteroids to less systemically available inhaled
corticosteroids. After withdrawal from systemic corticosteroids, a number of months is required

for recovery of hypothalamic-pituitary-adrenal (HPA) axis function.

During periods of stress including trauma, surgery, infection or a severe asthma attack, patients
transferred from systemic corticosteroids will require supplementary treatment with a short
course of systemic corticosteroids, which is gradually tapered as symptoms subside. It is
recommended that such patients carry a supply of oral corticosteroids and a warning card

indicating their need and recommended dosage of systemic corticosteroids during stressful
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periods. Periodic testing of adrenocortical function, particularly measurement of early morning

plasma cortisol levels, is recommended.

In patients with asthma, transfer of patients from systemic corticosteroid therapy to DULERA
may unmask pre-existing allergic conditions previously suppressed by systemic corticosteroid

therapy. If this occurs, symptomatic treatment is recommended.

Systemic effects of corticosteroids

Systemic effects of inhaled corticosteroids such as mometasone in DULERA may occur,
particularly at high doses prescribed for prolonged periods. Possible systemic effects include
adrenal suppression, growth retardation in children and adolescents, decrease in bone mineral

density, cataracts and glaucoma.

It is important that the dose of DULERA is titrated in patients with asthma to the lowest dose at

which effective control of asthma is maintained.

Cases of cataracts and glaucoma have been reported with use of mometasone furoate, such

as in DULERA.

Visual disturbance may be reported with systemic and topical (including intranasal, inhaled and
intraocular) corticosteroid use. If a patient presents with symptoms such as blurred vision or
other visual disturbances, the patient should be considered for referral to an ophthalmologist for
evaluation of possible causes of visual disturbances, which may include cataract, glaucoma or
rare diseases such as central serous chorioretinopathy (CSCR), which have been reported

after use of systemic and topical corticosteroids.

Adrenal suppression
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When using inhaled DULERA, there is a possibility for clinically significant adrenal suppression,
especially after treatment with higher than recommended doses. This must be considered
during periods of stress or elective surgery, when additional systemic corticosteroids may be

needed.

Inhalation induced bronchospasm
When using DULERA, the potential for inhalation induced bronchospasm should be kept in
mind. If this occurs, DULERA should be discontinued immediately, and alternative therapy

substituted.

Concomitant conditions

DULERA should be used with caution in patients with ischaemic heart disease, cardiac
dysrhythmias (especially third-degree atrioventricular block), severe cardiac decompensation,
idiopathic sub-valvular aortic stenosis, severe hypertension, vascular aneurysm (e.g., aorta or
cerebrum), pheochromocytoma, hypertrophic obstructive cardiomyopathy, hyperthyroidism and

known or suspected prolongation of the QT interval (QTc > 0,44 sec), (see 4.5).

Hypokalaemia and hyperglycaemia

Potentially serious hypokalaemia may occur as a result of betas-agonist therapy, such as in
DULERA. Hypokalaemia may increase susceptibility to cardiac dysrhythmias. Particular caution
is advised in patients with severe asthma or COPD, as hypokalaemia may be potentiated by
hypoxia and concomitant treatment (see 4.5). It is recommended that serum potassium levels

be monitored in such situations.

Due to the hyperglycaemic effect of beta,-stimulants, including formoterol as in DULERA,

additional blood glucose monitoring is recommended in diabetic patients.
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Pneumonia and other lower respiratory tract infections
Doctors should remain vigilant for the possible development of pneumonia in patients with

COPD, as the clinical features of pneumonia and exacerbations of COPD frequently overlap.

In COPD patients, lower respiratory tract infections including pneumonia, have been reported

following the inhaled administration of corticosteroids, such as in DULERA.

Specific populations
Paediatric population < 5 years of age:
The safety and efficacy of DULERA have not been established in children less than 5 years

of age.

Paediatric population 5 years to less than 12 years of age

The safety and effectiveness of DULERA 50/5 ug two inhalations twice daily, has been
established in 851 patients with asthma, aged 5 to less than 12 years, in clinical trials up to
24 weeks of treatment duration. Patients in this age-group demonstrated efficacy and safety
results similar to those observed in patients aged 12 years and older who were treated with

DULERA (see 4.8).

