CONFIDENTIAL

SERETIDE EVOHALER

Salmeterol/fluticasone propionate

QUALITATIVE AND QUANTITATIVE COMPOSITION
Each single actuation of SERETIDE provides:

Salmeterol xinafoate equivalent to 25 micrograms of salmeterol and 50, 125 or 250
micrograms of fluticasone propionate.

CLINICAL INFORMATION

Indications

Pharmaceutical form: Inhalation aerosol.

ASTHMA (Reversible Obstructive Airways Disease)

SERETIDE is indicated in the regular treatment of asthma (Reversible Obstructive
Airways Disease).

This may include:

Patients on effective maintenance doses of long-acting beta-agonists and inhaled
corticosteroids.

Patients who are symptomatic on current inhaled corticosteroid therapy.

Patients on regular bronchodilator therapy who require inhaled corticosteroids.

Chronic Obstructive Pulmonary Disease (COPD)

SERETIDE is indicated for the regular treatment of chronic obstructive pulmonary
disease (COPD) including chronic bronchitis and emphysema and has been shown to
reduce all-cause mortality.

Dosage and Administration

SERETIDE Evohaler is for inhalation only.
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Patients should be made aware that SERETIDE Evohaler must be used regularly for
optimum benefit, even when asymptomatic.

Patients should be regularly reassessed by a doctor, so that the strength of SERETIDE
they are receiving remains optimal and is only changed on medical advice.

ASTHMA (Reversible Obstructive Airways Disease)

The dose should be titrated to the lowest dose at which effective control of symptoms is
maintained. Where the control of symptoms is maintained with twice daily SERETIDE,
titration to the lowest effective dose could include SERETIDE given once daily.

Patients should be given the strength of SERETIDE containing the appropriate fluticasone
propionate dosage for the severity of their disease.

If a patient is inadequately controlled on inhaled corticosteroid therapy alone, substitution
with SERETIDE at a therapeutically equivalent corticosteroid dose may result in an
improvement in asthma control. For patients whose asthma control is acceptable on
inhaled corticosteroid therapy alone, substitution with SERETIDE may permit a reduction
in corticosteroid dose while maintaining asthma control. For further information, please
refer to the ‘Pharmacodynamics’ section.

Recommended Doses:
Adults and adolescents 12 years and older:-

Two inhalations of 25 micrograms salmeterol and 50 micrograms fluticasone propionate
twice daily.

or

Two inhalations of 25 micrograms salmeterol and 125 micrograms fluticasone propionate
twice daily.

or

Two inhalations of 25 micrograms salmeterol and 250 micrograms fluticasone propionate
twice daily.

Children 4 years and older:-

Two inhalations of 25 micrograms salmeterol and 50 micrograms fluticasone propionate
twice daily.

There are no data available for use of SERETIDE in children aged under 4 years.

Chronic Obstructive Pulmonary Disease (COPD)
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For adult patients the recommended dose is two inhalations 25/125 micrograms to 25/250
micrograms salmeterol/fluticasone propionate twice daily. At a dose of 50/500
micrograms twice daily, SERETIDE Accuhaler/Diskus has been shown to reduce all-
cause mortality (see Clinical Studies).

Special patient groups:-

There is no need to adjust the dose in elderly patients or in those with renal or hepatic
impairment.

Contraindications

SERETIDE is contraindicated in patients with a history of hypersensitivity to any of the
ingredients.

Warnings and Precautions

SERETIDE Evohaler is not for relief of acute symptoms for which a fast and short-acting
bronchodilator (e.g. salbutamol) is required. Patients should be advised to have their
relief medication available at all times.

Increasing use of short-acting bronchodilators to relieve symptoms indicates deterioration
of control and patients should be reviewed by a physician.

Sudden and progressive deterioration in control of asthma is potentially life-threatening
and the patient should be reviewed by a physician. Consideration should be given to
increasing corticosteroid therapy. Also, where the current dosage of SERETIDE has
failed to give adequate control of asthma, the patient should be reviewed by a physician.

Treatment with SERETIDE should not be stopped abruptly in patients with asthma due to
risk of exacerbation, therapy should be titrated-down under physician supervision. For
patients with COPD cessation of therapy may be associated with symptomatic
decompensation and should be supervised by a physician.

There was an increased reporting of pneumonia in studies of patients with COPD
receiving SERETIDE (see Adverse Reactions). Physicians should remain vigilant for the
possible development of pneumonia in patients with COPD as the clinical features of
pneumonia and exacerbation frequently overlap.

As with all inhaled medication containing corticosteroids, SERETIDE should be
administered with caution in patients with active or quiescent pulmonary tuberculosis.

SERETIDE should be administered with caution in patients with thyrotoxicosis.

Cardiovascular effects, such as increases in systolic blood pressure and heart rate, may
occasionally be seen with all sympathomimetic drugs, especially at higher than
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therapeutic doses. For this reason, SERETIDE should be used with caution in patients
with pre-existing cardiovascular disease.

A transient decrease in serum potassium may occur with all sympathomimetic drugs at
higher therapeutic doses. Therefore, SERETIDE should be used with caution in patients
predisposed to low levels of serum potassium.

Systemic effects may occur with any inhaled corticosteroid, particularly at high doses
prescribed for long periods; these effects are much less likely to occur than with oral
corticosteroids (see Overdose). Possible systemic effects include Cushing’s syndrome,
Cushingoid features, adrenal suppression, growth retardation in children and adolescents,
decrease in bone mineral density, cataract,glaucoma and central serous chorioretinopathy.

It is important, therefore for asthma patients, that the dose of inhaled corticosteroid is
titrated to the lowest dose at which effective control is maintained.

The possibility of impaired adrenal response should always be borne in mind in
emergency and elective situations likely to produce stress and appropriate corticosteroid
treatment considered (see Overdose).

It is recommended that the height of children receiving prolonged treatment with inhaled
corticosteroid is regularly monitored.

Because of the possibility of impaired adrenal response, patients transferring from oral
steroid therapy to inhaled fluticasone propionate therapy should be treated with special
care, and adrenocortical function regularly monitored.

Following introduction of inhaled fluticasone propionate, withdrawal of systemic therapy
should be gradual and patients encouraged to carry a steroid warning card indicating the
possible need for additional therapy in times of stress.

There have been very rare reports of increases in blood glucose levels (see Adverse
Reactions) and this should be considered when prescribing to patients with a history of
diabetes mellitus.

During post-marketing use, there have been reports of clinically significant drug
interactions in patients receiving fluticasone propionate and ritonavir, resulting in
systemic corticosteroid effects including Cushing’s syndrome and adrenal suppression.
Therefore, concomitant use of fluticasone propionate and ritonavir should be avoided,
unless the potential benefit to the patient outweighs the risk of systemic corticosteroid
side-effects (see Interactions).

It was observed in a drug interaction study that concomitant use of systemic ketoconazole
increases exposure to SEREVENT. This may lead to prolongation in the QTc interval.
Caution should be exercised when strong CYP3A4 inhibitors (e.g. ketoconazole) are co-
administered with SEREVENT. (see Interactions, and Pharmacokinetics).




CONFIDENTIAL

As with other inhalation therapy paradoxical bronchospasm may occur with an immediate
increase in wheezing after dosing. This should be treated immediately with a fast and
short-acting inhaled bronchodilator. Salmeterol-FP Accuhaler/Diskus or Evohaler should
be discontinued immediately, the patient assessed and alternative therapy instituted if
necessary. (see Adverse Reactions).

The pharmacological side-effects of beta-2 agonist treatment, such as tremor, subjective
palpitations and headache have been reported, but tend to be transient and to reduce with
regular therapy. (see Adverse Reactions).

Interactions

Both non-selective and selective beta-blockers should be avoided unless there are
compelling reasons for their use.

Under normal circumstances, low plasma concentrations of fluticasone propionate are
achieved after inhaled dosing, due to extensive first pass metabolism and high systemic
clearance mediated by cytochrome P450 3A4 in the gut and liver. Hence, clinically
significant drug interactions mediated by fluticasone propionate are unlikely.

A drug interaction study in healthy subjects has shown that ritonavir (a highly potent
cytochrome P450 3A4 inhibitor) can greatly increase fluticasone propionate plasma
concentrations, resulting in markedly reduced serum cortisol concentrations. During
post-marketing use, there have been reports of clinically significant drug interactions in
patients receiving intranasal or inhaled fluticasone propionate and ritonavir, resulting in
systemic corticosteroid effects including Cushing’s syndrome and adrenal suppression.
Therefore, concomitant use of fluticasone propionate and ritonavir should be avoided,
unless the potential benefit to the patient outweighs the risk of systemic corticosteroid
side-eftects.

Studies have shown that other inhibitors of cytochrome P450 3A4 produce negligible
(erythromycin) and minor (ketoconazole) increases in systemic exposure to fluticasone
propionate without notable reductions in serum cortisol concentrations. Nevertheless,
care is advised when co-administering potent cytochrome P450 3A4 inhibitors (e.g.
ketoconazole) as there is potential for increased systemic exposure to fluticasone
propionate.

Co-administration of ketoconazole and SEREVENT resulted in a significant increase in
plasma salmeterol exposure (1.4-fold Cmax and 15-fold AUC) and this may cause a
prolongation of the QTc interval. (see Warnings and Precautions, and Pharmacokinetics)

Pregnancy and Lactation

There are no data on human fertility. Animal studies indicate no effects of fluticasone
propionate or salmeterol xinafoate on male or female fertility.
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There are limited data in pregnant women. Administration of drugs during pregnancy
should only be considered if the expected benefit to the mother is greater than any
possible risk to the foetus or child.

Results from a retrospective epidemiological study did not find an increased risk of major
congenital malformations (MCMs) following exposure to fluticasone propionate when
compared to other inhaled corticosteroids, during the first trimester of pregnancy (see
Pharmacodynamics).

Reproductive toxicity studies in animals, either with single drug or in combination,
revealed the foetal effects expected at excessive systemic exposure levels of a potent
betaz-adrenoreceptor agonist and glucocorticosteroid. Extensive clinical experience with
drugs in these classes has revealed no evidence that the effects are relevant at therapeutic
doses.

Salmeterol and fluticasone propionate concentrations in plasma after inhaled therapeutic
doses are very low and therefore concentrations in human breast milk are likely to be
correspondingly low. This is supported by studies in lactating animals, in which low drug
concentrations were measured in milk. There are no data available for human breast
milk.

Administration during lactation should only be considered if the expected benefit to the
mother is greater than any possible risk to the child.

Effects on Ability to Drive and Use Machines

There have been no specific studies of the effect of SERETIDE on the above activities,
but the pharmacology of both drugs does not indicate any effect.

Adverse Reactions

All of the adverse reactions associated with the individual components, salmeterol
xinafoate and fluticasone propionate, are listed below. There are no additional adverse
reactions attributed to the combination product when compared to the adverse event
profiles of the individual components.

Adverse events are listed below by system organ class and frequency. Frequencies are
defined as: very common (> 1/10), common (>1/100 to <1/10), uncommon (>1/1000 to
<1/100), rare (>1/10,000 to <1/1000) and very rare (<1/10,000). The majority of
frequencies were determined from pooled clinical trial data from 23 asthma and 7 COPD
studies. Not all events were reported in clinical trials. For these events, the frequency
was calculated based on spontaneous data.

Clinical Trial Data

Infections and infestations
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Common: Candidiasis of mouth and throat, pneumonia (in COPD patients).
Rare: Oesophageal candidiasis

Immune system disorders

Hypersensitivity Reactions:

Uncommon: Cutaneous hypersensitivity reactions, dyspnoea.
Rare: Anaphylactic reactions

Endocrine disorders

Possible systemic effects include (see Warnings and Precautions):
Uncommon: Cataract

Rare: Glaucoma

Metabolism and nutrition disorders

Uncommon: Hyperglycaemia.

Psychiatric disorders

Uncommon: Anxiety, sleep disorders.

Rare: Behavioural changes, including hyperactivity and irritability (predominantly in
children).

Nervous system disorders

Very common: Headache. (see Warnings and Precautions).

