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Sym b I lTO l SykonaHaler

Formoterol & Budesonide
Pre-metered dose, Powder for Inhalation

Composition.

Symbitrol 6/100 Sykonahaler: Sykonahaler device contains a foil strip with 60
doses and each dose contains Formoterol Fumarate Dihydrate EP equivalent to
Formoterol Fumarate 6 mcg & Budesonide BP 100 mcg

Symbitrol 6/200 Sykonahaler: Sykonahaler device contains a foil strip with 60
doses and each dose contains Formoterol Fumarate Dihydrate EP equivalent to
Formoterol Fumarate 6 mcg & Budesonide BP 200 mcg

Symbitrol 12/400 Sykonahaler: Sykonahaler device contains a foil strip with 60
doses and each dose contains Formoterol Fumarate Dihydrate EP equivalent to
Formoterol Fumarate 12 mcg & Budesonide BP 400 mcg

Pharmacology

Budesonide: Budesonide is an anti-inflammatory corticosteroid that exhibits
potent glucocorticoid activity and weak mineralocorticoid activity. Corticosteroids
have a wide range of inhibitory activities against multiple cell types (eg, mast
cells, eosinophils, neutrophils, macrophages, and lymphocytes) and mediators
(eg, histamine, eicosanoids, leukotrienes, and cytokines) involved in allergic and
non-allergic-mediated inflammation. These anti-inflammatory ~actions  of
corticosteroids may contribute to their efficacy in COPD and asthma.
Formoterol: Formoterol fumarate is a long-acting selective beta2 adrenergic
agonist (beta2-agonist) with a rapid onset of action. Inhaled formoterol fumarate
acts locally in the lung as a bronchodilator. The pharmacologic effects of
beta2-adrenoceptor agonist drugs stimulate intracellular adenyl cyclase, the
enzyme that catalyzes the conversion of adenosine triphosphate (ATP) to
cyclic-3', 5-adenosine monophosphate (cyclic AMP). Increased cyclic AMP
levels cause relaxation of bronchial smooth muscle and inhibition of release of
mediators of immediate hypersensitivity from cells, especially from mast cells.
Indications

Asthma: Symbitrol is indicated in is indicated in adults, adolescents, and
children aged 6 years and older for the regular treatment of asthma where use of
a combination (inhaled corticosteroid and long-acting f 2 adrenoceptor agonist)
is appropriate:

+ Patients not adequately controlled with inhaled corticosteroids and “ as needed”
inhaled short-acting § 2 adrenoceptor agonists. or

+ Patients already adequately controlled on both inhaled corticosteroids and
long-acting B 2 adrenoceptor agonists.

Chronic Obstructive Pulmonary Disease (COPD)

Symbitrol is indicated in adults, aged 18 years and older, for the symptomatic
treatment of patients with COPD with forced expiratory volume in 1 second
(FEV1) <70% predicted normal (post bronchodilator) and an exacerbation
history despite regular bronchodilator therapy

Dosage & Administration

Asthma: For Symbitrol there are two treatment approaches:

+ Maintenance therapy: Symbitrol is taken as regular maintenance treatment
with a separate rapid-acting bronchodilator as rescue.

+ Maintenance and reliever therapy: Symbitrol is taken as regular maintenance
treatment and as needed in response to symptoms.

* Reliever therapy: Taken as needed in response to symptoms

A. Maintenance Therapy: Symbitrol 6/100 and 6/200 1-2 inhalations twice
daily; some patients may require up to a maximum of 4 inhalations twice daily.

Symbitrol 12/400 1 inhalation twice daily; some patients may require up to a
maximum of 2 inhalations twice daily. some patients may require up to a
maximum of 8 actuations twice daily.

Adolescents (12-17 years): Symbitrol 6/100 and 6/200 1-2 inhalations twice
daily.

Symbitrol 12/400 1 inhalation twice daily. Children (6 years and older):
Symbitrol 6/100 2 inhalations twice daily.

B. Maintenance and reliever therapy (MART): Symbitrol 6/100 & 6/200, can
be taken as a regular maintenance and as needed, as a reliever, in response to
asthma symptoms for adults and adolescents (12 years and older) only.
Symbitrol 6/100 & 6/200: 2 inhalations per day, either as 1 inhalation in the
morning and evening or as 2 inhalations once daily, either morning or evening.
Take 1 additional inhalation as needed in response to symptoms. If symptoms
persist after a few minutes, 1 additional inhalation should be taken. Not more
than 6 inhalations should be taken on any single occasion. Patients using more
than 8 inhalations daily should be reassessed. The maximum daily dose is 12
inhalations for a limited period.

