ANNEX |

SUMMARY OF PRODUCT CHA



1. NAME OF THE MEDICINAL PRODUCT

BroPair Spiromax 12.75 micrograms/100 micrograms inhalation powder
BroPair Spiromax 12.75 micrograms/202 micrograms inhalation powder

2. QUALITATIVE AND QUANTITATIVE COMPOSITION b
Each delivered dose (the dose from the mouthpiece) contains 12.75 micrograms of salmeterol meterol
xinafoate) and 100, or 202 micrograms of fluticasone propionate. .

Each metered dose contains 14 micrograms of salmeterol (as salmeterol xinafoate) an &,or
232 micrograms of fluticasone propionate.

Excipient(s) with known effect: 5&

Each delivered dose contains approximately 5.4 milligrams of lactose (as grate).
For the full list of excipients, see section 6.1. %

3. PHARMACEUTICAL FORM @

Inhalation powder Q:D
White powder. \O

4. CLINICAL PARTICULARS QO

4.1 Therapeutic indications &

BroPair Spiromax is indicated in the reg @atment of asthma in adults and adolescents aged 12 years and
older not adequately controlled with inhaleghcorticosteroids and ‘as needed’ inhaled short-acting . agonists.

4.2  Posology and method of tration
Posology {

Patients should be adviw&e BroPair Spiromax every day, even when asymptomatic.

If symptoms arise in riod between doses, an inhaled, short-acting betas-agonist should be used for

immediate relief. Q

When choosi Qh}starting dose strength of BroPair Spiromax (12.75/100 micrograms medium inhaled
corticosteri S] dose or 12.75/202 micrograms high ICS dose), the patients’ disease severity, their
previous a a therapy including ICS dose as well as the patients’ current control of asthma symptoms

should @nsidered.
P%\ ould be regularly reassessed by a doctor, so that the strength of the salmeterol/fluticasone

p nate they are receiving remains optimal and is only changed on medical advice. The dose should be
titrated to the lowest dose at which effective control of symptoms is maintained.

Note that the delivered doses for BroPair Spiromax are different from other salmeterol/fluticasone
containing products on the market. The different dose strengths (medium/high doses of fluticasone) for
different products do not necessarily correspond to each other, thus the products are not interchangeable
based on the corresponding dose strengths.



Adults and adolescents 12 years and older.

One inhalation of 12.75 micrograms salmeterol and 100 micrograms fluticasone propionate twice daily.
or
One inhalation of 12.75 micrograms salmeterol and 202 micrograms fluticasone propionate twice daily.

Once control of asthma is attained, treatment should be reviewed and consideration given as to wh

patients should be stepped down to salmeterol/fluticasone propionate containing a lower dose o aled
corticosteroid, and then, ultimately, to an inhaled corticosteroid alone. Regular review of pati

treatment is stepped down is important. .

If an individual patient should require dosages outside the recommended regimen, app@gte doses of B2
agonist and/or inhaled corticosteroid should be prescribed.

Elderly (>65 years)
There is no need to adjust the dose in elderly patients

Special populations §

Renal impairment é
There is no need to adjust the dose in patients with renal impairmﬁ :

Hepatic impairment
There are no data available on the use of BroPair Spiromaxeinpatients with hepatic impairment.

Paediatric population \
The posology in patients 12 years of age and older i@same posology as in adults. The safety and efficacy
in paediatric patients below 12 years of age have Q n established. No data are available.

Method of administration &

Inhalation use. 0

The device is a breath actuated, insp @ y flow-driven inhaler, which means that the active substances are
delivered into the airways when thewatient inhales through the mouthpiece.

Required training

This medicinal product shoﬂ% used correctly in order to achieve effective treatment. As such, the patients
should be advised to read,the patient information leaflet carefully and follow the instructions for use as
detailed in the Ieaflet.%tients should be provided with training by the prescribing Health Care
Professional on howsto'use this medicinal product. This is to ensure that they understand how to use the
inhaler correctly, S0 that they understand the need to breathe in forcefully when inhaling to obtain the
required dose. tIJ portant to inhale forcefully to ensure optimal dosing.

*
The use o@hedicinal product follows 3 simple steps: open, breathe, and close, which are outlined below.

Open: I@dthe device with the mouthpiece cover at the bottom and open the mouthpiece cover by folding it
d il it is fully opened when 1 click is heard.

Breathe: Breathe out fully. Do not breathe out through your inhaler. Put the mouthpiece in your mouth and
close your lips tightly around it. Breathe in forcefully and deeply through the mouthpiece. Remove the
device from the mouth and hold the breath for 10 seconds or as long as comfortable for you.

Close: Breathe out gently and close the mouthpiece cover.



Patients should not block the air vents at any time, or breathe out through the device when they are preparing
the “Breathe” step. Patients are not required to shake the inhaler prior to use.

Patients should also be advised to rinse their mouths with water and spit the water out, and/or brush their
teeth after inhaling (see section 4.4).

Patients may notice a taste when using this medicinal product due to the lactose excipient. b

Patients should be advised to keep their inhaler dry and clean at all times by gently wiping th piece
with a dry cloth or tissue as needed.

0\
4.3 Contraindications é

Hypersensitivity to the active substances or to any of the excipients listed in section6.

4.4  Special warnings and precautions for use 0

Deterioration of disease

Salmeterol/fluticasone propionate should not be used to treat acute @q symptoms for which a fast- and
short-acting bronchodilator is required. Patients should be advise e their rescue inhaler available to be
used for relief in an acute asthma attack at all times.

Patients should not be initiated on salmeterol/fluticasone pr, ate during an exacerbation, or if they have
significantly worsening or acutely deteriorating asthma\

Serious asthma-related adverse events and exacerbam may occur during treatment with
salmeterol/fluticasone propionate. Patients should ed to continue treatment but to seek medical advice
if asthma symptoms remain uncontrolled or wor er initiation on salmeterol/fluticasone propionate.

Increased requirements for use of reliever ication (short-acting bronchodilators), or decreased response
to reliever medication indicate deterioratio,offasthma control and patients should be reviewed by a
physician. b

Sudden and progressive deterioratj ontrol of asthma is potentially life-threatening and the patient
should undergo urgent medical ent. Consideration should be given to increasing inhaled
corticosteroid therapy.

Cessation of therapy \ 2

Treatment with salme@'{ﬂuticasone propionate should not be stopped abruptly in patients with asthma due
to risk of exacer.b omwTherapy should be down-titrated under physician supervision.

Coexisting goéiti\pns

Salmetero icasone propionate should be administered with caution in patients with active or quiescent
uberculosis and fungal, viral, or other infections of the airway. Appropriate treatment should be
pro stituted, if indicated.

Cardibvascular effects

Rarely, salmeterol/fluticasone propionate may cause cardiac arrhythmias e.g., supraventricular tachycardia,
extrasystoles and atrial fibrillation, and a mild transient reduction in serum potassium at high therapeutic
doses. Salmeterol/fluticasone propionate should be used with caution in patients with severe cardiovascular
disorders or heart rhythm abnormalities and in patients with thyrotoxicosis.



Hypokalaemia and hyperglycaemia

Beta-adrenergic agonist medicines may produce significant hypokalaemia in some patients, possibly through
intracellular shunting, which has the potential to product adverse cardiovascular effects. The decrease in
serum potassium is usually transient, not requiring supplementation. Clinically significant changes serum
potassium were seen infrequently during clinical trials with salmeterol/fluticasone propionate at
recommended doses (see section 4.8). There have been infrequent reports of increases in blood gl

levels (see section 4.8) and this should be considered when prescribing to patients with a histor etes
mellitus.

Salmeterol/fluticasone propionate should be used with caution in patients with diabetes mQhus uncorrected
hypokalemia, or patients predisposed to low levels of serum potassium.

Paradoxical bronchospasm S&

shortness of breath after
iately with a short-acting
ed immediately, the patient

Paradoxical bronchospasm may occur with an immediate increase in wheezi
dosing and may be life-threatening (see section 4.8). This should be treated
inhaled bronchodilator. Salmeterol/fluticasone propionate should be discont
assessed, and alternative therapy instituted if necessary. {

Beta 2 adrenoreceptor agonists : @

The pharmacological effects of B, agonist treatment, such as
reported, but tend to be transient and reduce with regular t

Systemic effects \

Systemic effects may occur with any inhaled cortj id, particularly at high doses prescribed for long
periods. These effects are much less likely to occtigthan with oral corticosteroids. Possible systemic effects
include Cushing’s syndrome, Cushingoid featares, adrenal suppression, decrease in bone mineral density,
cataract and glaucoma, and more rarely, a @f psychological or behavioural effects including
psychomotor hyperactivity, sleep disord iety, depression, or aggression (particularly in children) (see
Paediatric population sub-heading b§ information on the systemic effects of inhaled corticosteroids in

alpitations, and headache, have been

children and adolescents). It is impo therefore, that the patient is reviewed regularly and the dose of
inhaled corticosteroid is reduced west dose at which effective control of asthma is maintained.

Visual disturbance

Visual disturbance may&pgmd with systemic and topical corticosteroid use. If a patient presents with
symptoms such as bl sion or other visual disturbances, the patient should be considered for referral to
an ophthalmologi luation of possible causes which may include cataract, glaucoma or rare diseases
such as central réhorloretmopathy (CSCR) which have been reported after use of systemic and topical
cortlcoster0|ds

Adrenal fg%\ﬂ

Pro g@eatment of patients with high doses of inhaled corticosteroids may result in adrenal suppression
a adrenal crisis. Very rare cases of adrenal suppression and acute adrenal crisis have also been

de ed with doses of fluticasone propionate between 500 micrograms and less than 1000 micrograms.
Situations, which could potentially trigger acute adrenal crisis include trauma, surgery, infection, or any
rapid reduction in dosage. Presenting symptoms are typically vague and may include anorexia, abdominal
pain, weight loss, tiredness, headache, nausea, vomiting, hypotension, decreased level of consciousness,
hypoglycaemia, and seizures. Additional systemic corticosteroid treatment should be considered during
periods of stress or elective surgery.



The benefits of inhaled fluticasone propionate therapy should minimise the need for oral steroids, but
patients transferring from oral steroids may remain at risk of impaired adrenal reserve for a considerable
time. Therefore, these patients should be treated with special care and adrenocortical function regularly
monitored. Patients who have required high dose emergency corticosteroid therapy in the past may also be at
risk. This possibility of residual impairment should always be borne in mind in emergency and elective
situations likely to produce stress, and appropriate corticosteroid treatment must be considered. The extent of
the adrenal impairment may require specialist advice before elective procedures.

Interactions with other medicinal products @
* C,,

Ritonavir can greatly increase the concentration of fluticasone propionate in plasma. The;gw| , concomitant
use should be avoided, unless the potential benefit to the patient outweighs the risk of ic corticosteroid
side effects. There is also an increased risk of systemic undesirable effects when co fluticasone
propionate with other potent CYP3A inhibitors (see section 4.5). &

Concomitant use of systemic ketoconazole significantly increases systemic e@e to salmeterol. This may
lead to an increase in the incidence of systemic effects (e.g., prolongation i Tc interval and
palpitations). Concomitant treatment with ketoconazole or other potent CY%4 inhibitors should therefore
be avoided unless the benefits outweigh the potentially increased risk Qf systemic undesirable effects of
salmeterol treatment (see section 4.5). @

Paediatric population Q

This medicinal product is indicated for use in adolescents %and older (see section 4.2). However, it
should be noted that children and adolescents less than XQ@ taking high doses of fluticasone propionate
(typically 21000 micrograms/day) may be at particular risk-SSystemic effects may occur, particularly at high
doses prescribed for long periods. Possible systemic ts include Cushing's syndrome, Cushingoid
features, adrenal suppression, acute adrenal crisis wth retardation in children and adolescents and more
rarely, a range of psychological or behavioural effects including psychomotor hyperactivity, sleep disorders,
anxiety, depression, or aggression. Conside%should be given to referring the child or adolescent to a
paediatric respiratory specialist. It is reconm d that the height of children receiving prolonged treatment
with inhaled corticosteroids is regularly it@red. The dose of inhaled corticosteroid should always be
reduced to the lowest dose at which 8 control of asthma is maintained.