Uncommon: Tremor. (see Warnings and Precautions).

Cardiac disorders

Uncommon: Palpitations (see Warnings and Precautions), tachycardia, atrial fibrillation.
Rare: Cardiac arrhythmias including supraventricular tachycardia and extrasystoles.
Respiratory, thoracic and mediastinal disorders

Common: Hoarseness/dysphonia.

Uncommon: Throat irritation.

Skin and subcutaneous tissue disorders
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Uncommon: Contusions.
Musculoskeletal and connective tissue disorders

Common: Muscle cramps, arthralgia.

Postmarketing Data

Immune system disorders

Hypersensitivity reactions manifesting as:

Rare: Angioedema (mainly facial and oropharyngeal oedema) and bronchospasm.
Endocrine disorders

Possible systemic effects include (see Warnings and Precautions):

Rare: Cushing’s syndrome, Cushingoid features, adrenal suppression, growth retardation
in children and adolescents, decreased bone mineral density.

Respiratory, thoracic and mediastinal disorders

Rare: Paradoxical bronchospasm (see Warnings and Precautions)

Overdose

The available information on overdose with SERETIDE, salmeterol and/or fluticasone
propionate is given below:

The expected symptoms and signs of salmeterol overdosage are those typical of excessive
beta,—adrenergic stimulation, including tremor, headache, tachycardia, increases in
systolic blood pressure and hypokalaemia. There is no specific treatment for an overdose
of salmeterol and fluticasone propionate. If overdose occurs, the patients should be teated
supportively with appropriate monitoring as necessary. Acute inhalation of fluticasone
propionate doses in excess of those approved may lead to temporary suppression of the
hypothalamic-pituitary-adrenal axis. This does not usually require emergency action as
normal adrenal function typically recovers within a few days.

If higher than approved doses of SERETIDE are continued over prolonged periods,
significant adrenocortical suppression is possible. There have been very rare reports of
acute adrenal crisis, mainly occurring in children exposed to higher than approved doses
over prolonged periods (several months or years); observed features have included
hypoglycaemia associated with decreased consciousness and/or convulsions. Situations
which could potentially trigger acute adrenal crisis include exposure to trauma, surgery,
infection or any rapid reduction in the dosage of the inhaled fluticasone propionate
component.
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It is not recommended that patients receive higher than approved doses of SERETIDE. 1t
is important to review therapy regularly and titrate down to the lowest approved dose at
which effective control of disease is maintained (see Dosage and Administration).

PHARMACOLOGICAL PROPERTIES

Pharmacodynamics
Asthma

Salmeterol Multi-center Asthma Research Trial (SMART)

The Salmeterol Multi-center Asthma Research Trial (SMART) was a 28-week US study
that evaluated the safety of salmeterol compared to placebo added to usual therapy in
adult and adolescent subjects. Although there were no significant differences in the
primary endpoint of the combined number of respiratory-related deaths and respiratory-
related life-threatening experiences, the study showed a significant increase in asthma-
related deaths in patients receiving salmeterol (13 deaths out of 13,176 patients treated
with salmeterol versus 3 deaths out of 13,179 patients on placebo). The study was not
designed to assess the impact of concurrent inhaled corticosteroid use.

Safety and efficacy of salmeterol-FP versus FP alone in asthma

Two multi-centre 26-week studies were conducted to compare the safety and efficacy of
salmeterol-FP versus FP alone, one in adult and adolescent subjects (AUSTRI trial), and
the other in paediatric subjects 4-11 years of age (VESTRI trial). For both studies,
enrolled subjects had moderate to severe persistent asthma with history of asthma-related
hospitalisation or asthma exacerbation in the previous year. The primary objective of each
study was to determine whether the addition of LABA to ICS therapy (salmeterol-FP)
was non-inferior to ICS (FP) alone in terms of the risk of serious asthma related events
(asthma-related hospitalisation, endotracheal intubation, and death). A secondary efficacy
objective of these studies was to evaluate whether ICS/LABA (salmeterol-FP) was
superior to ICS therapy alone (FP) in terms of severe asthma exacerbation (defined as
deterioration of asthma requiring the use of systemic corticosteroids for at least 3 days or
an in-patient hospitalisation or emergency department visit due to asthma that required
systemic corticosteroids).

A total of 11,679 and 6,208 subjects were randomized and received treatment in the
AUSTRI and VESTRI trials, respectively. For the primary safety endpoint, non-inferiority
was achieved for both trials (see Table below).




CONFIDENTIAL

Serious Asthma-Related Events in the 26-Week AUSTRI and VESTRI Trials

AUSTRI VESTRI
Salmeterol-FP FP Alone Salmeterol-FP FP Alone
(n=15,834) (n=5,845) (n=13,107) (n=3,101)

Composite endpoint 34 (0.6%) 33 (0.6%) 27 (0.9%) 21 (0.7%)
(Asthma-related
hospitalisation,
endotracheal intubation,
or death)
Salmeterol-FP/FP Hazard 1.029 1.285
ratio (95% CI)

(0.638-1.662)? (0.726-2.272)°
Death 0 0 0 0
Asthma-related 34 33 27 21
hospitalisation
Endotracheal intubation 0 2 0 0

& If the resulting upper 95% CI estimate for the relative risk was less than 2.0, then non-
inferiority was concluded.

If the resulting upper 95% CI estimate for the relative risk was less than 2.675, then
non-inferiority was concluded.

For the secondary efficacy endpoint, reduction in time to first asthma exacerbation for
salmeterol-FP relative to FP was seen in both studies, however only AUSTRI met
statistical significance:
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AUSTRI VESTRI
Salmeterol-FP FP Alone Salmeterol-FP FP Alone
(n=5,834) (n=5,845) (n=3,107) (n=3,101)
Number of subjects with 480 (8%) 597 (10%) 265 (9%) 309 (10%)
an asthma exacerbation
Salmeterol-FP/FP Hazard 0.787 0.859

ratio (95% CI)

(0.698, 0.888)

(0.729, 1.012)

Twelve month study

A large twelve-month study (Gaining Optimal Asthma ControL, GOAL) in 3416 asthma
patients compared the efficacy and safety of SERETIDE versus inhaled corticosteroid

alone in achieving pre-defined levels of asthma control. Treatment was stepped-up every
12 weeks until **Total control’ was achieved or the highest dose of study drug was
reached. Control needed to be sustained for at least 7 out of the last 8 weeks of treatment.

The study showed that:

e 71% of patients treated with SERETIDE achieved *Well-controlled’ asthma
compared with 59% of patients treated with inhaled corticosteroid alone.

e 41% of patients treated with SERETIDE achieved ***Total control’ of asthma
compared with 28% of patients treated with inhaled corticosteroid alone.

These effects were observed earlier with SERETIDE compared with inhaled

corticosteroid alone and at a lower inhaled corticosteroid dose.

The GOAL study also showed that:

e The rate of exacerbations was 29% lower with SERETIDE compared to inhaled
corticosteroid treatment alone.

e Attaining ‘Well controlled’ and ‘Totally controlled’ asthma improved Quality of Life
(QoL). 61% of patients reported minimal or no impairment on QoL, as measured by

an asthma specific quality of life questionnaire, after treatment with SERETIDE

compared to 8% at baseline.

*Well controlled asthma; less than or equal to 2 days with symptom score greater than 1
(symptom score 1 defined as ‘symptoms for one short period during the day’), SABA use
on less than or equal to 2 days and less than or equal to 4 occasions/week, greater than or
equal to 80% predicted morning peak expiratory flow, no night-time awakenings, no

exacerbations and no side effects enforcing a change in therapy.
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*Total control of asthma; no symptoms, no SABA use, greater than or equal to 80%
predicted morning peak expiratory flow, no night-time awakenings, no exacerbations and
no side effects enforcing a change in therapy.

Two further studies have shown improvements in lung function, percentage of symptom
free days and reduction in rescue medication use, at 60% lower inhaled corticosteroid
dose with SERETIDE compared to treatment with inhaled corticosteroid alone, whilst the
control of the underlying airway inflammation, measured by bronchial biopsy and
bronchoalveolar lavage, was maintained.

Additional studies have shown that treatment with SERETIDE significantly improves
asthma symptoms, lung function and reduces the use of rescue medication compared to
treatment with the individual components alone and placebo. Results from GOAL show
that the improvements seen with SERETIDE, in these endpoints, are maintained over at
least 12 months.

COPD

Symptomatic COPD patients without restriction to 10% reversibility to a short acting
betaz-agonist:-

Placebo-controlled clinical trials, over 6 months, have shown that regular use of both
SERETIDE 50/250 and 50/500 micrograms rapidly and significantly improves lung
function, significantly reduced breathlessness and the use of relief medication. There
were also significant improvements in health status.

Symptomatic COPD patients who demonstrated less than 10% reversibility to a short
acting betay-agonist:-

Placebo-controlled clinical trials, over 6 and 12 months, have shown that regular use of
SERETIDE 50/500 micrograms rapidly and significantly improves lung function,
significantly reduced breathlessness and the use of relief medication. Over a 12-month
period the risk of COPD exacerbations and the need for additional courses of oral
corticosteroids was significantly reduced. There were also significant improvements in
health status.

SERETIDE 50/500 micrograms was effective in improving lung function and health
status and reducing the risk of COPD exacerbations, in both current and ex-smokers.

TORCH study (TOwards a Revolution in COPD Health):

TORCH was a 3-year study to assess the effect of treatment with SERETIDE
Accuhaler/Diskus 50/500 micrograms twice daily, salmeterol Accuhaler/Diskus 50
micrograms twice daily, FP Accuhaler/Diskus 500 micrograms twice daily or placebo on
all-cause mortality in patients with COPD. Patients with moderate to severe COPD with a
baseline (pre-bronchodilator) FEV <60% of predicted normal were randomised to
double-blind medication. During the study, patients were permitted usual COPD therapy
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with the exception of other inhaled corticosteroids, long-acting bronchodilators, and long-
term systemic corticosteroids. Survival status at 3 years was determined for all patients
regardless of withdrawal from study medication. The primary endpoint was reduction in

all-cause mortality at 3 years for SERETIDE vs placebo.

SERETIDE
Placebo Salmeterol 50 FP 500 50/500
N=1524 N=1521 N=1534 N = 1533
All cause mortality at 3 years
Number of deaths 231 205 246 193
(%) (15.2%) (13.5%) (16.0%) (12.6%)
Hazard Ratio vs 0.879 1.060 0.825
Placebo (Cls) N/A (0.73, 1.06) (0.89, 1.27) (0.68, 1.00)
p value 0.180 0.525 0.052!
Hazard Ratio
SERETIDE 50/500 0.932 0.774
Vs components N/A (0.77, 1.13) (0.64, 0.93) N/A
(ClIs) 0.481 0.007
p value

1. P value adjusted for 2 interim analyses on the primary efficacy comparison from a log-rank analysis stratified by
smoking status

SERETIDE reduced the risk of dying at any time during the 3 years by 17.5% compared
to placebo (Hazard Ratio 0.825 (95% CI 0.68, 1.00, p=0.052; all adjusted for interim
analyses). There was a 12% reduction in the risk of dying at any time within 3 years from
any cause for salmeterol compared with placebo (p=0.180) and a 6% increase for FP
compared with placebo (p=0.525).

A supporting analysis using Cox's Proportional Hazards model gave a hazard ratio of
0.811 (95% CI1 0.670, 0.982, p=0.031) for SERETIDE vs placebo which represented a
19% reduction in the risk of dying at any time within 3 years. The model adjusted for
important factors (smoking status, age, sex, region, baseline FEV and Body Mass Index).
There was no evidence that treatment effects varied for these factors.

The percentage of patients who died within 3 years due to COPD-related causes was
6.0% for placebo, 6.1% for salmeterol, 6.9% for FP and 4.7% for SERETIDE.