C. Reliever therapy: Adults and adolescents (12 years and older):
Symbitrol 6/200 Patients should take 1 inhalation as needed in response to
symptoms. If symptoms persist after a few minutes, an additional inhalation
should be taken. Not more than 6 inhalations should be taken on any single
occasion.

COPD

Symbitrol 12/400: The usual dose is 1 inhalation twice daily. Only to be used by
adults (aged 18 years and above).

Contraindications

Hypersensitivity to the active substances or to the excipient.

Warning & Precautions

Maintenance dose should be tapered when treatment is discontinued and the
dosing should not be stopped abruptly. Treatment should not be initiated during
exacerbations or if they have significantly worsening or acutely deteriorating
asthma. Discontinue immediately if the patient experiences a paradoxical
bronchospasm and treat immediately. Observe caution in patients with
thyrotoxicosis, phaeochromocytoma, diabetes mellitus, untreated hypokalaemia,
hypertrophic obstructive cardiomyopathy, idiopathic subvalvular aortic stenosis,
severe hypertension, aneurysm or other severe cardiovascular disorders such
as ischaemic heart disease, tachyarrhythmias or severe heart failure. Observe
caution when treating patients with prolongation of the QTc-interval. Potentially
serious hypokalaemia may result from high doses of B2 adrenoceptor agonists
therapy and may also be potentiated by concomitant treatments (e.g. xanthine
derivatives, steroids and diuretics). Consider additional blood glucose controls in
diabetic patients. Re-evaluate need for Symbitrol in patients with active or
quiescent pulmonary tuberculosis, fungal and viral infections in the airways.
Systemic effects of ICS may occur, particularly at high doses for long periods, but
are less likely than with oral steroids. These include Cushing’s syndrome,
Cushingoid features, adrenal suppression, growth retardation in children and
adolescents, decrease in bone mineral density, cataract and glaucoma and more
rarely, a range of psychological or behavioural effects including psychomotor
hyperactivity, sleep disorders, anxiety, depression or aggression (particularly in
children). Consider effect on bone density in patients with osteoporosis risk
factors, on high doses for prolonged periods. Consider referral of patients
reporting blurred vision or visual disturbances to an ophthalmologist as causes
may include cataract, glaucoma or rare diseases such as central serous
chorioretinopathy. Prolonged treatment with high doses of ICS may result in
adrenal suppression and acute adrenal crisis. Recommended that height of

children receiving prolonged treatment is regularly monitored and if growth is
slowed, therapy should be re-evaluated and consideration given to referring the
patient to a paediatric respiratory specialist.

Side Effects

Infections and infestations: Common: Candida infections in the oropharynx
Pneumonia (in COPD patients) Immune system disorders. Rare: Immediate
and delayed hypersensitivity reactions, e.g. exanthema, urticaria, pruritus,
dermatitis, angioedema and anaphylactic reaction

Endocrine disorders: Very rare: Cushing's syndrome, adrenal suppression,
growth retardation, decrease in bone mineral density

Metabolism and nutrition disorders: Rare: Hypokalaemia, Very rare:
Hyperglycaemia

Psychiatric disorders: Uncommon: Aggression, psychomotor hyperactivity,
anxiety, sleep disorders. Very rare: Depression, behavioural changes
(predominantly in children)

Nervous system disorders: Common: Headache, tremor. Uncommon:
Dizziness. Very rare: Taste disturbances

Eye disorders: Uncommon: Vision blurred. Very rare: Cataract and glaucoma
Cardiac disorders: Common: Palpitations. Uncommon: Tachycardia. Rare:
Cardiac arrhythmias, e.g. atrial fibrillation, supraventricular tachycardia,
extrasystoles. Very rare: Angina pectoris. Prolongation of QTc-interval
Vascular disorders: Very rare: Variations in blood pressure, Respiratory,
thoracic and mediastinal disorders. Common: Mild irritation in the throat,
coughing, dysphonia including hoarseness. Rare: Bronchospasm
Gastrointestinal disorders: Uncommon: Nausea

Skin and subcutaneous tissue disorders: Uncommon: Bruises
Musculoskeletal and connective tissue disorders: Uncommon: Muscle
cramps

Pregnancy & Lactation

Pregnancy: For the concomitant treatment with formoterol and budesonide, no
clinical data on exposed pregnancies are available. During pregnancy,
Formoterol-Budesonide should only be used when the benefits outweigh the
potential risks. The lowest effective dose of budesonide needed to maintain
adequate asthma control should be used.