Oral infections O

Due to the fluticasone prop% omponent, hoarseness and candidiasis (thrush) of the mouth and throat

and, rarely of the oesophag n occur in some patients (see section 4.8). Both hoarseness and the
incidence of candidiasisf the mouth and throat may be relieved by rinsing the mouth with water and
spitting the water out ﬁ%ﬁ brushing the teeth after using the product. Symptomatic candidiasis of the
mouth and throat ¢ eated with topical anti-fungal therapy whilst still continuing with
saImeterol/fluticas%ropionate.

Lactose comencj
N\,

This me 'bproduct contains lactose (see section 4.3). Patients with rare hereditary problems of galactose
intoler total lactase deficiency or glucose-galactose malabsorption should not take this medicinal

p The excipient lactose may contain small amounts of milk proteins which may cause allergic
reastions in those with severe hypersensitivity or allergy to milk protein.

4.5 Interaction with other medicinal products and other forms of interaction

Interactions with beta blockers

Beta adrenergic blockers may weaken or antagonise the effect of salmeterol. Both non-selective and selective
B blockers should be avoided unless there are compelling reasons for their use. Potentially serious
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hypokalaemia may result from B, agonist therapy (see section 4.4). Particular caution is advised in acute
severe asthma as this effect may be potentiated by concomitant treatment with xanthine derivatives, steroids,
and diuretics.

Salmeterol

Potent CYP3A4 inhibitors

Co-administration of ketoconazole (400 mg orally once daily) and salmeterol (50 micrograms i wice
daily) in 15 healthy subjects for 7 days resulted in a significant increase in plasma salmeterol re (1.4-
fold Crmaxand 15-fold AUC). This may lead to an increase in the incidence of other systemi ts of
salmeterol treatment (e.g. prolongation of QTc interval and palpitations) compared with %Nerol or
ketoconazole treatment alone (see section 4.4). 0

Clinically significant effects were not seen on blood pressure, heart rate, blood Iﬁ%and blood potassium
levels. Co-administration with ketoconazole did not increase the elimination half<life, of salmeterol or
increase salmeterol accumulation with repeat dosing. 0

The concomitant administration of ketoconazole should be avoided, unless,la)enefits outweigh the
potentially increased risk of systemic effects of salmeterol treatment. Itgg is likely to be a similar risk of
interaction with other potent CYP3A4 inhibitors (e.g., itraconazole, @ mycin, ritonavir).

Moderate CYP3A4 inhibitors %

Co-administration of erythromycin (500 mg orally 3 times a né’salmeterol (50 micrograms inhaled
twice daily) in 15 healthy subjects for 6 days resulted in a ut non-statistically significant increase in
salmeterol exposure (1.4-fold Crax and 1.2-fold AUC). inistration with erythromycin was not
associated with any serious adverse effects.

Fluticasone propionate O

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

In an interaction study in healthy Q; with intranasal fluticasone propionate, ritonavir (a highly potent
cytochrome P450 3A4 inhibito%qd nistered 100 mg twice daily increased the fluticasone propionate
plasma concentrations sever red-fold, resulting in markedly reduced serum cortisol concentrations.
Information about this inter% is lacking for inhaled fluticasone propionate, but a marked increase in
fluticasone propionate wa els is expected. Cases of Cushing’s syndrome and adrenal suppression have
been reported. The coﬁ ion should be avoided unless the benefit outweighs the increased risk of
systemic glucocortiggidhwndesirable effects (see section 4.4).
L 4

In a small stud Ithy volunteers, the slightly less potent CYP3A inhibitor ketoconazole increased the
exposure of’&ucz;a@one propionate after a single inhalation by 150%. This resulted in a greater reduction of
plasma com s compared with fluticasone propionate alone. Co-treatment with other potent CYP3A
inhibitor; as itraconazole, and moderate CYP3A inhibitors, such as erythromycin, is also expected to

systemic fluticasone propionate exposure and the risk of systemic undesirable effects. Caution is
nded and long-term treatment with such drugs should, if possible, be avoided.

Co-tréatment with CYP3A inhibitors, including cobicistat-containing products, is expected to increase the
risk of systemic side-effects. The combination should be avoided unless the benefit outweighs the increased
risk of systemic corticosteroid side-effects, in which case patients should be monitored for systemic
corticosteroid effects.

Interaction with P-glycoprotein inhibitors




Fluticasone propionate and salmeterol are both poor substrates of P-glycoprotein (P-gp). Fluticasone did not
show P-gp inhibition potential in in vitro studies. No information is available on salmeterol P-gp inhibition
potential. No clinical pharmacology studies with a specific P-gp inhibitor and fluticasone
propionate/salmeterol have been conducted.

Sympathomimetic medicinal products

Concomitant administration of other sympathomimetic medicinal products (alone or as part of ¢ tion
therapy) can have a potentially additive effect.
. \@

Pregnancy Q
A moderate amount of data on pregnant women (between 300 to 1000 pregna@comes) indicates no
malformative or foeto/neonatal toxicity of salmeterol and fluticasone propi nimal studies have shown

reproductive toxicity after administration of B, adrenoreceptor agonists an ocorticosteroids (see section
5.3).

4.6 Fertility, pregnancy and lactation

This medicianl product should only be used during pregnancy if th@ected benefit to the patient justifies
the potential risk to the foetus.

Breast-feeding Q

It is unknown whether salmeterol and fluticasone propionatg/metabolites are excreted in human milk.

Studies have shown that salmeterol and fluticason onate and their metabolites, are excreted into the
milk of lactating rats.

A risk to breastfed newborns/infants canno cluded. A decision must be made whether to discontinue
breast-feeding or to discontinue salmetergl casone propionate therapy taking into account the benefit of
nefiD,f

breast-feeding for the child and the lq(e therapy for the woman.
Fertility

There are no fertility data in hm‘Qns. However, animal studies showed no effects of salmeterol or fluticasone
propionate on fertility (see n5.3).

4.7 Effects on abili \Mrive and use machines

This medicinal pr(@ as no or negligible influence on the ability to drive and use machines.

4.8 Undas@bk\effects

r ns associated with each of the active substance may be expected. No increased incidence of adverse
reactions has been seen following concurrent administration of the two compounds.

The most frequently reported adverse reactions were nasopharyngitis (6.3%), headache (4.4%), cough (3.7%)
and oral candidiasis (3.4%).

Tabulated list of adverse reactions




Adverse reactions which have been associated with fluticasone propionate and salmeterol are presented
below, listed by system organ class and frequency. Frequencies are defined as: very common (>1/10),
common (>1/100 to <1/10), uncommon (>1/1,000 to < 1/100), rare (>1/10,000 to < 1/1,000), very rare
(<1/10,000) and not known (cannot be estimated from the available data). Frequencies were derived from

clinical trial data.

Table 1: Tabulated list of adverse reactions

R,

procedural complications

System Organ Class Adverse reaction Frequency , \{/
Oral candidiasis® Common’, '
Influenza Commofl
Nasopharyngitis Comyfiog ™
Infections and infestations R.hm'F'.S
Sinusitis nion
Pharyngitis 4 ommon
Respiratory tract infection ncommon
Oesophageal candidiasis 75 Rare
Cushing's syndrome, Cushingoid features,
Endocrine disorders adrenal suppression and growth retar&on Rare?
in children and adolescents )
Metabolism and nutrition Hypokalaemia Common?
disorders Hyperglycaemia Uncommon
Anxiety N Uncommon
Psychiatric disorders Insomnia N () ___| Uncommon
Behavioural changes, |Mng hyperactivity
L . : . Uncommon
and irritability, espgeially in children
Headache Common
Nervous system disorders Dizziness (\ Common
Tremor N Uncommon
Cataract Uncommon
Eye disorders Glaucoman/ Rare’
Visiomblurred Not known'!
Palfitations Uncommon?
ardia Uncommon
. o
Cardiac disorders 4‘ _I flbrlllatlon_ _ _ Uncommon
ardiac arrhythmias (including
Q’ supraventricular tachycardia and Rare
N ' extrasystoles)
v | Cough Common
Throat irritation Common
. . Q Hoarseness/dysphonia Common
Respiratory, atic and -
L . Oropharyngeal pain Common
mediastinal disgrders ——— -
\ Rhinitis allergic Uncommon
b Nasal congestion Uncommon
Vo N Paradoxical bronchospasm Rare!
G§%estinal disorders |-AAbdominal pain upper Uncommon
Dyspepsia Uncommon
S. anq subcutaneous Dermatitis contact Uncommon
tissue disorders
Musculoskeletal and Back pain Common
o . Myalgia Common
connective tissue disorders — -
Pain in extremity Uncommon
Injury, poisoning and Laceration Uncommon




a. Includes oral candidiasis, oral fungal infection, oropharyngeal candidiasis, and oropharyngitis fungal
1. Seesection 4.4
2. See section 4.5

Description of selected adverse reactions

Specific - agonist treatment effects b
The pharmacological effects of 3> agonist treatment, such as tremor, palpitations and headacheg, been
reported, but tend to be transient and reduce with regular therapy. .\

Paradoxical bronchospasm {

Paradoxical bronchospasm may occur with an immediate increase in wheezing aneshostness of breath after
dosing (see section 4.4). &

Inhaled corticosteroid treatment effects 0

Due to the fluticasone propionate component, hoarseness and candidiasf((thrush) of the mouth and throat and,
rarely, of the oesophagus, can occur in some patients (see section 4.@

Paediatric population Q

The safety and efficacy of BroPair Spiromax in paediatric 6 s below the age of 12 years have not been

established. \

Inhaled corticosteroids, including fluticasone propio a component of BroPair Spiromax, may cause a
reduction in growth velocity in adolescents (see % .4 Special warnings and precautions for use).

The growth of paediatric patients receiving orallydinhaled corticosteroids, including salmeterol/fluticasone
propionate, should be monitored routinely. Tominimize the systemic effects of orally inhaled
corticosteroids, including salmeterol/flutict) ropionate titrate each patient’s dosage to the lowest dosage

that effectively controls his/her symptoS

Reporting of suspected adverse reac%

Reporting suspected adverse re after authorisation of the medicinal product is important. It allows
continued monitoring of the b %t/risk balance of the medicinal product. Healthcare professionals are asked
to report any suspected adve @ eactions via the national reporting system listed in Appendix V.

4.9 Overdose ,&

There are no data @mble from clinical trials on overdose with BroPair Spiromax, however data on
overdose with t}s@ ive substances are given below:
L 4

Salmetero \

The si d symptoms of salmeterol overdose are dizziness, increases in systolic blood pressure, tremor,
hea and tachycardia. If salmeterol/fluticasone propionate therapy has to be withdrawn due to overdose
0 2 agonist component of the medicinal product, provision of appropriate replacement steroid therapy
should be considered. Additionally, hypokalaemia can occur and therefore serum potassium levels should be
monitored. Potassium replacement should be considered.

Fluticasone propionate

Acute

10


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Acute inhalation of fluticasone propionate doses in excess of those recommended may lead to temporary
suppression of adrenal function. This does not need emergency action as adrenal function is recovered in a
few days, as verified by plasma cortisol measurements.

Chronic overdose

Adrenal reserve should be monitored and treatment with a systemic corticosteroid may be necessagy. When
stabilised, treatment should be continued with an inhaled corticosteroid at the recommended dose.

section 4.4: “Adrenal function”). @

In cases of both acute and chronic fluticasone propionate overdose, salmeterol/ﬂuticasoneo@nate therapy
should be continued at a suitable dose for symptom control. {

5. PHARMACOLOGICAL PROPERTIES 8

5.1 Pharmacodynamic properties 0

Pharmacotherapeutic group: Drugs for obstructive airway diseases, Adrene,ra in combination with
corticosteroids or other drugs, excl. anticholinergics, ATC code: R03AQ6

Mechanism of action and pharmacodynamic effects @
wn

BroPair Spiromax contains salmeterol and fluticasone propio@ ch have differing modes of action.
The respective mechanisms of action of both active substa e discussed below.

Salmeterol is a selective long-acting (12 hour) B2 adren(kp(or agonist with a long side chain which binds to
the exo-site of the receptor.