SERETIDE reduced the rate of moderate to severe exacerbations by 25% (95% CI: 19%
to 31%; p<0.001) compared with placebo. SERETIDE reduced the exacerbation rate by
12% compared with salmeterol (95% CI: 5% to 19%, p=0.002) and 9% compared with
FP (95% CI: 1% to 16%, p=0.024). Salmeterol and FP significantly reduced exacerbation
rates compared with placebo by 15% (95% CI: 7% to 22%; p<0.001) and 18% (95% CI:
11% to 24%; p<0.001) respectively.
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Health Related Quality of Life, as measured by the St George’s Respiratory Questionnaire
(SGRQ) was improved by all active treatments in comparison with placebo. The average
improvement over three years for SERETIDE compared with placebo was -3.1 units (95%
CIL: -4.1 to -2.1; p<0.001), compared with salmeterol was -2.2 units (p<<0.001) and
compared with FP was -1.2 units (p=0.017).

Over the 3 year treatment period, FEV1 values were higher in subjects treated with
SERETIDE than for those treated with placebo (average difference over 3 years 92 mL,
95% CI: 75 to 108 mL; p<0.001). SERETIDE was also more effective than salmeterol or
FP in improving FEV1 (average difference 50 mL, p<0.001 for salmeterol and 44 mL,
p<0.001 for FP).

The estimated 3 year probability of having pneumonia reported as an adverse event was
12.3% for placebo, 13.3% for salmeterol, 18.3% for FP and 19.6% for SERETIDE
(Hazard ratio for SERETIDE vs placebo: 1.64, 95% CI: 1.33 to 2.01, p<0.001). There was
no increase in pneumonia related deaths; deaths while on treatment that were adjudicated
as primarily due to pneumonia were 7 for placebo, 9 for salmeterol, 13 for FP and 8 for
SERETIDE. There was no significant difference in probability of bone fracture (5.1%
placebo, 5.1% salmeterol, 5.4% FP and 6.3% SERETIDE; Hazard ratio for SERETIDE vs
placebo: 1.22, 95% CI: 0.87 to 1.72, p=0.248). The incidence of adverse events of eye
disorders, bone disorders, and HPA axis disorders was low and there was no difference
observed between treatments. There was no evidence of an increase in cardiac adverse
events in the treatment groups receiving salmeterol.

Fluticasone propionate containing medications in asthma during pregnancy

An observational retrospective epidemiological cohort study utilising electronic health
records from the United Kingdom was conducted to evaluate the risk of MCMs following
first trimester exposure to inhaled FP alone and SERETIDE relative to non-FP containing
ICS. No placebo comparator was included in this study.

Within the asthma cohort of 5362 first trimester ICS-exposed pregnancies, 131 diagnosed
MCMs were identified; 1612 (30%) were exposed to FP or SERETIDE of which 42
diagnosed MCMs were identified. The adjusted odds ratio for MCMs diagnosed by 1 year
was 1.1 (95%CI: 0.5 — 2.3) for FP exposed vs non-FP ICS exposed women with moderate
asthma and 1.2 (95%CI: 0.7 — 2.0) for women with considerable to severe asthma. No
difference in the risk of MCMs was identified following first trimester exposure to FP
alone versus SERETIDE. Absolute risks of MCM across the asthma severity strata ranged
from 2.0 to 2.9 per 100 FP-exposed pregnancies which is comparable to results from a
study of 15,840 pregnancies unexposed to asthma therapies in the General Practice
Research Database (2.8 MCM events per 100 pregnancies).

Mechanism of action:-

SERETIDE contains salmeterol and fluticasone propionate which have differing modes of
action. Salmeterol protects against symptoms, fluticasone propionate improves lung
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function and prevents exacerbations of the condition. SERETIDE can offer a more
convenient regime for patients on concurrent beta-agonist and inhaled corticosteroid
therapy. The respective mechanisms of action of both drugs are discussed below:

Salmeterol:-

Salmeterol is a selective long-acting (12 hour) betaz-adrenoceptor agonist with a long side
chain which binds to the exo-site of the receptor.

These pharmacological properties of salmeterol offer more effective protection against
histamine-induced bronchoconstriction and produce a longer duration of bronchodilation,
lasting for at least 12 hours, than recommended doses of conventional short-acting beta-
agonists.

In vitro tests have shown salmeterol is a potent and long-lasting inhibitor of the release,
from human lung, of mast cell mediators such as histamine, leukotrienes and
prostaglandin D».

In man salmeterol inhibits the early and late phase response to inhaled allergen; the latter
persisting for over 30 hours after a single dose when the bronchodilator effect is no longer
evident. Single dosing with salmeterol attenuates bronchial hyper-responsiveness. These
properties indicate that salmeterol has additional non-bronchodilator activity but the full
clinical significance is not yet clear. This mechanism is different from the anti-
inflammatory effect of corticosteroids.

Fluticasone propionate:-

Fluticasone propionate given by inhalation at recommended doses has a potent
glucocorticoid anti-inflammatory action within the lungs, resulting in reduced symptoms
and exacerbations of asthma, without the adverse effects observed when corticosteroids
are administered systemically.

Daily output of adrenocortical hormones usually remain within the normal range during
chronic treatment with inhaled fluticasone propionate, even at the highest recommended
doses in children and adults. After transfer from other inhaled steroids, the daily output
gradually improves despite past and present intermittent use of oral steroids, thus
demonstrating return of normal adrenal function on inhaled fluticasone propionate. The
adrenal reserve also remains normal during chronic treatment, as measured by a normal
increment on a stimulation test. However, any residual impairment of adrenal reserve
from previous treatment may persist for a considerable time and should be borne in mind
(see Warnings and Precautions).

Pharmacokinetics

There is no evidence in animal or human subjects that the administration of salmeterol
and fluticasone propionate together by the inhaled route affects the pharmacokinetics of




CONFIDENTIAL

either component. For pharmacokinetic purposes therefore each component can be
considered separately.

In a placebo-controlled, crossover drug interaction study in 15 healthy subjects,
coadministration of SEREVENT (50 mcg twice daily inhaled) and the CYP3A4 inhibitor
ketoconazole (400 mg once daily orally) for 7 days resulted in a significant increase in
plasma salmeterol exposure (1.4-fold Cmax and 15-fold AUC). There was no increase in
salmeterol accumulation with repeat dosing. Three subjects were withdrawn from
SEREVENT and ketoconazole co-administration due to QTc prolongation or palpitations
with sinus tachycardia. In the remaining 12 subjects, co-administration of SEREVENT
and ketoconazole did not result in a clinically significant effect on heart rate, blood
potassium or QTc duration. (see Warnings and Precautions, and Interactions)

Salmeterol:-

Salmeterol acts locally in the lung therefore plasma levels are not an indication of
therapeutic effects. In addition there are only limited data available on the
pharmacokinetics of salmeterol because of the technical difficulty of assaying the drug in
plasma due to the low plasma concentrations at therapeutic doses (approximately 200
picograms/mL or less) achieved after inhaled dosing. After regular dosing with
salmeterol xinafoate, hydroxynaphthoic acid can be detected in the systemic circulation,
reaching steady state concentrations of approximately 100 nanograms/mL. These
concentrations are up to 1000 fold lower than steady state levels observed in toxicity
studies. No detrimental effects have been seen following long-term regular dosing (more
than 12 months) in patients with airway obstruction.

An in vitro study showed that salmeterol is extensively metabolised to o-
hydroxysalmeterol (aliphatic oxidation) by cytochrome P450 3A4 (CYP3A4). A repeat
dose study with salmeterol and erythromycin in healthy volunteers showed no clinically
significant changes in pharmacodynamic effects at 500 mg three times daily doses of
erythromycin. However, a salmeterol-ketoconazole interaction study resulted in a
significant increase in plasma salmeterol exposure. (see Warnings and Precautions, and
Interactions)

Fluticasone propionate:-

The absolute bioavailability of fluticasone propionate for each of the available inhaler
devices has been estimated from within and between study comparisons of inhaled and
intravenous pharmacokinetic data. In healthy adult subjects the absolute bioavailability
has been estimated for fluticasone propionate Accuhaler/Diskus (7.8%), fluticasone
propionate Diskhaler (9.0%), fluticasone propionate Evohaler (10.9%), salmeterol-
fluticasone propionate Evohaler (5.3%) and salmeterol-fluticasone propionate
Accuhaler/Diskus (5.5%) respectively. In patients with asthma or COPD a lesser degree
of systemic exposure to inhaled fluticasone propionate has been observed. Systemic
absorption occurs mainly through the lungs and is initially rapid then prolonged. The
remainder of the inhaled dose may be swallowed but contributes minimally to systemic
exposure due to the low aqueous solubility and pre-systemic metabolism, resulting in oral
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availability of less than 1%. There is a linear increase in systemic exposure with
increasing inhaled dose. The disposition of fluticasone propionate is characterised by
high plasma clearance (1150 mL/min), a large volume of distribution at steady-state
(approximately 300 L) and a terminal half-life of approximately 8 hours. Plasma protein
binding is moderately high (91%). Fluticasone propionate is cleared very rapidly from
the systemic circulation, principally by metabolism to an inactive carboxylic acid
metabolite, by the cytochrome P450 enzyme CYP3A4.

The renal clearance of fluticasone propionate is negligible (<0.2%) and less than 5% as
the metabolite. Care should be taken when co-administering known CYP3A4 inhibitors,
as there is potential for increased systemic exposure to fluticasone propionate.

Special Patient Populations
SERETIDE
Accuhaler/Diskus:

Population pharmacokinetic analysis was performed utilising data for asthmatic subjects
(nine clinical studies for FP and five studies for salmeterol) and showed the following:

- Higher FP exposure seen following administration of SERETIDE (50/100
micrograms) compared to FP alone (100 micrograms) in adolescents and adults
(ratio 1.52 [90% CI 1.08, 2.13]) and children (ratio 1.20 [90% CI 1.06, 1.37]).

- Higher FP exposure observed in children taking SERETIDE (50/100 micrograms)
compared to adolescents and adults (ratio 1.63 [90% CI 1.35, 1.96]).

- The clinical relevance of these findings are not known, however, no differences in
HPA axis effects were observed in clinical studies of up to 12 weeks duration
comparing SERETIDE (50/100 micrograms) and FP (100 micrograms) in both
adolescents and adults and in children.

- FP exposure was similar at the higher SERETIDE 50/500 microgram dose
compared to the equivalent FP dose alone.

- Higher salmeterol exposure was observed in children taking SERETIDE (50/100
micrograms) compared to adolescents and adults (ratio 1.23 [90% CI 1.10, 1.38]).

- The clinical relevance of these findings are not known, however there were no
differences observed in cardiovascular effects or reports of tremor between adults,
adolescents and children in clinical studies of up to 12 weeks duration.

Non-Clinical InformationSalmeterol xinafoate and fluticasone propionate have been
extensively evaluated in animal toxicity tests. Significant toxicities occurred only at
doses in excess of those recommended for human use and were those expected for a
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potent betar-adrenoreceptor agonist and glucocorticosteroid. Neither salmeterol xinafoate
or fluticasone propionate have shown any potential for genetic toxicity.

In long term studies, salmeterol xinafoate induced benign tumours of smooth muscle in
the mesovarium of rats and the uterus of mice.

Rodents are sensitive to the formation of these pharmacologically-induced tumours.
Salmeterol is not considered to represent a significant oncogenic hazard to man.

Co-administration of salmeterol and fluticasone propionate resulted in some
cardiovascular interactions at high doses. In rats, mild atrial myocarditis and focal
coronary arteritis were transient effects that resolved with regular dosing. In dogs, heart
rate increases were greater after co-administration than after salmeterol alone. No
clinically relevant serious adverse cardiac effects have been observed in studies in man.

Co-administration did not modify other class-related toxicities in animals.

The non-CFC propellant, HFA134a, has been shown to have no toxic effect at very high
vapour concentrations, far in excess of those likely to be experienced by patients, in a
wide range of animal species exposed daily for periods of two years.

PHARMACEUTICAL INFORMATION

List of Excipients

HFA 134a.

Shelf Life

The expiry date is indicated on the packaging.

Storage

The storage conditions are detailed on the packaging

Replace the mouthpiece cover firmly and snap it into position.
Protect from frost and direct sunlight.