Breastfeeding: Budesonide is excreted in breast milk. However, at therapeutic
doses no effects on the suckling child are anticipated. It is not known whether
formoterol passes into human breast milk. Administration women who are
breast-feeding should only be considered if the expected benefit to the mother
is greater than any possible risk to the child.

Drug Interactions: Potent CYP3A4 inhibitors are likely to increase plasma
levels of budesonide and concomitant use should be avoided. In patients using
potent CYP3A4 inhibitors, maintenance and reliever therapy is not
recommended. Beta-blockers should be avoided with asthma patients, unless
there are compelling reasons.  Concomitant treatment with quinidine,
disopyramide, procainamide, phenothiazines, antihistamines (terfenadine) and
tricyclic antidepressants can prolong the QTc-interval and increase the risk of
ventricular arrhythmias. L-Dopa, L-thyroxine, oxytocin and alcohol can impair
cardiac tolerance towards $2-sympathomimetics. Concomitant treatment with
monoamine oxidase inhibitors, including agents with similar properties such as
furazolidone and procarbazine, may precipitate hypertensive reactions.
Elevated risk of arrhythmias in patients receiving concomitant anaesthesia with
halogenated hydrocarbons. Concomitant use of other betaadrenergic drugs or
anticholinergic drugs can have a potentially additive bronchodilating effect.
Hypokalaemia may increase the disposition towards arrhythmias in patients
taking digitalis glycosides. Interaction studies have only been performed in

adults.

Overdose

An overdose of formoterol would likely lead to effects that are typical for p2
adrenoceptor agonists: tremor, headache, palpitations. Acute overdosage with
budesonide is not expected to be a clinical problem. When used chronically in
excessive doses, systemic glucocorticosteroid effects, such as hypercorticism
and adrenal suppression may appear. |f therapy has to be withdrawn due to
overdose of the formoterol component, provision of appropriate inhaled
corticosteroid therapy must be considered.

Storage

Store below 30°C. Store in a dry place, protected from light, heat & moisture.
Keep out of the reach of children.

How supplied

Symbitrol 6/100 Sykonahaler: One Sykonahaler device contains a foil strip
with 60 doses. It is packaged in a moisture-protective foil pouch and a polyester
fabric bag is provided for convenient handling.

Symbitrol 6/200 Sykonahaler: One Sykonahaler device contains a foil strip
with 60 doses. It is packaged in a moisture-protective foil pouch and a polyester
fabric bag is provided for convenient handling.

Symbitrol 12/400 Sykonahaler: One Sykonahaler device contains a foil strip
with 60 doses. It is packaged in a moisture-protective foil pouch and a polyester

Easy steps to take your Symbitrol SykonaHaler

Step 1: How to open the cover of the device 7

o Take out the device from the pouch pack. The dose count
will show 60 doses

o Use your thumb, grip the cover of the mouthpiece, press the
cover and lift it to the direction indicated in the 'Open’ marking
on the cover, then lift the cover until you hear a distinct
“Tik/Click” sound (Fig:1) o

o After releasing, you should be able to see the mouthpiece
opening clearly (Fig:2)

o After opening the mouthpiece cover, you will see a single
dose deducted

Step 2: Method for taking the medicine

.| @ Before use, ensure the device is kept at a reasonable
Y| distance from the mouth and breath out as much as
)| possible (Fig:3)

o After that, hold the mouthpiece between your lips and
inhale the dose by taking fast and long breaths. When you
are done inhaling it, put away the mouthpiece. Hold your
breath for at least 10 seconds or more and exhale slowly
(Fig:4)

Step 3: How to close the cover of the device

o To close the cover of the mouthpiece, press the cover and
slide it in the opposite direction until you hear a distinct
“Tik/Click” sound (Fig:5)

o Rinse your mouth with water and spit it out after using the
device. Keep the SykonaHaler device in Polyester Fabric Bag

Manufactured by:
b DBL Pharmaceuticals Limited
Surabari, Kashimpur, Gazipur, Bangladesh

C: 10400471
www.dbl-pharma.com
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