Adolescent population 12 to 17 years of age

The safety and efficacy of DULERA have been established in 151 patients 12 to 17 years of
age, across 5 clinical trials up to 52 weeks in duration. Patients in this age-group demonstrated
efficacy and safety results similar to those observed in patients 18 years of age and older. In
addition, in a 26-week post-marketing trial consisting of 5 868 patients treated with DULERA,
similar safety and efficacy results were observed in 491 adolescent patients (ages 12 to 17
years), compared to 4 578 adult (18 to < 64 years of age) and 799 geriatric (= 65 years of age)

patients who were treated with DULERA.
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Geriatric population 2 65 years of age

The safety and efficacy of DULERA have been established in 118 patients 65 years of age and
older, across 5 clinical trials up to 52 weeks in duration. Patients in this age-group
demonstrated efficacy and safety results similar to those observed in patients 18 years of age
and older. In addition, in a 26-week post-marketing trial consisting of 5 868 patients treated with
DULERA, similar safety and efficacy results were observed in 799 geriatric (= 65 years of age)
patients compared to 4 578 adult (18 to < 64 years of age), and 491 adolescent (ages 12 to 17

years) patients who were treated with DULERA.

4.5 Interaction with other medicines and other forms of interaction
No formal interaction studies have been performed with DULERA. The interactions of the

DULERA combination are expected to reflect those of the individual components.

Interactions with strong CYP3A4 inhibitors:

Co-administration with strong CYP3A4 inhibitors (e.g., ketoconazole, itraconazole,
clarithromycin, ritonavir, cobicistat-containing products), may lead to increased exposure to
corticosteroids, and therefore the potential for increased risk of systemic corticosteroid side
effects. Consider the benefit of co-administration versus the potential risk of systemic
corticosteroid effects, in which case patients should be monitored for systemic corticosteroid

side effects.

Adrenergic agents: Concomitant administration of other sympathomimetic agents may

potentiate the undesirable effects of formoterol.
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Xanthine derivatives and diuretics: Concomitant treatment with xanthine derivatives or
non-potassium sparing diuretics may potentiate the possible hypokalaemic effect of beta.-

agonists (see 4.4).

Monoamine oxidase inhibitors, tricyclic antidepressants and medicines known to
prolong the QTc interval: Formoterol as in DULERA, should be administered with caution
to patients being treated with medicines such as quinidine, disopyramide, procainamide,
phenothiazines, macrolides, azole antifungals, monoamine oxidase inhibitors including
linezolid and tricyclic antidepressants, or any medicine known to prolong the QTc interval,
because the action of adrenergic agonists on the cardiovascular system may be potentiated
by these agents. Medicines that are known to prolong the QTc-interval have an increased

risk of ventricular dysrhythmias (see 4.4).

Beta-adrenergic receptor antagonists: Beta-adrenergic blockers may weaken or
antagonise the effect of formoterol. Therefore DULERA should not be given with beta-

adrenergic blockers (including eye drops).

Halogenated hydrocarbons (Inhalation medicines used in anaesthetics)

There is an elevated risk of dysrhythmias in patients receiving concomitant anaesthesia with

halogenated hydrocarbons.

4.6 Fertility, pregnancy and lactation

Safety in pregnancy and lactation has not been established.

Infants born of mothers who received corticosteroids during pregnancy are to be observed

carefully for hypoadrenalism.
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Formoterol may inhibit labour due to a relaxant effect on uterine smooth muscle.

4.7 Effects on ability to drive and use machines
DULERA may cause dizziness. Patients experiencing dizziness should avoid driving and use

of machines.

4.8 Undesirable effects

Asthma

Adult and adolescent patients 12 years and older

In four trials ranging from 12 to 52 weeks involving 1 132 patients with asthma receiving
DULERA 50/5 ug, DULERA 100/5 ug or DULERA 200/5 pg, the most frequent treatment-
related adverse reactions were dysphonia (1,4 %), oral candidiasis (1,2 %) and headache
(1,2 %). These and other undesirable effects reported from these clinical trials are listed in

the table below.

All ADRs are listed by class and frequency.

Table 2: Adverse reactions reported during clinical trials for DULERA
Very common (= 1/10); Common (= 1/100 to < 1/10); Uncommon (= 1/1 000 to <
1/100); Rare (= 1/10 000 to < 1/1 000)
System Organ Adverse Event Frequency
Class
Infections and Oral candidiasis Common
infestations Pharyngitis Uncommon
Immune system Hypersensitivity reactions with
disorders the following manifestations:
Bronchospasm’ Rare
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prolonged