As with most inhaled medications in pressurised canisters, the therapeutic effect of this
medication may decrease when the canister is cold.

Pressurised container. Do not expose to temperatures higher than 50°C. The canister
should not be punctured, broken or burnt even when apparently empty.




CONFIDENTIAL

Nature and Contents of Container

SERETIDE Evohaler comprises a suspension of salmeterol and fluticasone propionate in
the non-CFC propellant HFA 134a. The suspension is contained in an aluminium alloy
can sealed with a metering valve. The canisters are fitted into plastic actuators
incorporating an atomising orifice and fitted with dustcaps. SERETIDE Evohaler has
been formulated in three strengths and one pack size, delivering 120 actuations per
inhaler.

Incompatibilities

None reported.

Use and Handling
Testing your inhaler:-

Before using for the first time or if your inhaler has not been used for a week or more
remove the mouthpiece cover by gently squeezing the sides of the cover, shake the inhaler
well, and release two puffs into the air to make sure that it works.

Using your inhaler:-
1. Remove the mouthpiece cover by gently squeezing the sides of the cover.

2. Check inside and outside of the inhaler including the mouthpiece for the presence
of loose objects.

3. Shake the inhaler well to ensure that any loose objects are removed and that the
contents of the inhaler are evenly mixed.

4. Hold the inhaler upright between fingers and thumb with your thumb on the base,
below the mouthpiece.

5. Breathe out as far as is comfortable and then place the mouthpiece in your mouth
between your teeth and close your lips around it, but do not bite it.

6. Just after starting to breathe in through your mouth, press firmly down on the top
of the inhaler to release salmeterol and fluticasone propionate, while still
breathing in steadily and deeply.

7. While holding your breath, take the inhaler from your mouth and take your finger
from the top of the inhaler. Continue holding your breath for as long as is
comfortable.

8. To take the second puff keep the inhaler upright and wait about half a minute

before repeating steps 3 to 7.
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9. Afterwards rinse your mouth with water and spit it out.

10.  Replace the mouthpiece cover by firmly pushing and snapping the cap into
position.

IMPORTANT:-

Do not rush stages 5, 6 and 7. It is important that you start to breathe in as slowly as
possible just before operating your inhaler. Practise in front of a mirror for the first few
times. If you see "mist" coming from the top of your inhaler or the sides of your mouth
you should start again from stage 2.

If your doctor has given you different instructions for using your inhaler, please follow
them carefully. Tell your doctor if you have any difficulties.

Children:-

Young children may need help and an adult may need to operate the inhaler for them.
Encourage the child to breathe out and operate the inhaler just after the child starts to
breathe in. Practice the technique together. Older children or people with weak hands
should hold the inhaler with both hands. Put the two forefingers on top of the inhaler and
both thumbs on the base below the mouthpiece.

Cleaning:-

Your inhaler should be cleaned at least once a week.

1. Remove the mouth piece cover.
2. Do not remove the canister from the plastic casing.
3. Wipe the inside and outside of the mouthpiece and the plastic casing with a dry

cloth, tissue or cottonbud.
4. Replace the mouthpiece cover.
DO NOT PUT THE METAL CANISTER INTO WATER.

Not all presentations are available in every country.
Version number: GDS37/IPI120

Date of issue: 15 Dec 2020
Trade marks are owned by or licensed to the GSK group of companies.

[GSK logo]
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LABELLING TEXT

PARTICULARS TO APPEAR ON THE CARTON OR BOTTLE LABEL

NAME OF THE MEDICINAL PRODUCT

Seretide 125 Evohaler
Seretide 250 Evohaler

125 micrograms fluticasone propionate and 25 micrograms salmeterol (as Xinafoate)
250 micrograms fluticasone propionate and 25 micrograms salmeterol (as Xinafoate)

STATEMENT OF ACTIVE SUBSTANCE(S)

This prressurised inhalation contains 250 micrograms of fluticasone propionate and 25
micrograms of salmeterol (as xinafoate) per actuation
This prressurised inhalation contains 125 micrograms of fluticasone propionate and 25
micrograms of salmeterol (as xinafoate) per actuation

‘ EXCIPIENTS WARNING(S), IF NECESSARY

Contains a CFC-free propellant, Norflurane (HFA 134a)

‘ PHARMACEUTICAL FORM AND CONTENTS

Inhalation arerosol
120 metered actuations
This pack contains both a ‘preventer’ and a ‘protector’ in a single inhaler

METHOD AND ROUTE(S) OF ADMINISTRATION

Shake before use
Inhale through your mouth into your lungs.
To be used as directed by your physician

OTHER SPECIAL WARNING(S), IF NECESSARY

Keep all medicine out of the sight and reach of children.
Pressurised container, do not puncture, break or burn even when apparently empty

PRE-PRINT INFORMATION

BATCH
EXP
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STORAGE CONDITIONS

Do not store above 30°C.
Protect from frost and direct sunlight.

MANUFACTURING SITE ADDRESS (PACKAGING SITE ADDRESS IF
DIFFERENT)

Manufactured by:
GlaxoWellcome Production*®
Evreux

France

*Member of GSK group of companies

‘ TRADE MARK STATEMENTS

Trade marks are owned by or licensed to the GSK group of companies.

‘ COPYRIGHT STATEMENTS

© 2018 GSK group of companies or its licensor.

| LOGO(S)

GSK

| QR CODE TEXT
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PARTUCULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

As advised by the Legal Global Trade Marks department for inner packaging components (such as blisters,
injection devices, inhalers, sachets etc) we should aim to include the trade mark and copyright statements,
if there are space constraints we should adopt the shortened term. There are good reasons to include trade
mark and copyright statements on these components, for example, if the outer carton contains a number of
sachets which might be dispersed between different patients who then receive the sachet without the outer
packaging. In such circumstances the trade mark and copyright statements should appear on each sachet
where possible.

NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF
ADMINISTRATION

Seretide 125 Evohaler
Seretide 250 Evohaler

125 micrograms fluticasone propionate and 25 micrograms salmeterol (as Xinafoate)
250 micrograms fluticasone propionate and 25 micrograms salmeterol (as Xinafoate)

METHOD OF ADMINISTRATION

Shake before use.

This End Up.

Inhale through your mouth into your lungs.
To be used as directed by your physician.

PRE-PRINT INFORMATION (WHERE POSSIBLE)

BATCH
EXP

CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

Inhalation arerosol
120 metered actuations

OTHER

Do not store above 30°C
Presurrised container, DO not puncture, break or burn.

‘ TRADE MARK STATEMENTS

Trade marks are owned by or licensed to the GSK group of companies.

‘ COPYRIGHT STATEMENTS

© 2018 GSK group of companies or its licensor.

| LOGO(S)

GSK
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DETAILS FOR LEAFLET

MANUFACTURING SITE ADDRESS (PACKAGING SITE ADDRESS IF
DIFFERENT)

Manufactured by:
GlaxoWellcome Production*®
Evreux

France

*Member of GSK group of companies

‘ TRADE MARK STATEMENTS

Trade marks are owned by or licensed to the GSK group of companies.

‘ COPYRIGHT STATEMENTS

© 2018 GSK group of companies or its licensor.

| LOGO(S)

GSK

| QR CODE TEXT
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SERETIDE Inalador

Salmeterol/propionato de fluticasona

COMPOSICAO QUALITATIVA E QUANTITATIVA
Cada actuacao de SERETIDE contém:

Xinafoato de salmeterol equivalente a 25 microgramas de salmeterol e 50, 125 ou 250
microgramas de propionato de fluticasona.

INFORMAGOES CLINICAS
Indicagcdes

Forma Farmacética: Suspensao pressurizada para inalagado
ASMA (Doenga Obstrutiva Reversivel das Vias Respiratorias)

SERETIDE ¢ indicado para o tratamento regular da asma (Doenga Obstrutiva Reversivel
das Vias Respiratorias).

Tal pode incluir:

Doentes a realizar terapéutica de manutengao com agonistas beta de longa
duracdo de acc¢do e com corticosteroides inalados.

Doentes que permanegam sintomaticos durante a terapéutica com corticosteroides
inalados.

Doentes em terapéutica regular com broncodilatadores que necessitem de
corticosteroides inalados.

Doeng¢a Pulmonar Obstrutiva Crénica (DPOC)

SERETIDE ¢ indicado para o tratamento regular da doenca pulmonar obstrutiva cronica

(DPOC), incluindo a bronquite crénica e enfisema e demonstrou reduzir a mortalidade
devido a todas as causas.

Posologia e Administracao
SERETIDE Inalador destina-se apenas a utilizacdo por inalagdo.

Os doentes devem ser informados de que SERETIDE Inalador deve ser utilizado
regularmente para um beneficio 6timo, mesmo quando assintomaticos.
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Os doentes devem ser reavaliados regularmente por um médico, de modo a que a
dosagem de SERETIDE que estao a receber permaneca 6tima e sé seja alterada por
indicagao do médico.

ASMA (Doenga Obstrutiva Reversivel das Vias Respiratorias)

A dose deve ser titulada para a dose mais baixa com a qual se consegue manter um
controlo eficaz dos sintomas. Quando o controlo dos sintomas for mantido com
SERETIDE duas vezes por dia, a titulacao para a dose eficaz mais baixa poderd incluir
SERETIDE administrado uma vez por dia.

Os doentes devem receber a dosagem de SERETIDE que contenha a dose de propionato
de fluticasona adequada a gravidade da sua doenga.

Se o doente nao estiver devidamente controlado com a terapéutica com um
corticosteroide inalado isoladamente, a substitui¢ao por SERETIDE numa dose
terapeuticamente equivalente ao corticosteroide pode resultar numa melhoria do controlo
da asma. No caso de doentes cujo controlo da asma ¢ aceitavel com a terapéutica com o
corticosteroide inalado isoladamente, a substitui¢cdo por SERETIDE pode permitir uma
reducao da dose do corticosteroide mantendo ainda assim o controlo da asma. Para mais
informagdes, consultar a sec¢ao ‘Farmacodinamica’.

Doses recomendadas:
Adultos e adolescentes com idade igual ou superior a 12 anos:

Duas inalagdes de 25 microgramas de salmeterol e de 50 microgramas de propionato de
fluticasona duas vezes por dia.

ou

Duas inalagdes de 25 microgramas de salmeterol e de 125 microgramas de propionato de
fluticasona duas vezes por dia.

ou

Duas inalagdes de 25 microgramas de salmeterol e de 250 microgramas de propionato de
fluticasona duas vezes por dia.

Criangas com idade igual ou superior a 4 anos:

Duas inalagdes de 25 microgramas de salmeterol e de 50 microgramas de propionato de
fluticasona duas vezes por dia

Nao estdo disponiveis dados sobre a utilizacdo de SERETIDE em criangas com idade
inferior a 4 anos.

Doeng¢a Pulmonar Obstrutiva Crénica (DPOC)

Em doentes adultos, a dose recomendada ¢ de duas inalagdes de 25/125 microgramas a
25/250 microgramas de salmeterol/propionato de fluticasona duas vezes por dia.
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SERETIDE Diskus demonstrou reduzir a mortalidade devido a todas as causas com uma
dose de 50/500 microgramas duas vezes por dia (ver Estudos clinicos).

Grupos especiais de doentes:

Nao ¢ necessario ajustar a dose em doentes idosos ou em doentes com insuficiéncia renal
ou hepatica.

Contraindicagoes

SERETIDE ¢ contraindicado em doentes com antecedentes de hipersensibilidade a
qualquer um dos componentes.

Adverténcias e Precaugoes

SERETIDE Inalador nao deve ser utilizado para o alivio de sintomas agudos para os quais
¢ necessario um broncodilatador de acdo rapida e curta duragdo (por ex. salbutamol). Os
doentes devem ser aconselhados a terem a sua medicacdo de alivio disponivel a todo o
momento.

O aumento da utilizagao de broncodilatadores de curta duracao de acao para aliviar os
sintomas indica uma deterioragdo do controlo,pelo que os doentes deverdo ser
reavaliados.