Fluticasone propionate given by inhalation at rec@ended doses has a glucocorticoid anti-inflammatory
action within the lungs. &

Clinical efficacy and safety 0(/

BroPair Spiromax Asthma clinical tx @

The safety and efficacy of BroPaipSpiromax were evaluated in 3004 patients with asthma. The development
program included 2 confirmator; Q‘ s of 12-weeks duration, a 26-week safety trial and 3 dose-ranging
trials. The efficacy of BroPaigSpiromax is based primarily on the the confirmatory trials described below.

Six doses of fluticasonesgropiohate ranging from 16 mcg to 434 mcg (expressed as metered doses)
administered twice daij multidose dry powder inhaler (MDPI) and an open-label fluticasone propionate
dry powder comparato Omcg or 250mcg) were evaluated in 2 randomised, double-blind, placebo-
controlled 12-Wge@s. Trial 201 was conducted in patients who were uncontrolled at baseline and had
been treated by@gt- cting B2 agonist alone or in combination with non-corticosteroid asthma medication.
Low dose inha orticosteroid (ICS) patients may have been included after a minimum of 2 weeks

washout. Tpi 2 was conducted in patients who were uncontrolled at baseline and had been treated with
high dos ith or without a long-acting beta-agonist (LABA). The metered doses for fluticasone

Y

d rom the metered doses for the comparator products (fluticasone inhalation powder) and the Phase 3

ropio piromax [Fp MDPI] (16, 28, 59, 118, 225, and 434 mcg) used in Trial 201 and Trial 202 are
|§%Q

invegtigational products which are the basis of the label claim metered dose (, 113, and 232 mcg for
fluticasone propionate). The changes in doses between Phase 2 and 3 resulted from optimisation of the
manufacturing process.

The efficacy and safety of 4 doses of salmeterol xinafoate were evaluated in a double-blind, 6-period
crossover study compared with single dose fluticasone propionate Spiromax and open-label fluticasone
propionate/salmeterol 100/50 mcg dry powder inhaler as a comparator in patients with persistent asthma. The
salmeterol doses studied were 6.8 mcg, 13.2 mcg, 26.8 mcg, and 57.4 mcg in combination with fluticasone
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propionate 118 mcg delivered by MDPI (expressed as metered dose). The metered doses for salmeterol (6.8,
13.2, 26.8, and 57.4 mcg) used in this study are slightly different from the metered doses for the comparator
products (fluticasone/salmeterol inhalation powder) and the Phase 3 investigational products which are the
basis of the label claim (113, and 232 mcg for fluticasone propionate and 14 mcg for salmeterol).

As a consequence of optimisation of the manufacturing process, the Phase 3 and commercial products better
match the strengths of the comparator products. Plasma for pharmacokinetic characterization was gned at

each dosing period.

Adult and Adolescent Patients Aged 12 Years and Older: @

Two Phase 3 clinical trials were conducted; 2 trials comparing the fixed-dose combination@iuticasone
propionate alone or placebo (Trial 1 and Trial 2). (

Trials comparing BroPair Spiromax (FS MDPI) with fluticasone propionate alone o bo

Two double-blind, parallel-group clinical trials, Trial 1 and Trial 2, were conductédwith FS MDPI in 1375
adult and adolescent patients (aged 12 years and older, with baseline FEV1 40% %,85% of predicted normal)
with asthma that was not optimally controlled on their current therapy. All treatments were given as 1
inhalation twice a day from the Spiromax inhaler, and other maintenance t were discontinued.

Trial 1: This randomised, double-blind, placebo-controlled, 12-week, efficacy and safety trial compared Fp
MDPI 55 mcg and 113 mcg (1 inhalation twice a day) with FS MDP#1255 mcg and 14/113 mcg (1
inhalation twice a day) and placebo in adolescents (aged 12 years aneolder) and adult patients with
persistent symptomatic asthma despite low-dose or mid-dose inh @ orticosteroid or inhaled
corticosteroid/LABA therapy. Patients received single-blinde@e 0 MDPI and were switched from their
baseline ICS therapy to beclomethasone dipropionate inhalatigfvaerosol 40 mcg twice daily during the run-in
period. Patients were randomly assigned to receive pla@hid-strength dose treatments as follows: 130
received placebo, 130 received Fp MDPI 113 mcgand 129 feceived FS MDPI 14/113 mcg. Baseline FEV:
measurements were similar across treatments group e primary endpoints for this trial were the change
from baseline in trough FEV: at week 12 for all pati and standardized baseline-adjusted FEV1 AUEC.12n
at week 12 analyzed for a subset of 312 patients Who performed post-dose serial spirometry.

Table 2: Primary analysis of change fro(@éline in trough FEV: at week 12 by treatment group
Trial 1 (FAS) o

~J! FpMDPI [ FSMDPI
Variable Pla b 113 mcg 14/113 mcg
Statistic ( BID BID
(N=129) (N=126)
Change in trough Q‘
FEV: (L) at week 1&
LS mean N 0.053 0.204 0.315
Comparison.toéhg’eﬁo
) N
leferencelrf}hc mean 0.151 0.262
050, N7 (0.057, (0.168,
0 Cb 0.244) 0.356)
pvide) 0.0017 0.0000
Warison to Fp
Pl
Compared
with 113
mcg:
Difference of LS mean 0.111
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(0.017,
0,

% Cl 0.206)
p-value 0.0202

Comparison of combination therapy with monotherapy were not controlled for multiplicity. FEV: = forced

expiratory volume in 1 second; FAS = full analysis set; Fp MDPI = fluticasone propionate multidase dry
powder inhaler; FS MDPI = fluticasone propionate/salmeterol multidose dry powder inhaler; BIDO&ce

daily; n = number; LS = least squares; Cl = confidence interval @

Improvements in lung function occurred within 15 minutes of the first dose (15 minutes pgst the
difference in LS mean change from baseline in FEV; was 0.164 L for FS MDPI 14/113 N pared with
placebo(unadjusted p-value <0.0001). Maximum improvement in FEV: generally occ r%«vithin 6 hours
for FS MDPI 14/113 mcg, and improvements were sustained over the 12 hours of test@l weeks 1 and 12
(Figure 1). No diminution in the 12-hour bronchodilator effect was observed follmw@iz weeks of therapy.

Figure 1: Primary analysis serial spirometry: Mean change from baseli sg!EVl (L) at week 12 by
time point and treatment group Trial 1 (FAS; Serial spiro% bset)

O TRADENAME SPIROMAX 113/14 mcg {
0.5 5 B FLUTICASONE PROPIONATE SPIROMAX cg (N = 69)

® Placebo (N=53)

=04 - Q

=
[}
—
-

Mean Change in FEV,
2 8

= = = -
}

—0.1 '_H T T T T
T o 1 2 5 6 7 8 9 10 11 12
Day 1 ? Hour

Baseline
Week 12 @
Baseline

*

,&O

FAS = ful ‘m&{s set; FEV: = forced expiratory volume in 1 second

Trial 2:gFfpiSfandomised, double-blind, placebo-controlled, 12-week, efficacy and safety trial compared

Flu Propionate Multidose Dry Powder Inhaler (Fp MDPI) 113 mcg and 232 mcg (1 inhalation twice
a%th Salmeterol/Fluticasone Multidose Dry Powder Inhaler (FS MDPI) 14/113 mcg and 14/232 mcg
(1 inkalation twice a day) and placebo in adolescents and adult patients with persistent symptomatic asthma
despite inhaled corticosteroid or inhaled corticosteroid/LABA therapy. Patients received single-blinded
placebo MDPI and were switched from their baseline ICS therapy to Fp MDPI 55 mcg twice daily during the
run-in period. Patients were randomly assigned to receive treatment as follows: 145 patients received
placebo, 146 patients received Fp MDPI 113 mcg, 146 patients received Fp MDPI 232 mcg, 145 patients
received FS MDPI 14/113 mcg, and 146 patients received FS MDPI 14/232mcg. Baseline FEV;
measurements were similar across treatments: Fp MDPI 113 mcg 2.069 L, Fp MDPI 232 mcg 2.075 L, FS
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MDPI 14/113 mcg 2.157 L, FS MDPI 14/232 mcg 2.083 L, and placebo 2.141 L. The primary endpoints for
this trial were the change from baseline in trough FEV: at week 12 for all patients and standardized baseline-
adjusted FEV1 AUEC,.12n at week 12 analyzed for a subset of 312 patients who performed post-dose serial
spirometry.

Trial 2 (FAS)

Table 3: Primary analysis of change from baseline in trough FEV; at Week 12 by treatment ?roup

Fp MDPI FS MPBI
Variable Placebo 113 mcg 232 mcg 14/113 m(ig %@32 mcg
Statistic (N=143) BID BID BID \ ID
(N=145) (N=146) (N=141)( (N=145)
Change in trough FEV: O‘
(L) at week 12 0\
LS mean -0.004 0.119 0.179 Ty 0.272
Comparison to placebo ‘\]
Difference of LS mean 0.123 0.183 @0.274 0.276
05% CI (0.038, 0098, | (0.189, (0.191,
0.208) 0.26 0.360) 0.361)
p-value 0.0047 0f00de 0.0000 0.0000
Comparison to Fp i
MDPI “
N Comparedto | Compared to
('\ 113 mcg: 232 mcg:
. 7
Difference of LS mean 0.152 0.093
~
(0.066, (0.009,
0,
95%Cl ;"\/ 0.237) 0.178)
p-value >~ 0.0005 0.0309
Comparison of combination therapy yi onotherapy were not controlled for multiplicity. FEV; = forced

expiratory volume in 1 second; FA I analysis set; Fp MDPI = fluticasone propionate multidose dry
powder inhaler; FS MDPI = ﬂUtE e propionate/salmeterol multidose dry powder inhaler; BID = twice

daily; n = number; LS=least squares; Cl = confidence interval

Improvements in lung fhhqion occurred within 15 minutes of the first dose (15 minutes post-dose, the
difference in LS mea ge from baseline in FEV: was 0.160 L and 0.187 L compared with placebo for FS
MDPI 14/113 mcg@ /232 mcg, respectively; unadjusted p-value <0.0001 for both doses compared with
placebo. Maxi provement in FEV; generally occurred within 3 hours for both FS MDPI dose groups,
and improvemgntsWere sustained over the 12 hours of testing at weeks 1 and 12 (Figure 2). No diminution
in the 12 chodilator effect was observed with either FS MDPI dose as assessed by FEV; following
12 weekswapy.

%Q/
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Figure 2: Primary analysis serial spirometry: Mean change from baseline in FEV1 (L) at week 12 by
time point and treatment group trial 2 (FAS; Serial spirometry subset)

< TRADENAME SPIROMAX 232/14 mcg (N = 65)

) TRADENAME SPIROMAX 113/14 mcg (N = 57)

* FLUTICASONE PROPIONATE SPIROMAX 232 mcg (N = 55)

B FLUTICASONE PROPIONATE SPIROMAX 113 mcg (N = 56) b

® placebo (N =41) @

o
[$)]
|

)
1N
1

=
w

02

Mean Change in FEV, (L)

T
5
Day1 Hour
Baseiine/r

Week 12 \O

Baseline

FAS = full analysis set; FEV1 = forced expiratory vc@ in 1 second

Paediatric population

Patients aged 12 through 17 years have be@died. The pooled results from both confirmatory trials for
change from baseline in FEV1 in patient 2-17 years are presented below (Table 4). At week 12,

changes from baseline in trough FE larger for all Fp MDPI and FS MDPI dose groups than for the
placebo group across all age groups h studies similar to the overall results of the trials.
Table 4: Summary of actual values and change from baseline in trough FEV; at week 12 by treatment
group and age 12-17 Year )2

Time point Pl \ Fluticasone Propionate Spiromax BroPair Spiromax

Statistic PR 113meg bid | 232mcgbid | 14/113 meg bid | 14/232 mcg bid

Baseline Qv

n ¢ 2 27 10 24 12

Mean (SD) @ (0.3671) | 2.249 (0.5399) | 2.224 (0.4362) | 2.341 (0.5513) | 2.598 (0.5210)

Median ‘\v 2.348 2.255 2.208 2.255 2.425
Min, M@ 1.555, 3.075 0.915, 3.450 1.615, 3.115 1.580, 3.775 1.810, 3.695

Week ange
n 22 27 10 24 12

D) | 0.09(0.3541) | 0.378 (0.4516) | 0.558 (0.5728) | 0.565 (0.4894) | 0.474 (0.5625)
Median 0.005 0.178 0.375 0.553 0.375

Min, Max -0.850, 0.840 | -0.115,1.650 | -0.080, 1.915 -0.265, 1.755 -0.295, 1.335

a Full Analysis Set = FAS
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The European Medicines Agency has waived the obligation to submit the results of studies with BroPair
Spiromax in all subsets of the paediatric population for the treatment of asthma (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

For pharmacokinetic purposes each component can be considered separately. b

<

Salmeterol

Salmeterol acts locally in the lung therefore plasma levels are not an indication of therapeu@cts. In
addition, there are only limited data available on the pharmacokinetics of salmeterol becase‘ef the technical
difficulty of assaying the drug in plasma due to the low plasma concentrations at thera doses

(approximately 200 picogram/mL or less) achieved after inhaled dosing.
Fluticasone propionate \Q

The absolute bioavailability of a single dose of inhaled fluticasone propionate,in‘healthy subjects varies
between approximately 5% to 11% of the nominal dose depending on the i n device used. In patients
with asthma a lesser degree of systemic exposure to inhaled fluticasone propighate has been observed.