Allergic dermatitis’ Rare
Urticaria Uncommon
Psychiatric Insomnia Uncommon
disorders Nervousness* Rare
Nervous system Headache Common
disorders Tremor, dizziness* Uncommon
Eye disorders Lens disorders*! Uncommon
Increased intraocular pressure Rare
Cardiac disorders Tachycardia, palpitations Uncommon
Vascular disorders Hypertension Uncommon
Respiratory, thoracic | Dysphonia Common
and mediastinal Pharyngolaryngeal pain, throat Uncommon
disorders irritation
Gastrointestinal Nausea, dry mouth Uncommon
disorders
Musculoskeletal and | Muscle spasm* Uncommon
connective tissue
disorders
Investigations Electrocardiogram QT Rare

*Reported in a 52-week study

TAs measured by a = 1 point change in the Lens Opacities Classification System, Version IlI

(LOCS 1ll). No incidences of appearance of posterior subcapsular cataracts were reported.

In a 26-week, randomised, double-blind, post-marketing clinical trial consisting of 11 729
patients aged 12 years and older, who received at least one dose of DULERA (100 ug/5 ug

or 200 ug/5 pg) or mometasone furoate monotherapy (100 ug or 200 ug), safety outcomes
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were generally comparable to those observed in earlier clinical trials; no new safety signals
were identified. There were no asthma-related intubations (endotracheal) or asthma-related
deaths in patients treated with DULERA. The overall incidence of serious adverse events

was low (2,3 %).

Paediatric patients 5 years to less than 12 years of age

The safety data for paediatric patients 5 years to less than 12 years of age are primarily
based on a clinical trial of 24 weeks treatment duration with a 2-week safety follow-up. A
total of 181 patients with asthma (92 male and 89 female) who were receiving any ICS/LABA
therapy at trial entry, were randomised to either DULERA 50/5 ug (n=91) or mometasone
furoate MDI 50 ug (n=90), each administered as 2 inhalations twice daily. Common
treatment-emergent adverse events that occurred in patients treated with DULERA with an

incidence of 2 3 % included influenza, upper respiratory tract infection and headache.

To further evaluate the safety profile of DULERA, 50 ug mometasone furoate 2 inhalations
twice daily from the trial was pooled with the same dose in a 12-week placebo-controlled

clinical trial consisting of 578 patients with asthma. The most common treatment-emergent
adverse events occurring in patients treated with DULERA with an incidence of 2 3 % were

influenza and upper respiratory tract infection.

Overall, the safety profile for paediatric patients is similar to that observed in patients aged
12 years and older; there were no new safety signals or apparent dose-related adverse

events.

COPD
In two clinical trials ranging from 26 to 52 weeks, involving 2 251 patients with COPD and

receiving DULERA 100 ug/5 ug or 200 ug/5 pg, the following additional adverse reactions
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were reported with uncommon frequency (= 1/1 000 to < 1/100): Oral pain, diabetes mellitus,

dysgeusia, somnolence and pruritus.

Post-marketing experience

The following side effects have been reported in post-marketing use and the frequencies are
unknown: Hypokalaemia; hyperglycaemia, angina pectoris, cardiac dysrhythmias (e.g., atrial
fibrillation, ventricular extrasystoles, tachydysrhythmia), hypersensitivity reactions (e.g., rash,
angioedema and anaphylactic reaction), asthma aggravation (e.g., cough, dyspnoea,

wheezing and bronchospasm), and vision blurred.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicine is important. It
allows continued monitoring of the benefit/risk balance of the medicine. Healthcare
professionals are asked to report any suspected adverse reactions to SAHPRA via the “6.04
Adverse Drug Reaction Reporting Form”, found online under SAHPRA's publications:

https://www.sahpra.org.za/Publications/Index/8.

4.9 Overdose
Mometasone furoate
Inhalation or oral administration of excessive doses of corticosteroids may lead to suppression

of HPA axis function.

Formoterol fumarate
Excessive formoterol fumarate is likely to lead to effects that are typical of betas-adrenergic
stimulants: Nausea, vomiting, headaches, tremor, drowsiness, palpitations, tachycardia,

ventricular dysrhythmias, metabolic acidosis, hypokalaemia, hyperglycaemia, hypertension.
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Treatment

DULERA: Supportive and symptomatic treatment is indicated. In serious cases, patients should
be hospitalised. Use of cardio-selective beta-blockers may be considered, but only under
supervision of a doctor and with extreme caution, since the use of beta-adrenergic blocker
medication may provoke bronchospasm. Adrenal function monitoring should be included as

part of management.

5. PHARMACOLOGICAL PROPERTIES

A.21.5.1 Corticosteroids and analogues

5.1 Pharmacodynamic properties
Mometasone furoate is a topical glucocorticosteroid with anti-inflammatory properties, and

formoterol is a selective betaz-adrenergic stimulant.