A deterioracdo subita e progressiva do controlo da asma constitui um potencial risco de
vida e o doente deve ser observado por um médico. Deve considerar-se aumentar a
terapéutica com corticosteroides. Além disso, quando a posologia atual de SERETIDE
ndo consegue proporcionar um controlo adequado da asma, o doente deve ser visto por
um médico.

O tratamento com SERETIDE nao deve ser interrompido abruptamente em doentes com
asma devido ao risco de exacerbacao, devendo a terapéutica ser gradualmente reduzida
sob supervisdao do médico. Em doentes com DPOC, a cessagao da terapéutica pode estar
associada a descompensagao sintomatica e deve ser supervisionada por um médico.

Verificou-se um aumento da notificagao de pneumonia em estudos com doentes com
DPOC que estavam a receber SERETIDE (ver Reagoes Adversas). Os médicos devem
permanecer vigilantes para o possivel desenvolvimento de pneumonia em doentes com
DPOC, visto que as caracteristicas clinicas da pneumonia e da exacerbacao se sobrepdem
com frequéncia.

Assim como com todos os medicamentos inalados que contém corticosteroides,
SERETIDE deve ser administrado com precaugao em doentes com tuberculose pulmonar
ativa ou quiescente.

SERETIDE deve ser administrado com precaugdo em doentes com tirotoxicose.

Ocasionalmente, podem verificar-se efeitos cardiovasculares, tais como elevacdes da
tensao arterial sistolica e da frequéncia cardiaca com todos os farmacos
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simpaticomiméticos, sobretudo com doses superiores as doses terapéuticas. Por
conseguinte, SERETIDE deve ser utilizado com precaugdo em doentes com doenga
cardiovascular pré-existente.

Pode ocorrer uma diminuigdo transitoria do potassio sérico com todos os fAirmacos
simpaticomiméticos nas doses terapéuticas mais elevadas. Por conseguinte, SERETIDE
deve ser utilizado com precaugdo em doentes com predisposi¢ao para niveis baixos de
potéssio sérico.

Podem ocorrer efeitos sistémicos com qualquer corticosteroide inalado, sobretudo com
doses elevadas prescritas durante periodos prolongados; estes efeitos tém muito menos
probabilidade de ocorrerem do que com corticosteroides orais (ver Sobredosagem). Os
efeitos sistémicos possiveis incluem sindrome de Cushing, caracteristicas Cushingoides,
supressao suprarrenal, atraso do crescimento em criangas e adolescentes, diminuigao da
densidade mineral Ossea, cataratas glaucoma e coriorretinopatia serosa central.

Por conseguinte, ¢ importante que, nos doentes com asma, a dose de corticosteroide
inalado seja titulada para a dose mais baixa com a qual se consegue manter um controlo
eficaz.

A possibilidade de depressao da resposta suprarrenal deve ser sempre tida em mente em
situacdes de emergéncia e eletivas com probabilidade de produzir stress e deve
considerar-se um tratamento apropriado com corticosteroides (ver Sobredosagem).

Recomenda-se que a altura das criangas que estejam a receber tratamento prolongado
com corticosteroides inalados seja regularmente monitorizada.

Dada a possibilidade de depressdo da resposta suprarenal, os doentes que passam da
terapéutica com esteroides orais para a terapéutica com propionato de fluticasona inalado
devem ser tratados com um cuidado especial e a sua fun¢do suprarrenal deve ser
monitorizada com regularidade.

Ap6s a introdugao do propionato de fluticasona inalado, a descontinuagao da terapéutica
sistémica deve ser gradual e os doentes devem ser encorajados a trazerem consigo um
cartdo de adverténcia para esteroides que indique a possivel necessidade de terapéutica
adicional em momentos de stress.

Foram notificados casos muito raros de aumentos dos niveis de glicose sérica (ver
Reacgoes Adversas) e isto deve ser tido em consideragdo ao prescrever-se o medicamento
a doentes com antecedentes de diabetes mellitus.

Durante a utilizagao pds-comercializagdo, foram notificados casos de interagoes
medicamentosas clinicamente significativas em doentes a receberem propionato de
fluticasona e ritonavir, tendo resultado em efeitos corticosteroides sistémicos que
incluiram sindrome de Cushing e supressao suprarrenal. Por conseguinte, a utilizagao
concomitante de propionato de fluticasona e ritonavir deve ser evitada, a menos que o
beneficio potencial para o doente supere o risco de efeitos secundarios corticosteroides
sistémicos (ver Interagoes).
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Num estudo de intera¢cdes medicamentosas observou-se que a utilizagdo concomitante de
cetoconazol sistémico aumenta a exposi¢cdo ao SEREVENT. Isso pode conduzir ao
prolongamento do intervalo QTc. Deve ter-se cuidado ao coadministrarem-se inibidores
potentes do CYP3A4 (por ex. cetoconazol) com SEREVENT. (ver Interagoes e
Farmacocinética).

Assim como com outras terapéuticas inalatdrias, pode ocorrer broncospasmo paradoxal
com um aumento imediato de sibilos ap6s a administragdo. O broncospasmo deve ser
imediatamente tratado com um broncodilatador inalado de agdo rapida e curta duracao.
O Salmeterol-FP Diskus ou Inalador deve ser imediatamente suspenso, o doente deve ser
avaliado e deve instituir-se uma terapéutica alternativa, se necessario. (ver Reagoes
Adversas)

Foram notificados efeitos secundarios farmacologicos do tratamento com agonistas beta2,
tais como tremor, palpitacdes subjetivas e cefaleias, mas estes tendem a ser transitorios e
diminuem com a terapéutica regular. (ver Reagoes Adversas)

Interagoes

Os beta-bloqueadores nao-seletivos e seletivos devem ser evitados, a menos que existam
razoes fortes para a sua utilizagao.

Em circunstancias normais, obtém-se baixas concentragdes plasmaticas de propionato de
fluticasona apds a administragdo por inalagdo devido ao extenso metabolismo de primeira
passagem e a elevada depuragao sistémica mediada pelo citocromo P450 3A4 no
intestino e no figado. Assim sendo, ¢ improvavel que ocorram interagdes
medicamentosas clinicamente significativas mediadas pelo propionato de fluticasona.

Um estudo de interagdes medicamentosas com individuos saudaveis demonstrou que o
ritonavir (um inibidor altamente potente do citocromo P450 3A4) pode aumentar
grandemente as concentragdes plasmaticas do propionato de fluticasona, resultando em
concentragdes séricas de cortisol acentuadamente reduzidas. Durante a utilizagdo
poscomercializacao, foram notificadas interagdes medicamentosas clinicamente
significativas em doentes que estavam a receber propionato de fluticasona por via
intranasal ou inalado e ritonavir, tendo resultado em efeitos corticosteroides sistémicos
incluindo sindrome de Cushing e supressao suprarrenal. Por conseguinte, a utilizagao
concomitante de propionato de fluticasona e ritonavir deve ser evitada, a menos que o
beneficio potencial para o doente supere o risco de efeitos secundarios corticosteroides
sistémicos.

Estudos demonstraram que outros inibidores do citocromo P450 3A4 produzem aumentos
desprezaveis (eritromicina) e menores (cetoconazol) na exposi¢ao sistémica ao
propionato de fluticasona sem redugdes notaveis das concentragdes séricas de cortisol.
Mesmo assim, aconselha-se precau¢do ao coadministrarem-se inibidores potentes do
citocromo P450 3A4 (por ex. cetoconazol), pois existe o potencial para um aumento na
exposi¢ao sistémica ao propionato de fluticasona.

A coadministracao de cetoconazol e de SEREVENT resultou num aumento significativo
da exposi¢do ao salmeterol no plasma (1,4 vezes a Cmax € 15 vezes a AUC) e isto pode
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provocar um prolongamento do intervalo QTc. (ver Adverténcias e Precaugoes, e
Farmacocinética)

Gravidez e Aleitamento

Naéo existem dados sobre a fertilidade em humanos. Nos estudos em animais o salmeterol ¢ o
propionato de fluticasona ndo mostraram efeitos na fertilidade masculina ou feminina.

Os dados em mulheres gravidas sdo limitados. A administracdo de farmacos durante a
gravidez so deve ser considerada se o beneficio esperado para a mae for superior a qualquer
risco possivel para o feto ou para a crianca.

Resultados de um estudo epidemioldgico retrospectivo nao revelaram risco aumentado de
malformagdes congénicas major (MCM), durante o primeiro trimestre de gravidez apds
exposicao ao propionato de fluticasona em comparac¢do com outros corticosteroides inalados
(ver Farmacodindmica).

Os estudos de toxicidade reprodutiva em animais, quer com um Unico farmaco ou em
associagao, revelaram os efeitos fetais esperados com niveis de exposicao sistémica
excessivos de um agonista potente do adrenorecetor beta-2 e de um glucocorticosteroide.
A extensa experiéncia clinica com farmacos destas classes ndo revelou evidéncias de que
os efeitos sejam relevantes nas doses terapéuticas. .

As concentragdes de salmeterol e de propionato de fluticasona no plasma ap6s doses
terapéuticas inaladas sdo muito baixas e, portanto, ¢ provavel que as concentragdes no
leite materno humano sejam correspondentemente baixas. Isto ¢ sustentado por estudos
com animais lactantes, nos quais foram medidas baixas concentragdes do farmaco no
leite. Nao existem dados disponiveis para o leite materno humano.

A administragdo durante a amamentagao deve apenas ser considerada se o beneficio
esperado para a mae for superior a qualquer risco possivel para a crianca.

Efeitos sobre a capacidade de conduzir e de utilizar maquinas

Nao existem estudos especificos sobre o efeito do SERETIDE nas atividades referidas
acima, mas a farmacologia de ambos os fArmacos ndo indica qualquer efeito.

Reagoes Adversas

Todas as reagdes adversas associadas aos componentes individuais, xinafoato de
salmeterol e propionato de fluticasona, estdo listadas abaixo. Nao existem reagdes
adversas adicionais atribuidas ao produto de associagdo quando comparado com os perfis
de acontecimentos adversos dos componentes individuais.

Os acontecimentos adversos estao listados abaixo por classe de sistemas de 6rgaos e por
frequéncia. As frequéncias sdo definidas como: muito frequentes (> 1/10), frequentes
(>1/100 a <1/10), pouco frequentes (>1/1000 a <1/100), raros (>1/10.000 a <1/1000) e
muito raros (<1/10.000). A maioria das frequéncias foi determinada a partir de dados
agrupados de ensaios clinicos de 23 estudos de asma e 7 de DPOC. Nem todos os
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acontecimentos foram relatados nos ensaios clinicos. No que se refere a estes
acontecimentos, a frequéncia foi calculada com base em dados espontaneos.

Dados de ensaios clinicos

Infec¢des e infestagoes

Frequentes: Candidiase da boca e garganta, pneumonia (em doentes com DPOC).
Raros: Candidiase esofagica

Doencas do sistema imunitario

Reagoes de hipersensibilidade:

Pouco frequentes: Reacdes de hipersensibilidade cutanea, dispneia.
Raros: Reacdes anafilaticas

Doencas endocrinas

Os efeitos sistémicos possiveis incluem (ver Adverténcias e Precaugoes):
Pouco frequentes: Cataratas

Raros: Glaucoma

Doencas do metabolismo e da nutriciao

Pouco frequentes: Hiperglicemia.

Perturbacdes do foro psiquiatrico

Pouco frequentes: Ansiedade, perturbacdes do sono.

Raros: Alteragdes comportamentais, incluindo hiperatividade e irritabilidade
(predominantemente em criangas).

Doencgas do sistema nervoso

Muito frequentes: Cefaleias (ver Adverténcias e Precaugoes).
Pouco frequentes: Tremor (ver Adverténcias e Precaugoes).
Cardiopatias

Pouco frequentes: Palpitacdes (ver Adverténcias e Precaugoes), taquicardia, fibrilhagao
auricular.

Raros: Arritmias cardiacas incluindo taquicardia supraventricular e extrassistoles.