Absorption é

Systemic absorption occurs mainly through the lungs and is initi%pid then prolonged. The remainder of
the inhaled dose of fluticasone propionate may be swallowengo ibutes minimally to systemic exposure
due to the low aqueous solubility and presystemic metabolj sulting in oral availability of less than 1%.
There is a linear increase in systemic exposure with inc& inhaled dose.

Distribution O

The disposition of fluticasone propionate is charasterised by high plasma clearance (1150 mL/min), a large
volume of distribution at steady-state (approy@tely 300 L), and a terminal half-life of approximately 8
hours. Plasma protein binding is 91%. (

Biotransformation 0

Fluticasone propionate is cleared pidly from the systemic circulation. The main pathway is
metabolism to an inactive carb%l cid metabolite, by the cytochrome P450 3A4. Other unidentified

metabolites are also found ib eces.
Elimination \

The renal clearance icasone propionate is negligible. Less than 5% of the dose is excreted in urine,
mainly as metaholitgs. The main part of the dose is excreted in faeces as metabolites and unchanged drug.

Paediatric jon

A phar etic analysis of patients aged 12 through 17 was performed. Although the subgroups were
sm tgmic exposure of fluticasone propionate and salmeterol for the 12 to 17 years and >18 years
S s in all treatments was not markedly different to the overall study population. The apparent

elimipation half-life (t%2) was not impacted by age.
5.3 Preclinical safety data

The only safety concerns for human use derived from animal studies of salmeterol and fluticasone propionate
given separately were effects associated with exaggerated pharmacological actions.
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Studies in laboratory animals (minipigs, rodents, and dogs) have demonstrated the occurrence of cardiac
arrhythmias and sudden death (with histologic evidence of myocardial necrosis) when beta-agonists and
methylxanthines are administered concurrently. The clinical relevance of these findings is unknown.

In animal reproduction studies, glucocorticosteroids have been shown to induce decreased foetal body
weight and/or malformations (cleft palate, skeletal malformations) in rats, mice, and rabbits with
subcutaneously administered maternal toxic doses. However, these animal experimental results do eem
to be relevant for man given recommended doses and fluticasone propionate administered via i nto
rats decreased foetal body weight, but did not induce teratogenicity at a maternal toxic dose |

maximum recommended human daily inhaled dose on a body surface area (mg/m?) basis. %nce with
oral corticosteroids suggests that rodents are more prone to teratogenic effects from corti s ids than

humans. Animal studies with salmeterol have shown embryo foetal toxicity only at h| sure levels.
Following co-administration, increased incidences of transposed umbilical artery an Iete ossification
of occipital bone were found in rats at doses associated with known glucocorticoi ed abnormalltles

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

6.2 Incompatibilities

Lactose monohydrate (which may include milk proteins). : @
Not applicable. \O

6.3  Shelf life

O
24 months Q
Xo

After opening the foil wrap: 2 months. (

6.4 Special precautions for stor?eo

Do not store above 25°C
Keep the mouthpiece cover clo r use.

6.5 Nature and content@ontamer

The inhaler is Whlte emi -transparent yellow mouthpiece cover. The parts of the inhaler coming into
contact with the in powder or the patient mucosa are made of acrylonitrile butadiene styrene (ABS),
polyethylene (PE olypropylene (PP). Each inhaler contains 60 doses and is foil-wrapped with
desiccant.

Packs of 1 }Ier

Multlpz@ taining 3 (3 packs of 1) inhalers.

Not ck sizes may be marketed.
6.6  Special precautions for disposal and other handling
Any unused medicinal product or waste material should be disposed of in accordance with local

requirements.

1. MARKETING AUTHORISATION HOLDER
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TevaB.V.,
Swensweg 5,
2031 GA Haarlem
The Netherlands

8. MARKETING AUTHORISATION NUMBER(S) @b

EU/1/21/1534/001 .
EU/1/21/1534/002 {\
EU/1/21/1534/003

EU/1/21/1534/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUT@ISATION

Date of first authorisation: 26 March 2021 @

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available o@osite of the European Medicines
Agency http://www.ema.europa.com O
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ANNEX I QQ

A.  MANUFACTURER(S) RESPON@{@FOR BATCH RELEASE

B.  CONDITIONS OR RESTRIC S REGARDING SUPPLY AND
USE

C.  OTHER CONDITION N&EQUIREMENTS OF THE
MARKETING AUTH TION

D.  CONDITIONS F\%TRlCTlONS WITH REGARD TO THE
SAFE AND EF E USE OF THE MEDICINAL PRODUCT

.\Q
0\< ’

e\‘z’b
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A. MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Norton (Waterford) Limited T/A Teva Pharmaceuticals Ireland
Unit 14/15, 27/35 and 301 IDA Industrial Park
Cork Road b
Waterford
Republic of Ireland @

L 4 q ,
Teva Operations Poland Sp. z 0.0. \

Mogilska 80 Str. é

31-546 Krakow

Poland \Q

The printed package leaflet of the medicinal product must state the name and ss of the manufacturer
responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription. @
C. OTHER CONDITIONS AND REQUIREMENTS ARKETING AUTHORISATION
e Periodic safety update reports (PSURSs) \O

reference dates (EURD list) provided for under Asti 07c¢(7) of Directive 2001/83/EC and any

The requirements for submission of PSURs for T@cinal product are set out in the list of Union
subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTI@NITH REGARD TO THE SAFE AND EFFECTIVE USE
OF THE MEDICINAL PRQOD

e Risk management plan (R

The marketing authorisation hdagr (MAH) shall perform the required pharmacovigilance activities
and interventions detailed i agreed RMP presented in Module 1.8.2 of the marketing authorisation
and any agreed subsequ es of the RMP.

The marketing autho@n holder shall submit the first periodic safety update report for this product
within 6 monthi f(@g g authorisation.

An updated.R!@ould be submitted:
o At ?sq est of the European Medicines Agency;
@, er the risk management system is modified, especially as the result of new information being

d that may lead to a significant change to the benefit/risk profile or as the result of an important
armacovigilance or risk minimisation) milestone being reached.
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

(o
BroPair Spiromax 12.75 micrograms/100 micrograms inhalation powder @
salmeterol/fluticasone propionate @

*

(\

g

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each delivered dose (the dose from the mouthpiece) contains 12.75 microgram@eterol (as salmeterol

xinafoate) and 100 micrograms of fluticasone propionate. 0
Each metered dose contains 14 micrograms of salmeterol (as salmeterol xi te) and 113 micrograms of
fluticasone propionate. {

2

3. LIST OF EXCIPIENTS

7
Contains lactose. See leaflet for further information §

N

4. PHARMACEUTICAL FORM AND CONTEN

TS
N
Inhalation powder. Q

1 inhaler.
Each inhaler contains 60 doses. C&l

S. METHOD AND ROUTE(S)% MINISTRATION

Inhalation use. Q
Read the package leaflet beforo@ .

6. SPECIAL WAF\MG THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT EACH OF CHILDREN

-

Keep out of the s nd reach of children.

N

T SPECIAL WARNING(S), IF NECESSARY

7. O
U%@lsed by your doctor.
Front panel: Not for use in children under 12 years of age.

Do not swallow the desiccant.

| 8. EXPIRY DATE

EXP
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Use the product within 2 months of removing from foil wrapping.

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C. Keep the mouthpiece cover closed after the removal of foil wrap. 2

(0.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRO OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF A RIATE

kS

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION R

Teva B.V., Swensweg 5, 2031GA Haarlem, The Netherlands §

/o]

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1534/001 Q/

13. BATCH NUMBER PaN

Lot \V
O

| 14, GENERAL CLASSIFICATION FOR SURPLY

&

)

| 15.  INSTRUCTIONS ON USE _ ;)v

[16. INFORMATION IN BRAILLE

BroPair Spiromax 12.75 miams/lOO micrograms inhalation powder

AN

| 17.  UNIQUE ID IER - 2D BARCODE

L 4

N
L 4
2D barcode ca@he unique identifier included.

| 18. QUE IDENTIFIER - HUMAN READABLE DATA
§V
P
SN
NN

‘ PARTICULARS TO APPEAR ON THE OUTER PACKAGING
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| OUTER CARTON FOR MULTIPACK (WITH BLUE BOX)

| 1. NAME OF THE MEDICINAL PRODUCT

BroPair Spiromax 12.75 micrograms/100 micrograms inhalation powder
salmeterol/fluticasone propionate

<O
2. STATEMENT OF ACTIVE SUBSTANCE(S) :\j

Each delivered dose (the dose from the mouthpiece) contains 12.75 micrograms of sal rol (as salmeterol
xinafoate) and 100 micrograms of fluticasone propionate. \Q

Each metered dose contains 14 micrograms of salmeterol (as salmeterol xinafo d 113 micrograms of
fluticasone propionate.

3. LIST OF EXCIPIENTS A§

Contains lactose. See leaflet for further information Q

P o N

4. PHARMACEUTICAL FORM AND CONTENTS..)
N

Inhalation powder. O

Multipack: 3 (3 packs of 1) inhalers.
Each inhaler contains 60 doses. Q
Xo

5. METHOD AND ROUTE(S) OF INISTRATION

Inhalation use.
Read the package leaflet before u@

N

6. SPECIAL WARNIRQHAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT ANB,REACH OF CHILDREN

Keep out of the si reach of children.

O

| 7. OTHERSPECIAL WARNING(S), IF NECESSARY

Use as @ed by your doctor.

panel: Not for use in children under 12 years of age.

Do not swallow the desiccant.

8. EXPIRY DATE

EXP
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Use the product within 2 months of removing from foil wrapping.

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C. Keep the mouthpiece cover closed after the removal of foil wrap. 2

(0.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRO OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF A RIATE

kS

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION R

Teva B.V., Swensweg 5, 2031GA Haarlem, The Netherlands §

/o]

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1534/002 Q/

13. BATCH NUMBER PaN

Lot \V
O

| 14, GENERAL CLASSIFICATION FOR SURPLY

&

)

| 15.  INSTRUCTIONS ON USE _ ;}v

[16. INFORMATION IN BRAILLE

BroPair Spiromax 12.75 miams/lOO micrograms inhalation powder

AN

| 17.  UNIQUE ID IER - 2D BARCODE

L 4

N
L 4
2D barcode ca@he unique identifier included.

| 18. QUE IDENTIFIER - HUMAN READABLE DATA

\4
pé
SN

NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTIPACK (WITHOUT BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

(o
BroPair Spiromax 12.75 micrograms/100 micrograms inhalation powder @
salmeterol/fluticasone propionate @

*

(\

g

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each delivered dose (the dose from the mouthpiece) contains 12.75 microgram@eterol (as salmeterol

xinafoate) and 100 micrograms of fluticasone propionate. 0
Each metered dose contains 14 micrograms of salmeterol (as salmeterol xi te) and 113 micrograms of
fluticasone propionate. {

2

3. LIST OF EXCIPIENTS

7
Contains lactose. See leaflet for further information §

N

4. PHARMACEUTICAL FORM AND CONTEN

TS
N
Inhalation powder. Q

1 inhaler. Component of a multipack, can’t lsQo/ld separately.
Each inhaler contains 60 doses. (

S. METHOD AND ROUTE(S)% MINISTRATION

Inhalation use.
Read the package leaflet beforQ .