Mometasone furoate exerts anti-inflammatory effects through glucocorticoid receptors
(GRs). On binding the glucocorticoid, the GR heterocomplex dissociates and the ligand-
activated GR translocates from the cytoplasm to the nucleus. The activated GR may then
upregulate the transcription of anti-inflammatory genes by binding to specific DNA
sequences termed glucorticoid response elements. However, it is more likely that it is the
ability of glucocorticoids to suppress the transcription of genes may be their primary activity
to suppress inflammation. In this case, the activated GR interacts with transcription factors
apolipoprotein 1 (AP 1) or nuclear factor kappa B (NF-kB) to down regulate gene expression.
In addition, glucocorticoids have been shown to upregulate the expression of an inhibitor of

NF-kB.

Formoterol fumarate is a selective betaz-andrenergic stimulant. It exerts a bronchodilator

effect in patients with reversible airways obstruction. Formoterol inhibits the release of
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histamine and leukotrienes from passively sensitised human lung. Some anti-inflammatory
properties, such as inhibition of oedema and inflammatory cell accumulation, have been

observed in animal experiments.

Mometasone furoate
Affinity for binding to the GR corresponds to functional activity. Mometasone furoate binds
with very high affinity to the human GR and this leads to its potent inhibitory effects on cells

to reduce the synthesis and release of pro-inflammatory mediators and cytokines.

Mometasone furoate significantly inhibits the release of leukotrienes from leucocytes of
allergic patients. In cell culture, mometasone furoate demonstrated high potency in inhibition
of synthesis and release of IL-1, IL-5, IL-6 and TNFaq; it is also a potent inhibitor of the
production of the TH2 cytokines IL-4 and IL-5 from human CD4 + T-cells. In mixed
leukocytes from atopic patients, mometasone furoate was a more potent inhibitor of

leukotriene production than BDP (beclomethasone dipropionate).

In pre-clinical models, mometasone furoate has been shown to reduce the accumulation of
inflammatory cells including eosinophils, infiltrating into the upper and lower airways and to
improve lung function following allergen provocation. Additionally, mometasone furoate
reduced the number of lymphocytes and the levels of messenger RNA for the pro-allergic

cytokines IL-4 and IL-5.

Formoterol fumarate
In vitro studies on guinea pig trachea have indicated that racemic formoterol and its (R,R)-
and (S,S)-enantiomers are selective beta>-adrenoceptor agonists. The (S,S)-enantiomer was

800 to 1 000 times less potent than the (R,R)-enantiomer and did not affect the activity of the
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(R,R)-enantiomer on tracheal smooth muscle. No pharmacological basis for the use of one

of the two enantiomers in preference to the racemic mixture was demonstrated.

5.2 Pharmacokinetic properties

Absorption and bioavailability

Mometasone furoate

Following inhalation of single and multiple doses of DULERA, mometasone furoate (200 to
800 pg) was absorbed with a prolonged absorption phase. Median Tmax values ranged from
0,50 to 4 hours. Exposure to mometasone furoate increased with increasing inhaled dose,
but was not dose proportional. Absorbed mometasone furoate is cleared from plasma at a
rate of approximately 12,5 mL/min/kg, independent of dose. The effective t,» for
mometasone furoate following inhalation with DULERA was 25 hours. Using the steady-state
exposure to mometasone furoate when administered by inhalation from DULERA, and after
a single 1.V. dose from different studies, estimates of the absolute bioavailability were
approximately 14 % in healthy subjects and ranged from 5 to 7 % in asthmatic and COPD

patients.

In paediatric patients with asthma aged 5 to less than 12 years, following 12 weeks of 2
inhalations of mometasone furoate BID delivered via MDI (DULERA 50/5 ug or mometasone
furoate 50 ug, administered as two inhalations twice daily), mometasone furoate maximum
concentrations were achieved at a median Tnax of approximately 1,5 hours. The steady-state
arithmetic mean (CV %) Cmaxand AUC o.12 nr) values for mometasone furoate were 19 pg/mL

(56) and 121 pgehr/mL (42).

Formoterol fumarate
Following DULERA administration formoterol was absorbed with median Tmax values ranging

from 0,17 to 1,97 hours. Over the dose range of 10 to 40 ug for formoterol from DULERA,
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the exposure to formoterol was dose proportional. The mean tyz for formoterol in plasma was

9,1 hours.