Doencas respiratorias, toracicas e do mediastino



CONFIDENCIAL

Frequentes: Rouquidao/disfonia.

Pouco frequentes: Irritacdo da garganta. Afecoes

dos tecidos cutineos e subcutineos

Pouco frequentes: Contusoes.

Afecoes musculoesqueléticas e dos tecidos conjuntivos

Frequentes: Caibras musculares, artralgia.

Dados p6s-comercializagao

Doencas do sistema imunitario

Reacdes de hipersensibilidade manifestando-se como:

Raros: Angiedema (sobretudo edema facial e orofaringeo) e broncospasmo.
Doencas enddcrinas

Os efeitos sistémicos possiveis incluem (ver Adverténcias e Precaugoes):

Raros: Sindrome de Cushing, caracteristicas Cushingoéides, supressao suprarrenal, atraso
do crescimento em criangas e adolescentes, diminui¢ao da densidade mineral Ossea.

Doencas respiratorias, toracicas e do mediastino

Raros: Broncospasmo paradoxal (ver Adverténcias e Precaugoes)

Sobredosagem

As informagdes disponiveis sobre sobredosagem com SERETIDE, salmeterol e/ou
propionato de fluticasona sao fornecidas abaixo:

Os sintomas e sinais esperados de uma sobredosagem com salmeterol sdo tipicos da
estimulacdo beta-2 adrenérgica excessiva, incluindo tremor, cefaleias, taquicardia,
aumentos da tensao arterial sistolica e hipocaliemia. Nao existe um tratamento especifico
para a sobredosagem com salmeterol e propionato de fluticasona. Se ocorrer
sobredosagem, os doentes devem ser tratados com medidas de suporte e monitorizacao
adequada, conforme necessario. A inalagdo aguda de doses excessivas de propionato de
fluticasona, além do aprovado, pode conduzir & supressao temporaria do eixo
hipotalamico-pituitario-suprarrenal. Normalmente, isto ndo exige uma acao de
emergéncia, pois a fun¢do suprarrenal normal ¢ tipicamente recuperada em poucos dias.

Se forem utilizadas doses de SERETIDE superiores ao aprovado durante periodos
prolongados, ¢ possivel haver uma supressao suprarrenal significativa. Foram
notificados casos muito raros de crises suprarrenais agudas, ocorrendo sobretudo em
criangas expostas a doses superiores ao aprovado durante periodos prolongados (varios
meses ou anos); as caracteristicas observadas incluiram hipoglicemia associada a uma
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diminuicdo do estado de consciéncia e/ou convulsdes. As situagdes que poderiam
potencialmente desencadear uma crise suprarrenal aguda incluem exposi¢do a trauma,
cirurgia, infecdo ou qualquer redugado rapida da posologia do componente propionato de
fluticasona inalado.

Nao ¢ recomendado que os doentes recebam doses de SERETIDE superiores ao
aprovado. E importante rever a terapéutica regularmente e reduzi-la gradualmente até a
dose mais baixa aprovada com a qual possa ser mantido um controlo eficaz da doenca
(ver Posologia e administragdo).

PROPRIEDADES FARMACOLOGICAS
Farmacodinamica

Asma

Salmeterol Multi-center Asthma Research Trial SMART)

O ensaio Salmeterol Multi-center Asthma Research Trial (SMART) foi um estudo de 28
semanas realizado nos EUA que avaliou a seguranca de salmeterol em comparacao com
placebo adicionado a terapé€utica habitual em individuos adultos e adolescentes. Apesar
de ndo existirem diferengas significativas no endpoint primario do niimero combinado de
mortes relacionadas com problemas respiratorios e as experiéncias com risco para a vida
relacionadas com problemas respiratorios, o estudo demonstrou um aumento significativo
de mortes relacionadas com a asma em doentes que receberam salmeterol (13 mortes em
13176 doentes tratados com salmeterol versus 3 mortes em 13179 doentes em placebo).
O estudo nao foi desenhado para avaliar o impacto da utilizagao de corticosteroides
inalados concorrentes.

Seguranca e eficacia de salmeterol-PF versus PF em monoterapia na asma

Foram realizados dois estudos de 26 semanas multicéntricos para comparar a seguranga €
eficacia de salmeterol-PF versus PF em monoterapia, um em individuos adultos e
adolescentes (ensaio AUSTRI), e o outro em individuos pediatricos com 4-11 anos de
idade (ensaio VESTRI). Em ambos os estudos, os individuos envolvidos apresentavam
asma persistente moderada a grave com historial de hospitaliza¢ao relacionada com a
asma ou exacerbacao da asma no ano anterior. O objectivo primario de cada estudo foi
determinar se a adi¢do de LABA a terapéutica com CI (salmeterol-PF) era nao inferior ao
CI (PF) em monoterapia em termos de risco de eventos graves relacionados com a asma
(hospitalizacao relacionada com a asma, intubag¢ao endotraqueal, e morte). O objectivo de
eficacia secundario destes estudos foi avaliar se CI/LABA (salmeterol-PF) era superior a
monoterapia com CI (PF) em termos de exacerbacdo grave da asma (definida como a
deteriorizagdao da asma que requer a utilizagao de corticosteroides sistémicos durante pelo
menos 3 dias ou um internamento hospitalar ou visita ao departamento de urgéncia
devido a asma que necessitou de corticosteroides sistémicos).
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Um total de 11679 e 6208 individuos foram aleatorizados e receberam tratamento nos
ensaios AUSTRI e VESTRI, respetivamente. Para o endpoint primario de seguranca, foi
atingida nao inferioridade para ambos os ensaios (ver Tabela em baixo).

Eventos graves relacionados com a asma nos ensaios de 26 semanas AUSTRI e VESTRI

AUSTRI VESTRI

Salmeterol-PF PF em Salmeterol-PF PF em
(n=15834) monoterapia (n=3107) monoterapia
(n =5845) (n=3101)

Endpoint 34 (0,6%) 33 (0,6%) 27 (0,9%) 21 (0,7%)
composto

(Hospitalizagao
relacionada com
a asma,
intubagao
endotraqueal,
ou morte)

Taxa de risco 1,029 1,285

Salmeterol-
PE/PF (IC (0,638-1,662)" (0,726-2,272)°

95%)

Morte 0 0 0 0

Hospitalizacao 34 33 27 21
relacionada
com a asma

Intubacao 0 2 0 0
endotraqueal

 Se a estimativa do limite superior do IC 95% resultante para o risco relativo fosse
inferior a 2,0, entdo foi concluida ndo inferioridade.

 Se a estimativa do limite superior do IC 95% resultante para o risco relativo fosse
inferior a 2,675, entdo foi concluida nao inferioridade.

Para o endpoint secundario de eficécia, a redugdo do tempo para a primeira exacerbacao
de asma para salmeterol-PF relativa a PF foi demonstrada em ambos os estudos, contudo
apenas o AUSTRI apresentou significancia estatistica:




CONFIDENCIAL

AUSTRI VESTRI
Salmeterol-PF PF em Salmeterol-PF PF em
(n=15834) monoterapia (n=3107) monoterapia

(n = 5845) (n=3101)
Numero de 480 (8%) 597 (10%) 265 (9%) 309 (10%)
individuos com
exacerbagao de
asma
Taxa de risco 0,787 0,859
Salmeterol-
PF/PF (IC (0,698; 0,888) (0,729; 1,012)
95%)

Estudo de doze meses

Um estudo de grande dimensao de doze meses (Gaining Optimal Asthma ControL,
GOAL) com 3416 doentes com asma comparou a eficacia e seguranga de SERETIDE
com um corticosteroide inalado isoladamente na obten¢ao de niveis pré-definidos de
controlo da asma. O tratamento foi intensificado de 12 em 12 semanas até se obter
##<Controlo total’ ou até se atingir a dose mais elevada do medicamento em estudo. O
controlo tinha de ser mantido durante pelo menos 7 das 8 semanas finais do tratamento.
O estudo demonstrou que:

*  71% dos doentes tratados com SERETIDE atingiram asma **Bem controlada’ em
comparac¢ao com 59% dos doentes tratados com o corticosteroide inalado
isoladamente.

*  41% dos doentes tratados com SERETIDE atingiram ***Controlo total’ da asma em
comparagdo com 28% dos doentes tratados com o corticosteroide inalado
isoladamente.

Estes efeitos foram observados mais cedo com SERETIDE em comparagdo com o
corticosteroide inalado isoladamente e a uma dose inferior de corticosteroide inalado.

O estudo GOAL também demonstrou que:

* A taxa de exacerbagdes foi 29% mais baixa com SERETIDE em comparagdo com o
tratamento com o corticosteroide inalado isoladamente.

* A obtenc¢ado de asma ‘Bem controlada’ e ‘Totalmente controlada’ melhorou a
qualidade de vida (QdV). 61% dos doentes referiram uma diminui¢gdo minima ou
inexistente da QdV, medida por um questiondrio especifico sobre a qualidade de vida
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na asma, apos o tratamento com SERETIDE em comparacdo com 8% no inicio do
estudo.

# Asma bem controlada; menos de ou igual a 2 dias com pontuagio de sintomas superior a

1 (pontuagdo de sintomas 1 definida como ‘sintomas durante um curto periodo ao longo
do dia’), utilizacdo de SABA em menos de ou igual a 2 dias e menos de ou igual a 4
ocasides/semana, superior ou igual a 80% do pico de fluxo expiratdrio matinal previsto,
sem despertar durante a noite, sem exacerbagdes e sem efeitos secundarios que obriguem
a uma alteragdo da terapéutica.

#Controlo total da asma; sem sintomas, sem utilizacio de SABA, superior ou igual a
80% do pico de fluxo expiratdrio matinal previsto, sem despertar durante a noite, sem
exacerbagoes e sem efeitos secundarios que obriguem a uma alteragcdo da terapéutica.

Outros dois estudos demonstraram melhorias na fun¢ao pulmonar, na percentagem de
dias sem sintomas e uma reducao na utilizagdo da medicacao de resgate, com uma dose
de corticosteroide inalado 60% mais baixa com SERETIDE em comparacdo com 0
tratamento com o corticosteroide inalado isoladamente, enquanto que o controlo da
inflamacao subjacente das vias aéreas, medido por biopsia bronquica e lavagem
broncoalveolar, foi mantido.

Estudos adicionais demonstraram que o tratamento com SERETIDE melhora
significativamente os sintomas da asma, a fun¢ao pulmonar e reduz a utilizacao de
medicacao de resgate em comparagdo com o tratamento com os componentes individuais
isoladamente e com o placebo. Os resultados do estudo GOAL demonstram que as
melhorias verificadas com SERETIDE, nestes parametros de avaliagdo, mantém-se
durante pelo menos 12 meses.

DPOC

Doentes sintomaticos com DPOC sem restri¢cao até 10% de reversibilidade a um agonista
beta-2 de curta duragdo de acao:

Ensaios clinicos controlados por placebo, ao longo de 6 meses, demonstraram que a
utilizagdo regular de SERETIDE 50/250 e 50/500 microgramas melhora rapida e
significativamente a fun¢do pulmonar, reduz de modo significativo a faltade are a
utilizacao de medicagdo de alivio. Também se verificaram melhorias significativas do
estado de saude.

Doentes sintomaticos com DPOC que demonstraram menos de 10% de reversibilidade a
um agonista beta-2 de curta duragao de agao:

Ensaios clinicos controlados por placebo, ao longo de 6 e 12 meses, demonstraram que a
utilizagdo regular de SERETIDE 50/500 microgramas melhora rapida e
significativamente a fungao pulmonar, reduz de modo significativo a faltade are a
utilizacdo de medica¢do de alivio. Num periodo de 12 meses, o risco de exacerbacdes da
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DPOC e a necessidade de regimes adicionais de corticosteroides orais foram
significativamente reduzidos. Também se verificaram melhorias significativas do estado
de saude.

SERETIDE 50/500 microgramas foi eficaz na melhoria da fun¢ao pulmonar e no estado
de saude e na redugao do risco de exacerbag¢des da DPOC, tanto em fumadores como em
ex-fumadores.