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT ARB.REACH OF CHILDREN

\ =4
Keep out of the’si@d reach of children.

L 4

N

T 'SPECIAL WARNING(S), IF NECESSARY

7. O
U%@ﬂsed by your doctor.
Front panel: Not for use in children under 12 years of age.

Do not swallow the desiccant.

| 8. EXPIRY DATE

EXP
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Use the product within 2 months of removing from foil wrapping.

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C. Keep the mouthpiece cover closed after the removal of foil wrap. 2

(0.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRO OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF A RIATE

kS

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION R

Teva B.V., Swensweg 5, 2031GA Haarlem, The Netherlands §

/o]

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/21/1534/002 Q/

13. BATCH NUMBER PaN

Lot \V
O

| 14, GENERAL CLASSIFICATION FOR SURPLY

&

)

| 15.  INSTRUCTIONS ON USE _ ;}v

[16. INFORMATION IN BRAILLE

BroPair Spiromax 12.75 miams/lOO micrograms inhalation powder

AN

| 17.  UNIQUE ID IER - 2D BARCODE

" N
P

| 18, UN%%&ENTHHER — HUMAN READABLE DATA
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

FOIL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATIOI\E

BroPair Spiromax 12.75 micrograms/100 micrograms inhalation powder @
salmeterol/fluticasone propionate %

Inhalation use (

2. METHOD OF ADMINISTRATION &\‘
Read the package leaflet before use. 0
y 4
3. EXPIRY DATE RN
EXP Qc
4. BATCHNUMBER )
N
Lot

5. CONTENTS BY WEIGHT, BY V(%/IEOR BY UNIT

Contains 1 inhaler. 0

6. OTHER N
A4
Keep the mouthpiece cover and use within 2 months of removing from foil wrapping.
TevaB.V. \
.\Q
0\< ’

e\‘z’b
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

INHALER

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATIONE

BroPair Spiromax 12.75 micrograms/100 micrograms inhalation powder @
salmeterol/fluticasone propionate %

*

Inhalation use (

-

2. METHOD OF ADMINISTRATION $

Read the package leaflet carefully before use. 0

y 4
3. EXPIRY DATE RN

']
EXP Q
4.  BATCH NUMBER \G

N

5. CONTENTS BY WEIGHT, BY VOKUME OR BY UNIT

N~ 4
60 doses QCJ
6. OTHER

«v
Contains lactose. Q

Lot

Teva B.V.

Start: a
e \Q
6\

®®
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

(o
BroPair Spiromax 12.75 micrograms/202 micrograms inhalation powder @
salmeterol/fluticasone propionate @

*

(\

g

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each delivered dose (the dose from the mouthpiece) contains 12.75 microgram@eterol (as salmeterol

xinafoate) and 202 micrograms of fluticasone propionate. 0
Each metered dose contains 14 micrograms of salmeterol (as salmeterol xi te) and 232 micrograms of
fluticasone propionate. {

2

3. LIST OF EXCIPIENTS

7
Contains lactose. See leaflet for further information §

N

4. PHARMACEUTICAL FORM AND CONTEN

TS
N
Inhalation powder. Q

1 inhaler.
Each inhaler contains 60 doses. C&l

S. METHOD AND ROUTE(S)% MINISTRATION

Inhalation use. Q
Read the package leaflet beforo@ .

6. SPECIAL WAF\MG THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGHT EACH OF CHILDREN

-

Keep out of the s nd reach of children.

N

T SPECIAL WARNING(S), IF NECESSARY

7. O
U%@lsed by your doctor.
Front panel: Not for use in children under 12 years of age.

Do not swallow the desiccant.

8. EXPIRY DATE
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EXP
Use the product within 2 months of removing from foil wrapping.

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C. Keep the mouthpiece cover closed after the removal of foil wrap. b

<

P

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRWS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF A@ PRIATE

S

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATIO@DER

Teva B.V., Swensweg 5, 2031GA Haarlem, The Netherlands 20
12.  MARKETING AUTHORISATION NUMBER(S) h{
</

EU/1/21/1534/003 Q

L
13. BATCH NUMBER UV

N
Lot

(\O

| 14. GENERAL CLASSIFICATION FOR SUPPLY

4

| 15.  INSTRUCTIONS ON USE b‘o

y 3

| 16. INFORMATION IN BRAILLE

BroPair Spiromax 12.7%i$ams/202 micrograms inhalation powder

| 17, UNIQUEJ@‘FIFIER—ZD BARCODE

Y
2D barcoq‘eﬁ*\ ing the unique identifier included.
Vo 3

| 18. & UKUQUE IDENTIFIER - HUMAN READABLE DATA
N

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON FOR MULTIPACK (WITH BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

(o
BroPair Spiromax 12.75 micrograms/202 micrograms inhalation powder @
salmeterol/fluticasone propionate @

*

(\

g

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each delivered dose (the dose from the mouthpiece) contains 12.75 microgram@eterol (as salmeterol

xinafoate) and 202 micrograms of fluticasone propionate. 0
Each metered dose contains 14 micrograms of salmeterol (as salmeterol xi te) and 232 micrograms of
fluticasone propionate. {

2

3. LIST OF EXCIPIENTS

7
Contains lactose. See leaflet for further information §

N

4. PHARMACEUTICAL FORM AND CONTENTS
N

Inhalation powder. Q

Multipack: 3 (3 packs of 1) inhalers. &

Each inhaler contains 60 doses. ( '

S. METHOD AND ROUTE(S) DMINISTRATION

Inhalation use.
Read the package leaflet bef

THE SIGH REACH OF CHILDREN

L g

6. SPECIAL V@NG THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF

Keep out of,th@ and reach of children.

N

7. R SPECIAL WARNING(S), IF NECESSARY

advised by your doctor.
Front panel: Not for use in children under 12 years of age.

Do not swallow the desiccant.
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8. EXPIRY DATE

EXP
Use the product within 2 months of removing from foil wrapping.

9. SPECIAL STORAGE CONDITIONS z}

Do not store above 25°C. Keep the mouthpiece cover closed after the removal of foil Wraa. @Q

{

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL )DUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCT PROPRIATE

X

11. NAME AND ADDRESS OF THE MARKETING AUTHORISAIg&DLDER

L4

Teva B.V., Swensweg 5, 2031GA Haarlem, The Netherlands {

R%)
12.  MARKETING AUTHORISATION NUMBER(S) (N

N4
EU/1/21/1534/004 Q

O
13. BATCH NUMBER

O
Lot Q
Y

)]

| 14, GENERAL CLASSIFICATION SUPPLY

O

[15. INSTRUCTIONS ON USE )

| 16. INFORMATION,IN B%AILLE
N
BroPair Spiromax @icrogramslzoz micrograms inhalation powder

AN

| 17.  UNIOUBJDENTIFIER — 2D BARCODE

2D bar rrying the unique identifier included.

| 18.\UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INTERMEDIATE CARTON OF MULTIPACK (WITHOUT BLUE BOX)

1. NAME OF THE MEDICINAL PRODUCT

(o
BroPair Spiromax 12.75 micrograms/202 micrograms inhalation powder @
salmeterol/fluticasone propionate @

*

(\

g

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each delivered dose (the dose from the mouthpiece) contains 12.75 microgram@eterol (as salmeterol

xinafoate) and 202 micrograms of fluticasone propionate. 0
Each metered dose contains 14 micrograms of salmeterol (as salmeterol xi te) and 232 micrograms of
fluticasone propionate. {

2

3. LIST OF EXCIPIENTS

7
Contains lactose. See leaflet for further information §

N

4. PHARMACEUTICAL FORM AND CONTEN

TS
N
Inhalation powder. Q

1 inhaler. Component of a multipack, can’t lsQo/ld separately.

Each inhaler contains 60 doses. ( '

5. METHOD AND ROUTE(SMOF ADMINISTRATION

4

Inhalation use.
Read the package leaflet beQJse.

6. SPECIAL ING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE SIGH ™WAND REACH OF CHILDREN
NI

Keep out fth\ ht and reach of children.

»

7. \NOFHAER SPECIAL WARNING(S), IF NECESSARY

Use as advised by your doctor.
Front panel: Not for use in children under 12 years of age.

Do not swallow the desiccant.
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8. EXPIRY DATE

EXP
Use the product within 2 months of removing from foil wrapping.

9. SPECIAL STORAGE CONDITIONS z}

Do not store above 25°C. Keep the mouthpiece cover closed after the removal of foil Wraa. %Q

{

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL )DUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCT PROPRIATE

X

11. NAME AND ADDRESS OF THE MARKETING AUTHORISAIg&DLDER

L4

Teva B.V., Swensweg 5, 2031GA Haarlem, The Netherlands {

R%)
12.  MARKETING AUTHORISATION NUMBER(S) (N

N4
EU/1/21/1534/004 Q

O
13. BATCH NUMBER

O
Lot Q
Y

)]

| 14, GENERAL CLASSIFICATION SUPPLY

O

[15. INSTRUCTIONS ON USE )

| 16. INFORMATION,IN B%AILLE
N
BroPair Spiromax @icrogramslzoz micrograms inhalation powder

AN

| 17, UN%%R’)ENTHHER — 2D BARCODE

| 18. WUE IDENTIFIER - HUMAN READABLE DATA

S
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

FOIL

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATIO@

salmeterol/fluticasone propionate

Inhalation use 0

BroPair Spiromax 12.75 micrograms/202 micrograms inhalation powder %Q

2. METHOD OF ADMINISTRATION ~

Read the package leaflet before use. /O\T
(3. EXPIRY DATE ‘f‘

EXP Q

4. BATCH NUMBER \O

Lot

{\O

5. CONTENTS BY WEIGHT, BY V?l&WIE OR BY UNIT

\/
Contains 1 inhaler. 2 0

6. OTHER QJ

Keep the mouthpiece coveer and use within 2 months of removing from foil wrapping.

Teva B.V. ®\

XS
N
&

e\‘z’b
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

INHALER

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATIONE

BroPair Spiromax 12.75 micrograms/202 micrograms inhalation powder @
salmeterol/fluticasone propionate %

*

Inhalation use (

-

2. METHOD OF ADMINISTRATION $

Read the package leaflet carefully before use. 0

y 4
3. EXPIRY DATE RN

']
EXP Q
4.  BATCH NUMBER \G

N

5. CONTENTS BY WEIGHT, BY VOKUME OR BY UNIT

N~ 4
60 doses QCJ
6. OTHER

«v
Contains lactose. Q

Lot

Teva B.V.

Start: a
e \Q
6\

®®
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Package leaflet: Information for the patient

BroPair Spiromax 12.75 micrograms/100 micrograms inhalation powder
salmeterol/fluticasone propionate

information for you.
- Keep this leaflet. You may need to read it again.
- If you have any further questions, ask your doctor, pharmacist or nurse. @
- This medicine has been prescribed for you only. Do not pass it on to others. It may ha@em, even i
their signs of illness are the same as yours. \
- If you get any side effects, talk to your doctor, pharmacist or nurse. This include@ possible side

Read all of this leaflet carefully before you start using this medicine because it contains impoEtant

effects not listed in this leaflet. See section 4.

What is in this leaflet s&
What BroPair Spiromax is and what it is used for 0
What you need to know before you use BroPair Spiromax ,b

How to use BroPair Spiromax
Possible side effects
How to store BroPair Spiromax

Contents of the pack and other information QZ

ocouprLNE

1. What BroPair Spiromax is and what it is used for

BroPair Spiromax contains 2 active substances: salmete?\ fluticasone propionate:

e Salmeterol is a long-acting bronchodilator. Bror@iilators help the airways into the lungs to stay open.
This makes it easier for air to get in and out. ects of salmeterol last for at least 12 hours.

e Fluticasone propionate is a corticosteroid whiCh reduces swelling and irritation in the lungs.