Distribution

Mometasone furoate

After intravenous bolus administration, the mean steady-state volume of distribution (Vq) is
152 litres. The in vitro protein binding for mometasone furoate is high, 98 to 99 % in

concentration range of 5 to 500 ng/mL.

Formoterol fumarate
The plasma protein binding of formoterol was 61 to 64 % and binding to human serum

albumin was 34 %.

Metabolism

Mometasone furoate

Mometasone furoate is extensively metabolised in all species investigated. No major
metabolites have been identified. The portion of inhaled mometasone furoate dose that is
swallowed and absorbed from the gastrointestinal tract, undergoes extensive metabolism to
multiple metabolites. In human liver microsomes mometasone furoate is metabolised to
many metabolites, including 6-beta hydroxyl mometasone furoate which is formed by

cytochrome P450 3A4.

Formoterol fumarate

Formoterol is eliminated primarily by metabolism, with direct glucuronidation being the major
pathway of biotransformation. O-demethylation followed by glucuronidation is another
pathway. Minor pathways involve sulphate conjugation of formoterol, and deformylation

followed by sulphate conjugation. Multiple isozymes catalyse the glucuronidation (UGT1A1,

Page 20 of 23



1A3, 1A6, 1A7, 1A8, 1A9, 1A10, 2B7 and 2B15) and O-demethylation (CYP2D6, 2C19, 2C9
and 2A6) of formoterol, suggesting a low potential for interactions though inhibition of a
specific isozyme involved in formoterol metabolism. Formoterol did not inhibit cytochrome

P450 isozymes at therapeutically relevant concentrations.

Elimination
Mometasone furoate
A radio-labelled, orally inhaled dose is excreted mainly in the faeces (74 %) and to a lesser

extent in the urine (8 %).

Formoterol fumarate

Following oral administration of 80 ug of radio-labelled formoterol fumarate to 2 healthy
subjects, 59 to 62 % of the radioactivity was eliminated in the urine and 32 to 34 % in the
faeces over a period of 104 hours. In an oral inhalation study with DULERA, renal clearance
of formoterol from the blood was 217 mL/min. Following single inhaled doses of formoterol
ranging from 10 to 40 ug from DULERA, 6,2 to 6,8 % of the formoterol dose was excreted in

urine unchanged.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Inactive ingredients: hydrofluoroalkane (HFA-227), anhydrous alcohol, oleic acid.

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

24 months
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6.4 Special precautions for storage

Store at or below 25 °C. Do not freeze. Shake well before use.

6.5 Nature and contents of container

DULERA 50/5 ug Inhaler is supplied as a pressurised metered-dose inhaler. Each inhaler
contains 120 actuations (puffs).

DULERA 100/5 pg Inhaler is supplied as a pressurised metered-dose inhaler. Each inhaler
contains 120 actuations (puffs).

DULERA 200/5 pg Inhaler is supplied as a pressurised metered-dose inhaler. Each inhaler

contains 120 actuations (puffs).

The inhaler consists of a 16 mL aluminium canister internally coated with fluorinated
ethylene/propylene copolymer (FEP), closed with a 50 mcl metering valve and a polypropylene
press and breathe actuator with integrated dose counter and a polypropylene mouthpiece

cover.

The inhaler is stored in an outer carton.

DULERA Inhaler 50/5 ug Inhaler is not marketed.

7. HOLDER OF CERTIFICATE OF REGISTRATION

Organon South Africa (Pty) Ltd

Spaces, 1st Floor, 22 Magwa Crescent, Gateway West

Waterfall City, Midrand, 2090

South Africa
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8. REGISTRATION NUMBERS
DULERA Inhaler 50/5 ug: 46/21.5.1/0587
DULERA Inhaler 100/5 ug: 46/21.5.1/0588

DULERA Inhaler 200/5 pg: 46/21.5.1/0589

9. DATE OF FIRST AUTHORISATION

30 September 2016

10. DATE OF REVISION OF THE TEXT

26 August 2022

S-CCDS-MKO0887A-A0-112018

CCDS-MK0887A-A0-102019 (RCN number 000009567)
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	For patients who have not previously received inhaled corticosteroids but are recommended to be at the lowest dose of mometasone in the combination, the recommended starting dose must be decided by the medical practitioner depending upon asthma severity.
	The maximum daily recommended dose is two inhalations of DULERA 200/5 µg twice daily for patients 12 years of age and older. If symptoms arise between doses, an inhaled short-acting beta2-agonist should be used for immediate relief.
	26 August 2022