Estudo TORCH (TOwards a Revolution in COPD Health):

TORCH foi um estudo com a durag@o de 3 anos para avaliar o efeito do tratamento com
SERETIDE Diskus 50/500 microgramas duas vezes por dia, salmeterol Diskus 50
microgramas duas vezes por dia, FP Diskus 500 microgramas duas vezes por dia ou
placebo sobre a mortalidade devido a todas as causas em doentes com DPOC. Os doentes
com DPOC moderada a grave com um valor basal (pré-broncodilatador) de VEF1<60%
do normal previsto foram aleatorizados para a medicagdo em dupla ocultagdo. Durante o
estudo, permitiu-se aos doentes a terapéutica para a DPOC habitual com a excegao de
outros corticosteroides inalados, broncodilatadores de longa duracio de agdo e
corticosteroides sistémicos de longo prazo. Foi determinada a sobrevivéncia aos 3 anos
para todos os doentes, independentemente da descontinuacdo da medicagdo do estudo. O
parametro de avaliacao primario foi a redugao da mortalidade devido a todas as causas ao
fim de 3 anos para SERETIDE em relagdo ao placebo.

SERETIDE
Placebo | Salmeterol 50 PF 500 50/500
N=1524 N=1521 N=1534 N = 1533
Mortalidade devida a todas as causas ao fim de 3 anos
Numero de mortes 231 205 246 193
(%) (15,2%) (13,5%) (16,0%) (12,6%)
Taxa de risco vs 0,879 1,060 0,825
Placebo (ICs) N/A (0,73, 1,06) (0,89, 1,27) (0,68, 1,00)
valor de p 0,180 0,525 0,052!
Taxa de risco
SERETIDE 50/500 0,932 0,774 N/A
Vs componentes N/A (0,77, 1,13) (0,64, 0,93)
(ICs) 0,481 0,007
valor de p

1. Valor de p ajustado para 2 analises interinas na comparagdo da eficacia primdaria de uma analise log-rank estratificada por estado
tabagico

SERETIDE reduziu o risco de morte a qualquer momento durante os 3 anos em 17,5% em
comparag¢do com o placebo (taxa de risco 0,825 (IC 95% 0,68; 1,00; p=0,052; todos
ajustados para analises interinas). Verificou-se uma reducao de 12% do risco de morte a
qualquer momento em 3 anos devido a qualquer causa para o salmeterol em comparagao
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com o placebo (p=0,180) e um aumento de 6% para o propionato de fluticasona em
comparacao com o placebo (p=0,525).

Uma analise de suporte que utilizou o modelo de riscos proporcionais de Cox resultou
numataxa de risco de 0,811 (IC 95% 0,670; 0,982; p=0,031) para SERETIDE em
comparagdo com o placebo, o que representou uma reducao de 19% do risco de morte a
qualquer momento em 3 anos. O modelo foi ajustado para fatores importantes
(tabagismo, idade, sexo, regido, valor basal de VEF; e indice de massa corporal). Nao
houve evidéncia de que os efeitos do tratamento tivessem variado para estes fatores.

A percentagem de doentes que morreram no prazo de 3 anos devido a causas relacionadas
com a DPOC foi de 6,0% para o placebo, 6,1% para o salmeterol, 6,9% para o propionato
de fluticasona e 4,7% para SERETIDE.

SERETIDE reduziu a taxa de exacerbagdes moderadas a graves em 25% (IC 95%: 19% a
31%; p<0,001) em comparacdo com o placebo. SERETIDE reduziu a taxa de exacerbacdo
em 12% em comparacao com o salmeterol (IC 95%: 5% a 19%, p=0,002) e 9% em
compara¢ao com o propionato de fluticasona (IC 95%: 1% a 16%, p=0,024). O
salmeterol e o propionato de fluticasona reduziram significativamente as taxas de
exacerbagdo em comparagdo com o placebo em 15% (IC 95%: 7% a 22%, p<0,001) e
18% (IC 95%: 11% a 24%; p<0,001), respetivamente.

A qualidade de vida relacionada com a saude, medida pelo Questionario Respiratorio de
St George (SGRQ) foi melhorada com todos os tratamentos ativos em comparagao com o
placebo. A melhoria média ao longo de trés anos para SERETIDE comparada com o
placebo foi de -3,1 unidades (IC 95%: -4,1 a -2,1; p<0,001), comparada com o salmeterol
foi de -2,2 unidades (p<0,001) e comparada com o propionato de fluticasona foi de -1,2
unidades (p=0,017).

No periodo de 3 anos de tratamento, os valores de VEF; foram superiores nos individuos
tratados com SERETIDE em relagdo aos valores dos que foram tratados com placebo
(diferenca média em 3 anos de 92 ml, IC 95%: 75 a 108 ml; p<0,001). SERETIDE
também foi mais eficaz do que o salmeterol ou o propionato de fluticasona na melhoria
do VEF| (diferenca média de 50 ml, p<0,001 para o salmeterol e de 44 ml, p<0,001 para
o propionato de fluticasona).

A probabilidade estimada em 3 anos de ter uma pneumonia notificada como
acontecimento adverso foi de 12,3% para o placebo, 13,3% para o salmeterol, 18,3% para
o propionato de fluticasona e 19,6% para SERETIDE (taxa de risco para SERETIDE em
relagdo ao placebo: 1,64; IC 95%: 1,33 a 2,01; p<0,001). Nao houve um aumento das
mortes relacionadas com pneumonia; as mortes durante o tratamento que foram
atribuidas sobretudo devido a pneumonia foram 7 para placebo, 9 para o salmeterol, 13
para o propionato de fluticasona e 8 para o SERETIDE. Nao houve diferenca
significativa na probabilidade de fratura dssea (5,1% placebo, 5,1% salmeterol, 5,4%
propionato de fluticasona e 6,3% SERETIDE; taxa de risco para SERETIDE em relagio
ao placebo: 1,22; IC 95%: 0,87 a 1,72; p=0,248). A incidéncia de acontecimentos
adversos de afecdes oculares, afecdes Osseas e afegoes do eixo HPA foi baixa e nao se
observoudiferenga entre os tratamentos. Nao houve evidéncia de aumento de
acontecimentos adversos cardiacos nos grupos de tratamento que receberam salmeterol.



CONFIDENCIAL

Medicamentos contendo propionato de fluticasona utilizados na asma durante a
gravidez

Foi realizado um estudo coorte observacional retrospectivo epidemiologico que utilizou
os registos electronicos de saide do Reino Unido para avaliar o risco de MCM apds
€Xposi¢ao no primeiro trimestre ao propionato de fluticasona inalado em monoterapia e
SERETIDE relativo a corticosteroides para inalagdo (/CS) sem propionato de fluticasona.
Nao foi incluido placebo comparador neste estudo.

No coorte asma de 5362 gravidezes expostas a corticosterdides para inalacao (1CS),
foram identificadas 131 MCM; 1612 (30%) foram expostas ao propionato de fluticasona
ou SERETIDE dos quais foram identificadas 42 MCM diagnosticadas. A taxa de
probabilidade ajustada para as MCM diagnosticadas por 1 ano foi de 1,1 (IC 95%:
0,52,3) para mulheres com asma moderada expostas ao propionato de fluticasona vs
expostas a corticosterdides para inalagdo (ICS) sem propionato de fluticasona e 1,2 (IC
95%: 0,7-2,0) para mulheres com asma consideravel a grave. Nao foi identificada
diferenga no risco de MCM apoés exposi¢ao no primeiro trimestre ao propionato de
fluticasona em monoterapia versus SERETIDE. Os riscos absolutos de MCM dentro do
estrato asma grave variou de 2,0 a 2,9 por 100 gravidezes com exposi¢do ao propionato
de fluticasona o que ¢ comparavel com os resultados de um estudo de 15840 gravidezes
ndo espostas a terapéuticas para a asma na General Practice Research Database (2,8
MCM por cada 100 gravidezes).

Mecanismo de agao:

SERETIDE contém salmeterol e propionato de fluticasona, os quais tém modos de a¢ao
diferentes. O salmeterol protege contra os sintomas, o propionato de fluticasona melhora
a funcdo pulmonar e previne as exacerbacdes da doenga. SERETIDE pode proporcionar
um regime mais conveniente para os doentes a fazerem terapéutica concomitante com
agonistas beta e corticosteroides inalados. Os mecanismos de a¢do respetivos de ambos
os farmacos sdo discutidos abaixo:

Salmeterol:

O salmeterol ¢ um agonista seletivo do adrenorecetor beta-2 de longa duragdo de acao (12
horas) com uma cadeia lateral longa que se liga ao exo-sitio do recetor.

Estas propriedades farmacoldgicas do salmeterol proporcionam uma protecdao mais eficaz
contra a broncoconstri¢do induzida pela histamina e produzem uma maior duragdo da
broncodilatacao, durante pelo menos 12 horas, em relacao as doses recomendadas dos
agonistas beta-2 de curta duracdo de acdo convencionais.

Os testes in vitro demonstraram que o salmeterol ¢ um inibidor potente e de longa
duracdo de acdo da libertacdo de mediadores de mastdcitos do pulmao humano, tais como
histamina, leucotrienos e prostaglandina D».
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No homem, o salmeterol inibe a resposta de fase precoce e tardia ao alergénio inalado; a
ultima persiste durante mais de 30 horas apos uma dose tinica, quando o efeito
broncodilatador ja ndo € evidente. A administragao de uma dose unica de salmeterol
atenua a capacidade de hiperresponsividade bronquica. Estas propriedades indicam que o
salmeterol possui uma atividade nao broncodilatadora adicional, mas o significado
clinico completo ainda nao ¢ claro. Este mecanismo ¢ diferente do efeito
antiinflamatdrio dos corticosteroides.

Propionato de fluticasona:

O propionato de fluticasona administrado por inalagdo nas doses recomendadas tem uma
acdo anti-inflamatoria glucocorticoide potente nos pulmdes, que resulta na redugao dos
sintomas e exacerbacgdes da asma, sem os efeitos adversos observados quando os
corticosteroides sdo administrados sistemicamente.

Normalmente, o débito diario de hormonas adrenocorticais permanece dentro dos limites
normais durante o tratamento cronico com propionato de fluticasona inalado, mesmo nas
doses mais elevadas recomendadas para criangas e adultos. Apds a mudanga de outros
esteroides inalados, o débito diario melhora gradualmente apesar da utilizagao
intermitente anterior e presente de esteroides orais, demonstrando assim o regresso da
fungdo suprarrenal normal com o propionato de fluticasona inalado. A reserva
suprarrenal também se mantém normal durante o tratamento cronico, tal como medida
por um incremento normal num teste de estimulacdo. No entanto, qualquer diminui¢ao
residual da reserva suprarrenal resultante do tratamento anterior pode persistir durante um
tempo consideravel e deve ser tomada em consideragdo (ver Adverténcias e Precaugoes).

Farmacocinética

Nao existem evidéncias em animais ou em individuos humanos de que a administragao
conjunta de salmeterol e propionato de fluticasona por via inalatoria afete a
farmacocinética de qualquer um dos componentes. Por conseguinte, para fins
farmacocinéticos, pode considerar-se cada componente separadamente.

Num estudo cruzado de interagao medicamentosa, controlado por placebo, em 15
individuos saudaveis, a coadministragdo de SEREVENT (50 mcg inalados duas vezes por
dia) e do inibidor do CYP3A4 cetoconazol (400 mg por via oral uma vez por dia),
durante 7 dias, resultou num aumento significativo da exposi¢ao plasmatica ao salmeterol
(1,4 vezes a Cmax € 15 vezes a AUC). Nao houve aumento da acumulagdo de salmeterol
com a administracao de dose repetida. Foram retirados trés individuos da
coadministragdo de SEREVENT e cetoconazol devido a um prolongamento do intervalo
QTc ou a palpitacdes com taquicardia sinusal. A coadministracao de SEREVENT e
cetoconazol aos 12 individuos restantes ndo resultou num efeito clinicamente
significativo na frequéncia cardiaca, no potassio sanguineo ou na durag¢ao do QTc. (ver
Adverténcia e Precaugoes, e Interagoes).