BroPair Spiromax is used to treat asthma iff adults and adolescents aged 12 years and older.

relieve an asthma attack. If you h asthma attack, use a fast-acting reliever (rescue) inhaler, such
as salbutamol. You should aIwa@ your fast-acting rescue inhaler with you.

{

2. What you need to k efore you use BroPair Spiromax

BroPair Spiromax helps to preve lessness and wheeziness coming on. You should not use it to
ave

Do not use BroPair 5@ ax
- if you are allergi€40 salmeterol, fluticasone propionate or any of the other ingredients of this medicine
(listed in section6).

Warnings oGp!cautions
Talk to yo&tor, pharmacist or nurse before using BroPair Spiromax if you have:

e Hea se, including an irregular or fast heart beat
Vi ive thyroid gland

lood pressure
iabetes (BroPair Spiromax may increase your blood sugar)
Low potassium in your blood
Tuberculosis (TB) now or have had in the past, or have other lung infections

Contact your doctor if you experience blurred vision or other visual disturbances.

Children and adolescents
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Do not give this medicine to children or adolescents under the age of 12 years because it has not been studied
in this age group.

Other medicines and BroPair Spiromax
Tell your doctor, nurse or pharmacist if you are taking or, have recently taken or might use any other
medicines. BroPair Spiromax may not be suitable for use with some other medicines.

Tell your doctor if you are taking the following medicines, before starting to use BroPair Spiro

o Beta blockers (such as atenolol, propranolol and sotalol). Beta blockers are mostly used for blood
pressure or heart conditions such as angina. . é

e Medicines to treat infections (such as ritonavir, ketoconazole, itraconazole and erythr ). Some of
these medicines may increase the amount of salmeterol or fluticasone propionate i body. This can
increase side effects with BroPair Spiromax, including irregular heartbeats, or ma e side effects

worse.
o Corticosteroids (by mouth or by injection). Recent use of these medicines 'mrease the risk of
BroPair Spiromax affecting your adrenal glands by reducing the amount of id hormones produced

by the glands (adrenal suppression).
e Diuretics, medicines that increase urine production and are used to tre@h blood pressure.
e  Other bronchodilators (such as salbutamol).
e Xanthine medicines such as aminophylline and theophylline. Thése often used to treat asthma.

Some medicines may increase the effects of BroPair Spiromax ar doctor may wish to monitor you
carefully if you are taking these medicines (including some m& s for HIV: ritonavir, cobicistat).

Pregnancy and breast-feeding
If you are pregnant, think you may be pregnant or are plafming to have a baby, ask your doctor, nurse or
pharmacist for advice before taking this medicine.

It is not known if this medicine can pass into breast milk. If you are breast-feeding, check with your doctor,

nurse or pharmacist before taking this medicslz.,

Driving and using machines (J
BroPair Spiromax is not likely to aﬁecg@ ability to drive or use machines.

BroPair Spiromax contains lactos
Each dose of this medicine contai proximately 5.4 milligrams of lactose. If you have been told by your
doctor that you have an intoler@ some sugars, contact your doctor before taking this medicine.

3. How to use Bro%i{Spi:omax

Always use thism '%xactly as your doctor or pharmacist has told you. Check with your doctor or

pharmacist if ya\ not sure.

The reco o&gd'dose is one inhalation twice a day.

e BroP iromax is for long-term regular use. Use it every day to keep your asthma under control. Do
not@more than the recommended dose. Check with your doctor, nurse or pharmacist if you are not

o not stop taking BroPair Spiromax or reduce the dose without talking to your doctor or nurse first.
o oPair Spiromax should be inhaled through the mouth.

Your doctor or nurse will help you to manage your asthma. The doctor or nurse will change your inhaler

medicine if you need a different dose to control your asthma properly. However, do not change the number
of inhalations your doctor or nurse has prescribed without talking to your doctor or nurse first.
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If your asthma or breathing gets worse tell your doctor straight away. If you feel more wheezy, your
chest feels tight more often, or you need to use more of your fast-acting ‘reliever’ medicine, your asthma
may be getting worse and you could become seriously ill. Continue to use BroPair Spiromax but do not
increase the number of inhalations you take. See your doctor at once as you may need additional treatment.

Instructions for use

Training b

Your doctor, nurse, or pharmacist should train you on how to use your inhaler, includin @to
inhale a dose effectively. This training is important to ensure you receive the dose yoy ire. If you
have not received this training please ask your doctor, nurse or pharmacist to show w to use
your inhaler properly before you use it for the first time.

Your doctor, nurse, or pharmacist should also check from time to time that you a@e Spiromax
device properly and as prescribed. If you are not using BroPair Spiromax propesly ofyou are not breathing it
in forcefully enough, you may not be getting enough medicine into your Iung@imeans that the medicine
will not help your asthma as well as it should. /b

Before using your BroPair Spiromax for the first time, you need to@are it for use as follows:
e Check the dose indicator to see that there are 60 inhalatior%e inhaler.

Preparing your BroPair Spiromax

o Write the date you opened the foil pouch on the label o ler.
¢ You do not need to shake your inhaler before you use

How to take an inhalation \:

1. Hold your inhaler with the semi-transparent ye@ mouthpiece cover at the bottom.

2. Op% outhpiece cover by folding it down until you hear a loud click. This will measure out one

& your medicine. Your inhaler is now ready for use.
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3. Breathe out gently (as far as is comfortable). Do not breathe out th%gh your inhaler.

vents.
Breathe in through your mouth as deeply and as hard as y
Note that it is important that you breathe in forcefully. t

\O
&QO
&’Q
{O
R

5. Remove ya\ aler from your mouth. You may notice a taste when you take your inhalation.

4. Put the mouthpiece in your mouth and close your lips tightly Er(@it. Take care not to block the air

BREAT

6. Hold th for 10 seconds or as long as you comfortably can.

7. Th the out gently (do not breathe out through the inhaler).

8@&&9 the mouthpiece cover.
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e  After each dose, rinse your mouth with water, and spit it out or brugh your teeth before rinsing.

e Do not try to take your inhaler apart, remove or twist the mouthpi over.

e The cover is fixed to your inhaler and must not be taken off. @

o Do not use your Spiromax if it has been damaged or if the m%iece has come apart from your
Spiromax.

e Do not open and close the mouthpiece cover unless yo bout to use your inhaler.

Cleaning your Spiromax \

Keep your inhaler dry and clean.

If necessary you may wipe the mouthpiece of yougsighefer after use with a dry cloth or tissue.

When to start using a new BroPair Spiror%ze
e The dose indicator on the rear of the dewicestélls you how many doses (inhalations) are left in your

inhaler, starting at 60 when it is fullé ing with 0 (zero) when it is empty.

@b

R

) )
’\Q
’b\

o%dose indicator shows the number of inhalations remaining as even numbers. The spaces between the
en numbers represent the odd number of remaining inhalations.

o When 20 or fewer are left, the numbers are shown in red on a white background. When the red numbers
appear in the window, you should see your doctor or nurse to get a new inhaler.

Note:
e The mouthpiece clicks even when your inhaler is empty.
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e If you open and close the mouthpiece without taking an inhalation the dose indicator will still register it
as a count. This dose will be securely held inside the inhaler for when the next inhalation is due. It is
impossible to accidentally take extra medicine or a double dose in 1 inhalation.

If you use more BroPair Spiromax than you should

It is important that you take the dose that your doctor or nurse has prescribed. You should not exceged the
prescribed dose without medical advice. If you accidentally take more doses than recommended, t your
nurse, doctor or pharmacist. You may notice your heart beating faster than usual and that you fe y.
You may also have dizziness, a headache, muscle weakness and aching joints.

If you have repeatedly used too many doses of BroPair Spiromax for a long time, you sh b%( to your
doctor or pharmacist for advice. This is because using too much BroPair Spiromax car&e the amount of
steroid hormones produced by your adrenal glands.

If you forget to use BroPair Spiromax

If you forget to take a dose, take it as soon as you remember. However do not take a double dose to make up
for a forgotten dose. If it is nearly time for your next dose just take your ne at the usual time.

If you stop using BroPair Spiromax

It is very important that you take your BroPair Spiromax every day ised. Keep taking it until your
doctor tells you to stop. Do not stop or suddenly reduce your do@BroPalr Spiromax. This could
make your breathing worse.

In addition, if you suddenly stop taking BroPair Spiromax o uce your dose of BroPair Spiromax this may
(very rarely) cause problems due to your adrenal gland ing reduced amounts of steroid hormone
(adrenal insufficiency) which sometimes causes side effe

These side effects may include any of the foIIowiné:O

Stomach pain

Tiredness and loss of appetite, feeling si
Sickness and diarrhoea

Weight loss 0
Headache or drowsiness b

Low levels of sugar in your b
Low blood pressure and sei fits)

When your body is under st uch as from fever, accident or injury, infection, or surgery, adrenal
insufficiency can get \A/Qa ou may also have the side effects listed above.

If you get any side ef@talk to your doctor or pharmacist. To prevent these symptoms, your doctor may
prescribe extra corgic eroids in tablet form (such as prednisolone).

If you have @n@er questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4, I@ge side effects

L@nedicines, this medicine can cause side effects, although not everybody gets them. To reduce the
chartee of side effects your doctor will prescribe the lowest dose of this combination of drugs to control your
asthma.

Allergic reactions: you may notice your breathing suddenly gets worse immediately after using
BroPair Spiromax. You may be very wheezy and cough or be short of breath. You may also notice itching,
a rash (hives) and swelling (usually of the face, lips, tongue or throat), or you may suddenly feel that your
heart is beating very fast or you feel faint and light headed (which may lead to collapse or loss of
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consciousness). If you get any of these effects or if they happen suddenly after using BroPair Spiromax,
stop using BroPair Spiromax and tell your doctor straight away. Allergic reactions to BroPair Spiromax
are uncommon (they may affect up to 1 in 100 people).

Other side effects are listed below:

Common (may affect up to 1 in 10 people)

e A fungal infection (thrush) causing sore, creamy-yellow, raised patches in the mouth and t s well
as a sore tongue, hoarse voice and throat irritation. Rinsing your mouth with water and spi it out
immediately or brushing your teeth after each inhalation may help. Your doctor maypr@e an anti-
fungal medicine to treat the thrush.

Muscle pain. (

Back pain. 0

Flu (influenza). Q

Low levels of potassium in your blood (hypokalaemia). &

Inflammation of the nose (rhinitis). 0

Inflammation of the sinuses (sinusitis).

Inflammation of the nose and throat (nasopharyngitis). ,b

Headache. {

Cough. @

Irritation of the throat.

Soreness or inflammation of the back of the throat. Q

Hoarseness or loss of voice.

Dizziness.

Uncommon (may affect up to 1 in 100 people) \

e Increased sugar (glucose) in your blood (hyperg mia). If you have diabetes, more frequent blood
sugar monitoring and possibly adjustment of sual diabetic treatment may be required.

e Cataract (cloudy lens in the eye).

e Very fast heart beat (tachycardia). ’S'Tq

e Feeling shaky (tremor) and feeling thaq:z
harmless and get less as treatment % S.

eart is beating fast (palpitations) - these are usually

e Feeling worried or anxious.
Behavioural changes, such as be@nusually active and irritable (although these effects occur mainly in
children).
Disturbed sleep. {
Hay fever.
Nasal congestion (blocketigiose).
Irregular heartbeat (atgial fibrillations).
Chest infection.

Pain in your e ies (arms or legs)
Stomach pal

Indiges;ioré}

Skin and tearing.

Skin i mation.

Inf@ation of the throat usually characterised by a sore throat (pharyngitis).

Fﬁkay affect up to 1 in 1,000 people)

o eathing difficulties or wheezing that gets worse straight after taking BroPair Spiromax. If this
happens stop using BroPair Spiromax inhaler. Use your fast acting ‘reliever’ (‘rescue’) inhaler to help
your breathing and tell your doctor straight away.

e BroPair Spiromax may affect the normal production of steroid hormones in the body, particularly if you
have taken high doses for long periods of time. The effects include:

— Slowing of growth in children and adolescents
— Glaucoma (damage to the nerve in the eye)
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— Rounded (moon shaped) face (Cushing’s syndrome).

Your doctor will check you regularly for any of these side effects and make sure you are taking the
lowest dose of this combination of drugs to control your asthma.

e Uneven or irregular heart beat or an extra heart beat (arrhythmias). Tell your doctor, but do nog stop
taking BroPair Spiromax unless the doctor tells you to stop.
e A fungal infection in the oesophagus (food canal), which might cause difficulties in swallovyi

Frequency not known, but may also occur: 0\%

e Blurred vision. {

Reporting of side effects
If you get any side effects, talk to your doctor, pharmacist or nurse. This includes
not listed in this leaflet. You can also report side effects directly via the nationa
Appendix V. By reporting side effects you can help provide more information0

e safety of this medicine.

5. How to store BroPair Spiromax {
Keep this medicine out of the sight and reach of children. QQ
n arton and the label of your inhaler after

Do not use this medicine after the expiry date which is stated
EXP. The expiry date refers to the last day of that month. O

Do not store above 25 °C. Keep the mouthpiece cover%ed after removing the foil wrapping.
Use within 2 months of removing from the foil w ing. Use the label on the inhaler to write down the
date you open the foil pouch.

Do not throw away any medicines via Waﬁw or household waste. Ask your pharmacist how to throw
away medicines you no longer use. These Taj es will help protect the environment.

6.  Contents of the pack and ot@rmaﬁon

What BroPair Spiromax contai

- The active substances a Imeterol and fluticasone propionate. Each metered dose contains
14 micrograms of sanI (as salmeterol xinafoate) and 113 micrograms of fluticasone propionate.
Each delivered degse (thékdose that leaves the mouthpiece) contains 12.75 micrograms of salmeterol (as
salmeterol xina&and 100 micrograms of fluticasone propionate.

- The other ingre@ is lactose monohydrate (see section 2 under ‘BroPair Spiromax contains lactose”).

What BroPair Spi ax looks like and contents of the pack
Each BroPajr §pirpmax inhaler contains inhalation powder for 60 inhalations and has a white body with a

semi-tran% yellow mouthpiece cover.

BroPai romax is available in packs containing 1 inhaler and in multipacks containing 3 cartons, each
C(Q 1 inhaler. Not all pack sizes may be marketed in your country.
Ma

rketing Authorisation Holder
Teva B.V.
Swensweg 5,
2031 GA Haarlem,
The Netherlands
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Manufacturer
Norton (Waterford) Limited T/A Teva Pharmaceuticals Ireland
Unit 14/15, 27/35 & 301, IDA Industrial Park, Cork Road, Waterford, Ireland

Teva Operations Poland Sp. z 0.0.
Mogilska 80 Str. 31-546 Krakow, Poland

For any information about this medicine, please contact the local representative of the Marketin b
Authorisation Holder: @

Belgié/Belgique/Belgien Lietuva . @
Teva Pharma Belgium N.V./S.A./AG UAB Teva Baltics \
Tél/Tel: +32 38207373 Tel: +370 52660203 é
Bouarapus Luxembourg/Luxembur
Tesa ®apma EAJ] Teva Pharma Belgium N.W&/S.A./AG
Ten.: +359 24899585 Belgique/Belgien 0

Tél/Tel: +32 3820737,
Ceska republika Magyarorszag
Teva Pharmaceuticals CR, s.r.0. Teva Gyo6gysz ar Zrt.
Tel: +420 251007111 Tel.: +36 12?
Danmark Malta
Teva Denmark A/S Teva aceuticals Ireland

TIf.: +45 44985511 r

L
Tel™%44 2075407117

Deutschland Qderland
TEVA GmbH Teva Nederland B.V.
Tel: +49 73140208 Tel: +31 8000228400

Eesti (J Norge
UAB Teva Baltics Eesti filiaal 0 Teva Norway AS
Tel: +372 6610801 b TIf: +47 66775590

E\\Gdo Osterreich

TEVA HELLAS A.E. { ratiopharm Arzneimittel Vertriebs-GmbH
TnA: +30 2118805000 Q Tel: +43 1970070
Espafia \ Polska
Laboratorios BIAL g@ Teva Pharmaceuticals Polska Sp. z o.0.
Tél: +34 915624;@ Tel.: +48 223459300
France o (J Portugal
Teva San \ Teva Pharma - Produtos Farmacéuticos, Lda.
Tél: +33 17800 Tel: +351 214767550
Hr Romania
Hrvatska d.o.o. Teva Pharmaceuticals S.R.L.
Tel:+385 13720000 Tel: +40 212306524
Ireland Slovenija
Teva Pharmaceuticals Ireland Pliva Ljubljana d.o.o.
Tel: +44 2075407117 Tel: +386 15890390

island Slovenska republika
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Teva Pharma Iceland ehf. TEVA Pharmaceuticals Slovakia s.r.o.

Simi: +354 5503300 Tel: +421 257267911
Italia Suomi/Finland
Teva Italia S.r.l. Teva Finland Oy
Tel: +39 028917981 Puh/Tel: +358 201805900
Kvbzpog Sverige b
TEVA HELLAS A.E. Teva Sweden AB @
EALGdo Tel: +46 42121100 X%
TnA: +30 2118805000 {\
Latvija O
UAB Teva Baltics filiale Latvija Q
Tel: +371 67323666 $§,

This leaflet was last revised in. @

Other sources of information é

Detailed information on this medicine is available on the Europe%dlcines Agency web site:

http://www.ema.europa.eu Q
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Package leaflet: Information for the patient

BroPair Spiromax 12.75 micrograms/202 micrograms inhalation powder
salmeterol/fluticasone propionate

information for you.
- Keep this leaflet. You may need to read it again.
- If you have any further questions, ask your doctor, pharmacist or nurse. @
- This medicine has been prescribed for you only. Do not pass it on to others. It may ha@em, even if
their signs of illness are the same as yours.
- If you get any side effects, talk to your doctor, pharmacist or nurse. This include@ pOSSIb|e side

Read all of this leaflet carefully before you start using this medicine because it contains impoEtant

effects not listed in this leaflet. See section 4.

What is in this leaflet s&
What BroPair Spiromax is and what it is used for 0
What you need to know before you use BroPair Spiromax ,b

How to use BroPair Spiromax
Possible side effects
How to store BroPair Spiromax

Contents of the pack and other information QZ

ocouprLNE

1. What BroPair Spiromax is and what it is used fo
BroPair Spiromax contains 2 active substances: salme ermnd fluticasone propionate:;

e Salmeterol is a long-acting bronchodilator. B dilators help the airways into the lungs to stay open.
This makes it easier for air to get in and out. effects of salmeterol last for at least 12 hours.
o Fluticasone propionate is a corticosteroi h ch reduces swelling and irritation in the lungs.

BroPair Spiromax is used to treat asth Gg( Its and adolescents aged 12 years and older.

BroPair Spiromax helps to prever}athlessness and wheeziness coming on. You should not use it to
relieve an asthma attack. If yo an asthma attack, use a fast-acting reliever (rescue) inhaler, such
as salbutamol. You should al ave your fast-acting rescue inhaler with you.

2. What you need kr&before you use BroPair Spiromax

Do not use BroPai max
- if you are,algrgit to salmeterol, fluticasone propionate or any of the other ingredients of this medicine

(listed ir@q‘o 6).

Warning recautions
Talk to éctor pharmacist or nurse before using BroPair Spiromax if you have:
o Isease, including an irregular or fast heart beat
active thyroid gland
Igh blood pressure
Diabetes (BroPair Spiromax may increase your blood sugar)
Low potassium in your blood
Tuberculosis (TB) now or have had in the past, or have other lung infections

Contact your doctor if you experience blurred vision or other visual disturbances.

Children and adolescents
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Do not give BroPair Spiromax to children or adolescents under the age of 12 years because it has not been
studied in this age group.

Other medicines and BroPair Spiromax
Tell your doctor, nurse or pharmacist if you are taking or, have recently taken or might use any other
medicines. BroPair Spiromax may not be suitable for use with some other medicines.

Tell your doctor if you are taking the following medicines, before starting to use BroPair Spiro

o Beta blockers (such as atenolol, propranolol and sotalol). Beta blockers are mostly used for blood
pressure or heart conditions such as angina. . é

e Medicines to treat infections (such as ritonavir, ketoconazole, itraconazole and erythr ). Some of
these medicines may increase the amount of salmeterol or fluticasone propionate i body. This can
increase side effects with BroPair Spiromax, including irregular heartbeats, or ma e side effects

worse.
o Corticosteroids (by mouth or by injection). Recent use of these medicines 'mrease the risk of
BroPair Spiromax affecting your adrenal glands by reducing the amount of id hormones produced

by the glands (adrenal suppression).
e Diuretics, medicines that increase urine production and are used to tre@h blood pressure.
e  Other bronchodilators (such as salbutamol).
e Xanthine medicines such as aminophylline and theophylline. Th@gse often used to treat asthma.

Some medicines may increase the effects of BroPair Spiromax ar doctor may wish to monitor you
carefully if you are taking these medicines (including some m& s for HIV: ritonavir, cobicistat).

Pregnancy and breast-feeding
If you are pregnant, think you may be pregnant or are plafming to have a baby, ask your doctor, nurse or
pharmacist for advice before taking this medicine.

It is not known if this medicine can pass into breast milk. If you are breast-feeding, check with your doctor,

nurse or pharmacist before taking this medicslz.,

Driving and using machines (J
BroPair Spiromax is not likely to aﬁecg@ ability to drive or use machines.

BroPair Spiromax contains lactos
Each dose of this medicine contai proximately 5.4 milligrams of lactose. If you have been told by your
doctor that you have an intolerQ some sugars, contact your doctor before taking this medicine.

3. How to use Bro%i{Spi:omax

Always use thism '%xaotly as your doctor or pharmacist has told you. Check with your doctor or

pharmacist if ya\ not sure.

The reco o&gd'dose is one inhalation twice a day.

e BroP iromax is for long-term regular use. Use it every day to keep your asthma under control. Do
not@more than the recommended dose. Check with your doctor, nurse or pharmacist if you are not

o not stop taking BroPair Spiromax or reduce the dose without talking to your doctor or nurse first.
o oPair Spiromax should be inhaled through the mouth.

Your doctor or nurse will help you to manage your asthma. The doctor or nurse will change your inhaler

medicine if you need a different dose to control your asthma properly. However, do not change the number
of inhalations your doctor or nurse has prescribed without talking to your doctor or nurse first.
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If your asthma or breathing gets worse tell your doctor straight away. If you feel more wheezy, your
chest feels tight more often, or you need to use more of your fast-acting ‘reliever’ medicine, your asthma
may be getting worse and you could become seriously ill. Continue to use BroPair Spiromax but do not
increase the number of inhalations you take. See your doctor at once as you may need additional treatment.

Instructions for use

Training b

Your doctor, nurse, or pharmacist should train you on how to use your inhaler, includin @to
inhale a dose effectively. This training is important to ensure you receive the dose yoy ire. If you
have not received this training please ask your doctor, nurse or pharmacist to show w to use
your inhaler properly before you use it for the first time.

Your doctor, nurse, or pharmacist should also check from time to time that you arg@g:;he Spiromax

device properly and as prescribed. If you are not using BroPair Spiromax propesly ofyou are not breathing it
in forcefully enough, you may not be getting enough medicine into your lungs. means that the medicine

will not help your asthma as well as it should.

Preparing your BroPair Spiromax C

Before using your BroPair Spiromax for the first time, you need to ﬂgere it for use as follows:
o Check the dose indicator to see that there are 60 inhalations i inhaler.

o Write the date you opened the foil pouch on the label on t aler.
¢ You do not need to shake your inhaler before you use ib

How to take an inhalation O

1. Hold your inhaler with the semi-transparent ye@ mouthpiece cover at the bottom.

2. Open outhpiece cover by folding it down until you hear a loud click. This will measure out one
do ur medicine. Your inhaler is now ready for use.

N\
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3. Breathe out gently (as far as is comfortable). Do not breathe out thgough your inhaler.

vents.
Breathe in through your mouth as deeply and as hard as y
Note that it is important that you breathe in forcefully. t
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5. Remove you\ er from your mouth. You may notice a taste when you take your inhalation.