Salmeterol:
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O salmeterol atua localmente no pulmao, portanto os niveis plasmaticos nao sao
indicativos dos efeitos terapéuticos. Além disso, os dados disponiveis sobre a
farmacocinética do salmeterol sao limitados devido a dificuldade técnica em proceder ao
doseamento do farmaco no plasma dadas as baixas concentragdes plasmaticas atingidas
apos inalagdo nas doses terapé€uticas (aproximadamente 200 picogramas/ml ou menos).
Apo6s a administragdo regular com xinafoato de salmeterol, € possivel detetar-se acido
hidroxinaftdico na circulacdo sistémica, atingindo concentra¢des no estado estacionario
de aproximadamente 100 nanogramas/ml. Estas concentragdes sao até 1000 vezes mais
baixas do que os niveis obervados no estado estacionario em estudos de toxicidade. Nao
se observaram efeitos prejudiciais apos a administragao regular a longo prazo (mais de 12
meses) em doentes com obstrugdo das vias aéreas.

Um estudo in vitro demonstrou que o salmeterol ¢ extensivamente metabolizado em
ahidroxisalmeterol (oxidacao alifatica) pelo citocromo P450 3A4 (CYP3A4). Um estudo
de dose repetida com salmeterol e eritromicina em voluntarios saudaveis demonstrou nao
haver alteragdes clinicamente significativas nos efeitos farmacodinamicos com doses de
500 mg de eritromicina trés vezes por dia. Contudo, um estudo de interacao de
salmeterol-cetoconazol resultou num aumento significativo da exposi¢ao plasmatica ao
salmeterol. (ver Adverténcias e Precaugoes, e Interagoes).

Propionato de fluticasona:

A biodisponibilidade absoluta do propionato de fluticasona para cada dispositivo de
inalacdo disponivel foi calculada a partir de comparagdes intra e interestudos de dados
farmacocinéticos inalados e intravenosos. Foi calculada a biodisponibilidade absoluta em
individuos adultos saudaveis para o propionato de fluticasona Diskus (7,8%), propionato
de fluticasona Diskhaler (9,0%), propionato de fluticasona Inalador (10,9%),
salmeterolpropionato de fluticasona Inalador (5,3%) e salmeterol-propionato de
fluticasona Diskus (5,5%), respetivamente. Em doentes com asma ou com DPOC
observou-se um grau menor de exposi¢do sistémica ao propionato de fluticasona inalado.
A absorgao sistémica ocorre sobretudo através dos pulmdes e € rapida no inicio e depois
prolongada. O resto da dose inalada pode ser engolida mas contribui de forma minima
para a exposicdo sistémica devido a baixa solubilidade aquosa e ao metabolismo
présistémico, o que resulta numa disponibilidade oral inferior a 1%. Existe um aumento
linear da exposicao sistémica com o aumento da dose inalada. A farmacocinética do
propionato de fluticasona ¢ caracterizada por uma elevada depuragao plasmatica (1150
ml/min), um elevado volume de distribui¢ao no estado estacionario (aproximadamente
300 1) e uma semivida terminal de aproximadamente 8 horas. A ligagdo as proteinas
plasmaticas ¢ moderadamente elevada (91%). O propionato de fluticasona ¢ depurado
muito rapidamente da circulagao sistémica, sendo sobretudo metabolizado pela enzima
CYP3A4 do citocromo P450 num metabolito inativo do acido carboxilico.

A depuracao renal do propionato de fluticasona ¢ desprezavel (<0,2%) e inferior a 5%,
como metabolito. E necessario ter-se precaugdo quando se coadministram inibidores
conhecidos do CYP3A4, pois existe o potencial para um aumento da exposicao sistémica
ao propionato de fluticasona.

Populacdes especiais de doentes
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SERETIDE
Diskus:

Foi realizada uma analise farmacocinética populacional utilizando dados de individuos
asmaticos (nove estudos clinicos para o propionato de fluticasona e cinco estudos para o
salmeterol) que indicou o seguinte:

- Exposi¢ao mais elevada ao propionato de fluticasona apds a administracao de
SERETIDE (50/100 microgramas) em comparagdo com o propionato de
fluticasona isoladamente (100 microgramas) em adolescentes e adultos (taxa 1,52
[IC 90% 1,08; 2,13]) e criangas (taxa 1,20 [IC 90% 1,06; 1,37]).

- Exposi¢ao mais elevada ao propionato de fluticasona em criangas que estavam a
tomar SERETIDE (50/100 microgramas) em comparagdo com adolescentes e
adultos (taxa 1,63 [IC 90% 1,35; 1,96]).

- Arelevancia clinica destas observacdes ¢ desconhecida, no entanto, nao se
observaram diferengas nos efeitos sobre o eixo HPA em estudos clinicos de até 12
semanas de duragdo na comparacao entre SERETIDE (50/100 microgramas) € o
propionato de fluticasona (100 microgramas), tanto em adolescentes como em
adultos e criancas.

- A exposicao ao propionato de fluticasona foi semelhante na dose mais elevada de
SERETIDE 50/500 microgramas comparada com a dose equivalente de
propionato de fluticasona isoladamente.

- Foi observada uma exposi¢ao mais elevada ao salmeterol em criancgas que
estavam a tomar SERETIDE (50/100 microgramas) em compara¢ao com
adolescentes e adultos (taxa 1,23 [IC 90% 1,10; 1,38]).

- Arelevancia clinica destas observacoes ¢ desconhecida, no entanto nao se
observaram diferengas nos efeitos cardiovasculares nem nas notificacdes de
tremor entre adultos, adolescentes e criangas em estudos clinicos de até 12
semanas de duragao.

Informagdes Nao ClinicasO xinafoato de salmeterol e o propionato de fluticasona foram
extensivamente avaliados em testes de toxicidade em animais. Ocorreram toxicidades
significativas apenas com doses superiores ao recomendado para uso humano e estas
foram as que se esperava com um agonista potente do adrenorecetor beta-2 € um
glucocorticosteroide. Nem o xinafoato de salmeterol ou propionato de fluticasona
demonstraram qualquer potencial de genotoxicidade.

Em estudos de longa duragdo, o xinafoato de salmeterol induziu tumores benignos no
musculo liso do mesovario de ratos e no tutero de ratinhos.
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Os roedores sdo sensiveis a formacao destes tumores induzidos farmacologicamente. Nao
se considera que o salmeterol represente um risco oncogénico significativo para o
homem.

A coadministracdo de salmeterol e de propionato de fluticasona resultou em algumas
interagdes cardiovasculares com doses elevadas. No rato, a miocardite auricular ligeira e
a arterite coronaria focal foram efeitos passageiros que se resolveram com a
administracdo regular. No cdo, os aumentos da frequéncia cardiaca foram maiores apos a
coadministragdo do que apds o salmeterol isoladamente. Nao se observaram efeitos
adversos cardiacos graves clinicamente relevantes em estudos no homem.

A coadministra¢ao nao alterou outras toxicidades relacionadas com a classe nos animais.

Numa grande variedade de espécies animais expostas diariamente por um periodo de dois
anos, o propelente ndo-CFC, HFA134a, demonstrou nao ter efeito toxico quando
administrado em concentragdes muito elevadas de vapor, muito superiores aquelas a que
os doentes estardo expostos.

INFORMACOES FARMACEUTICAS
Lista dos excipientes

HFA 134a.

Prazo de validade

O prazo de validade ¢ indicado na embalagem.

Conservacgao

Condigdes de conservagao esta indicado na embalagem.

Recolocar firmemente a tampa do aplicador bucal e encaixar na sua posicao.
Proteger do frio e da luz solar directa.

Tal como com a maioria dos medicamentos para inalagao contidos em recipientes
pressurizados, o efeito terapéutico deste medicamento pode diminuir quando o recipiente
esta frio.

Recipiente pressurizado. Nao exponha a temperaturas superiores a 50°C. O recipiente nao
deve ser perfurado, partido ou queimado, mesmo quando aparentemente vazio.

Natureza e Conteudo do recipiente

SERETIDE Inalador contém uma suspensdo de salmeterol e propionato de fluticasona no
propelente ndo-CFC HFA 134a. A suspensdo ¢ acondicionada num recipiente
pressurizado de liga de aluminio, selado com uma valvula doseadora. O recipiente ¢
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incorporado num actuador de plastico com orificio de pulverizagdo e tampa protectora de
poeiras. SERETIDE Inalador foi formulado com trés concentragdes diferentes e um
tamanho de embalagem, que providencia 120 actuagdes por inalador.

Incompatibilidades

Nenhuma notificada.

Utilizacao e manuseamento
Testar o seu inalador:

Antes de se utilizar o seu inalador pela primeira vez ou se ja ndo o utiliza ha mais de uma
semana, deve remover a tampa da peca bucal, pressionando ligeiramente a tampa dos
lados, agitar bem o inalador e libertar duas doses no ar para se certificar de que funciona.

Utilizacao do seu inalador:
1. Remova a tampa do peca bocal pressionando ligeiramente a tampa dos lados.

2. Verifique a presenca de particulas estranhas no interior € no exterior do inalador,
incluindo na pega bocal.

3. Agite bem o inalador para se assegurar que qualquer particula estranha ¢
removida e que o contetido ¢ uniformemente misturado.

4. Segure o inalador na posigdo vertical entre os dedos com o polegar sob a peca
bocal.
5. Expire tanto quanto lhe for confortavelmente possivel e coloque a peca bocal na

boca, entre os dentes, e cerre os labios a sua volta, sem morder.

6. Ap0s iniciar a inspiracdo pela boca, prima o inalador firmemente, para libertar o
propionato de fluticasona enquanto inspira forte e profundamente.

7. Enquanto contém a respiragdo retire o inalador da boca e os dedos do topo do
inalador. Continue a conter a respira¢ao tanto quanto lhe for confortavelmente
possivel.

8. Para efectuar uma segunda inalagdao, mantenha o inalador na posi¢ao vertical,

aguarde cerca de meio minuto e repita os passos 3 a 7.
9. Ap06s a utilizagdo, bocheche com agua e cuspa-a.

10. Recoloque a tampa na peca bocal, pressionando-a firmemente e ajustando-a ao
lugar.
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IMPORTANTE:

Nio deve apressar os passos 5, 6 ¢ 7. E muito importante comegar a inspirar o mais
lentamente possivel, exatamente antes de disparar o inalador. Pratique em frente ao
espelho as primeiras vezes. Se verificar o escape de suspensao no topo do inalador ou nos
lados da boca devera recomegar desde o passo 2.

Se o seu médico lhe deu instrugdes diferentes para usar o inalador, deve segui-las
cuidadosamente. Consulte o seu médico se tiver alguma dificuldade.

Criangas:

As criangas pequenas podem precisar de ajuda e pode ser necessario que um adulto
manuseie o inalador pelas mesmas. Incentive a crianga a expirar € manuseie o inalador
logo apds a crianga comegar a inspirar. Pratique a técnica em conjunto. As criancas mais
velhas ou pessoas com maos fracas devem segurar o inalador com ambas as maos.
Coloque os dois dedos indicadores no topo do inalador e ambos os polegares sob a base,
abaixo do aplicador bocal.

Limpeza:

O inalador deve ser limpo pelo menos uma vez por semana.

1. Remova a tampa do aplicador bocal.
2. Nao retire o recipiente metalico do actuador de plastico.
3. Limpe o aplicador bocal interna e externamente e o actuador de plastico com um

pano, lenco ou cotonete seco.
4. Recoloque a tampa do aplicador bocal.
NAO INTRODUZA O RECIPIENTE METALICO NA AGUA.

Nem todas as apresentacoes estdo disponiveis em todos os paises.
Numero da versao: GDS37/IP120

Data de emissao: 15 de dezembro de 2020

As marcas registadas pertencem ou sdo licenciadas ao grupo de empresas GSK

©2025. Empresas do grupo GSK ou sob licenga
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