4. Put the mouthpiece in your mouth and close your lips tightly Er(@it. Take care not to block the air

BREAT

6. Hold th for 10 seconds or as long as you comfortably can.

7. Th the out gently (do not breathe out through the inhaler).

8@&&9 the mouthpiece cover.
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After each dose, rinse your mouth with water, and spit it out or brush y{teeth before rinsing.
o Do not try to take your inhaler apart, remove or twist the mouthpi over.

e The cover is fixed to your inhaler and must not be taken off.
o Do not use your Spiromax if it has been damaged or if the m%iece has come apart from your

Spiromax. Q
e Do not open and close the mouthpiece cover unless yo bout to use your inhaler.

Cleaning your Spiromax \
Keep your inhaler dry and clean.
If necessary you may wipe the mouthpiece of youi r after use with a dry cloth or tissue.

When to start using a new BroPair Spiromax
e The dose indicator on the rear of the dm IIs you how many doses (inhalations) are left in your

inhaler, starting at 60 when it is full ing with 0 (zero) when it is empty.

" ¢
o%ﬂose indicator shows the number of inhalations remaining as even numbers. The spaces between the
en numbers represent the odd number of remaining inhalations.

o When 20 or fewer are left, the numbers are shown in red on a white background. When the red numbers
appear in the window, you should see your doctor or nurse to get a new inhaler.
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Note:

e The mouthpiece clicks even when your inhaler is empty.

o If you open and close the mouthpiece without taking an inhalation the dose indicator will still register it
as a count. This dose will be securely held inside the inhaler for when the next inhalation is due. It is
impossible to accidentally take extra medicine or a double dose in 1 inhalation. b

If you use more BroPair Spiromax than you should

It is important that you take the dose that your doctor or nurse has prescribed. You should no the
prescribed dose without medical advice. If you accidentally take more doses than recommen talk to your
nurse, doctor or pharmacist. You may notice your heart beating faster than usual and that{ el shaky.
You may also have dizziness, a headache, muscle weakness and aching joints.

If you have repeatedly used too many doses of BroPair Spiromax for a long time, y@u Should talk to your
doctor or pharmacist for advice. This is because using too much BroPair Spiro reduce the amount of
steroid hormones produced by your adrenal glands.

If you forget to use BroPair Spiromax
If you forget to take a dose, take it as soon as you remember. However @o not take a double dose to make up
for a forgotten dose. If it is nearly time for your next dose just take y, Xt dose at the usual time.

If you stop using BroPair Spiromax

It is very important that you take your BroPair Spiromax ever advised. Keep taking it until your
doctor tells you to stop. Do not stop or suddenly reduce dose of BroPair Spiromax. This could
make your breathing worse. \

In addition, if you suddenly stop taking BroPair Spirgmax or reduce your dose of BroPair Spiromax this may
(very rarely) cause problems due to your adrenal roducing reduced amounts of steroid hormone
(adrenal insufficiency) which sometimes causes side‘effects.

These side effects may include any of the f@@wg:

Stomach pain

Tiredness and loss of appetite, feehng=Sick
Sickness and diarrhoea

Weight loss O

Headache or drowsiness

Low levels of sugar in yﬂ;;z)lood

Low blood pressuro{d setzures (fits)

When your body is u tress such as from fever, accident or injury, infection, or surgery, adrenal
insufficiency cap g@orse and you may also have the side effects listed above.

If you get ap @ﬁects, talk to your doctor or pharmacist. To prevent these symptoms, your doctor may
prescribe orticosteroids in tablet form (such as prednisolone).

If you I@any further questions on the use of this medicine, ask your doctor, pharmacist or nurse.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them. To reduce the

chance of side effects your doctor will prescribe the lowest dose of this combination of drugs to control your
asthma.
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Allergic reactions: you may notice your breathing suddenly gets worse immediately after using
BroPair Spiromax. You may be very wheezy and cough or be short of breath. You may also notice itching,
a rash (hives) and swelling (usually of the face, lips, tongue or throat), or you may suddenly feel that your
heart is beating very fast or you feel faint and light headed (which may lead to collapse or loss of
consciousness). If you get any of these effects or if they happen suddenly after using BroPair Spiromax,
stop using BroPair Spiromax and tell your doctor straight away. Allergic reactions to BroPair Spiromax
are uncommon (they may affect up to 1 in 100 people). 6

Other side effects are listed below: @

Common (may affect up to 1 in 10 people) ¢ %

e  Afungal infection (thrush) causing sore, creamy-yellow, raised patches in the mouthfand“throat, as well
as a sore tongue, hoarse voice and throat irritation. Rinsing your mouth with wat pitting it out
immediately or brushing your teeth after each inhalation may help. Your docto rescribe an anti-
fungal medicine to treat the thrush.

e  Muscle pain.

e  Back pain. 0
e  Flu (influenza). /b
o Low levels of potassium in your blood (hypokalaemia).

e Inflammation of the nose (rhinitis). {

e Inflammation of the sinuses (sinusitis). @

o Inflammation of the nose and throat (nasopharyngitis).

e Headache. Q

e Cough. Q

e Irritation of the throat. O

e  Soreness or inflammation of the back of the throat.

e  Hoarseness or loss of voice.

e  Dizziness. O

e Increased sugar (glucose) in your bloo rglycaemia). If you have diabetes, more frequent blood
sugar monitoring and possibly adjustment pf your usual diabetic treatment may be required.

e Cataract (cloudy lens in the eye).

e Very fast heart beat (tachycardia

e Feeling shaky (tremor) and fegli
harmless and get less as tre @

e Feeling worried or anxiomﬁj
Behavioural changes, s eing unusually active and irritable (although these effects occur mainly in

children).

o Disturbed sleep.

e Hay fever.

e Nasal congestign (blocked nose).

e Irregular h P&g (atrial fibrillations).

e Chest infection.

e Paini \sextremities (arms or legs).

[ ]

[ ]

[ ]

[ ]

[ ]

Sto in.
f%ion.
amage and tearing.
i

Uncommon (may affect up to 1 in 100 people; Q

phat your heart is beating fast (palpitations) - these are usually
It continues.

in inflammation.
Inflammation of the throat usually characterised by a sore throat (pharyngitis).

Rare (may affect up to 1 in 1,000 people)

¢ Breathing difficulties or wheezing that gets worse straight after taking BroPair Spiromax. If this
happens stop using BroPair Spiromax inhaler. Use your fast acting ‘reliever’ (‘rescue’) inhaler to help
your breathing and tell your doctor straight away.
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e BroPair Spiromax may affect the normal production of steroid hormones in the body, particularly if you
have taken high doses for long periods of time. The effects include:
— Slowing of growth in children and adolescents
— Glaucoma (damage to the nerve in the eye)
— Rounded (moon shaped) face (Cushing’s syndrome).

Your doctor will check you regularly for any of these side effects and make sure you are tak@we
lowest dose of this combination of drugs to control your asthma.

e Uneven or irregular heart beat or an extra heart beat (arrhythmias). Tell your doctor, b\@ot stop
taking BroPair Spiromax unless the doctor tells you to stop.
¢ A fungal infection in the oesophagus (food canal), which might cause difficulties i lowing.

Frequency not known, but may also occur: S&

e Blurred vision.

Reporting of side effects 0
If you get any side effects, talk to your doctor, pharmacist or nurse. This ingaes any possible side effects
not listed in this leaflet. You can also report side effects directly via thefnational reporting system listed in
Appendix V. By reporting side effects you can help provide more ir@ ion on the safety of this medicine.

5. How to store BroPair Spiromax Q
Keep this medicine out of the sight and reach of children. OQ

Do not use this medicine after the expiry date which is @ on the carton and the label of your inhaler after
EXP. The expiry date refers to the last day of that m@

Do not store above 25 °C. Keep the mouthpiece'egver closed after removing the foil wrapping.
Use within 2 months of removing from t il wrapping. Use the label on the inhaler to write down the

date you open the foil pouch. (

Do not throw away any medicines vi stewater or household waste. Ask your pharmacist how to throw
away medicines you no longer use. @ measures will help protect the environment.

6. Contents of the pack ar@r information

What BroPair Spiromax o@ins

- The active substagces aressalmeterol and fluticasone propionate. Each metered dose contains
14 micrograms of, sakmeterol (as salmeterol xinafoate) and 232 micrograms of fluticasone propionate.
Each delivered (the dose that leaves the mouthpiece) contains 12.75 micrograms of salmeterol (as
salmeteroJ %ate) and 202 micrograms of fluticasone propionate.

- The other NL ient is lactose monohydrate (see section 2 under ‘BroPair Spiromax contains lactose’).

Each Bro piromax inhaler contains inhalation powder for 60 inhalations and has a white body with a
semi-tr rent yellow mouthpiece cover.

*
What Br%éﬁ romax looks like and contents of the pack
r

E%piromax is available in packs containing 1 inhaler and in multipacks comprising 3 cartons, each
contdining 1 inhaler. Not all pack sizes may be marketed in your country.

Marketing Authorisation Holder
Teva B.V.

Swensweg 5,

2031 GA Haarlem,

The Netherlands
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

Manufacturer

Norton (Waterford) Limited T/A Teva Pharmaceuticals Ireland

Unit 14/15, 27/35 & 301, IDA Industrial Park, Cork Road, Waterford, Ireland

Teva Operations Poland Sp. z 0.0.
Mogilska 80 Str. 31-546 Krakow, Poland

>

L 4
For any information about this medicine, please contact the local representative of the Mg&@%

Authorisation Holder:
Belgié/Belgique/Belgien
Teva Pharma Belgium N.V./S.A./AG
Tél/Tel: +32 38207373

Bbnarapus
Tesa ®apma EAJL
Ten.: +359 24899585

Ceska republika
Teva Pharmaceuticals CR, s.r.o.
Tel: +420 251007111

Danmark
Teva Denmark A/S
TIf.: +45 44985511

TEVA GmbH
Tel: +49 73140208

Deutschland 65/

Eesti b
UAB Teva Baltics Eesti fiIiaaI{O

Tel: +372 6610801

EALGoo

TEVA HELLAS A.@

TnA: +30 21188050

Esparia .\
Laboratorigs BIAL, S.A.
Tél: +34t§sg:f196
Fran(g{
Te e
"4-33 155917800
Hrvatska

Pliva Hrvatska d.o.o.
Tel: +385 13720000

Ireland
Teva Pharmaceuticals Ireland

Lietuva O

UAB Teva Baltics

Tel: +370 52660203 8

Luxembourg/Luxe
Teva Pharma Belgi
Belgique/Belgie

Tél/Tel: +32 3@ 73

WV.IS.ATAG

Magyaror
Teva Gyé gyar Zrt.
Tel.: 2886400

vang

@va Pharmaceuticals Ireland

rlanda
Tel: +44 2075407117

Nederland
Teva Nederland B.V.
Tel: +31 8000228400

Norge
Teva Norway AS
TIf: +47 66775590

Osterreich
ratiopharm Arzneimittel Vertriebs-GmbH
Tel: +43 1970070

Polska
Teva Pharmaceuticals Polska Sp. z 0.0.
Tel.: +48 223459300

Portugal
Teva Pharma - Produtos Farmacéuticos, Lda.
Tel: +351 214767550

Romania
Teva Pharmaceuticals S.R.L.
Tel: +40 212306524

Slovenija
Pliva Ljubljana d.o.o.

58



Tel: +44 2075407117

island

Teva Pharma Iceland ehf.

Simi: +354 5503300

Italia
Teva ltalia S.r.l.
Tel: +39 028917981

Kvnpog
TEVA HELLAS AE.
EMéda
TnA: +30 2118805000

Latvija

UAB Teva Baltics filiale Latvija

Tel: +371 67323666

This leaflet was last revised in.

Other sources of information

Tel: +386 15890390

Slovenska republika
TEVA Pharmaceuticals Slovakia s.r.o.
Tel: +421 257267911

Suomi/Finland

Teva Finland Oy
Puh/Tel: +358 201805900

Sverige {\%
Teva Sweden AB
Tel: +46 42121100 QO

’b\}

<
S

*

Detailed information on this medicine is available on th@ean Medicines Agency web site:

http://www.ema.europa.eu
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