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PRODUCT INFORMATION

INAME OF THE DRUG
[Salbutamol sulphate (albuterol sulphate) is 2-tert-butylamino-1-(4-hy-
(droxy-3-hydroxymethyl-phenyl) ethanol sulphate C ,H, NO,2H,SO,

IDESCRIPTION

Salbutamol sulphate is a white or almost white powder. It is soluble in
water but is only slightly soluble in alcohol, chloroform and ether.
IApproximately 1.2 mg of salbutamol sulphate is equivalent to 1.0 mg of
salbutamol base.

IAIROMIR Inhaler contains microcrystalline salbutamol sulphate suspended|
iin 1, 1,1,2-tetrafluoroethane (HFA 134a) propellant, a non-CFC propellant
which does not deplete ozone from the atmosphere. Each metered dose
delivers an amount of salbutamol sulphate equivalent to 100 pg of
salbutamol. AIROMIR Inhaler also contains oleic acid and ethanol.
IAIROMIR Inhaler is available in a pack size containing 200 doses.

IPHARMACOLOGY

Salbutamol is a B2-selective adrenoceptor agonist. Salbutamol is
chemically related to adrenaline, noradrenaline and isoprenaline but it has
fa longer duration of action than these compounds. This is possibly due to
lits resistance to catechol-O-methyl transferase (COMT), an inactivating
lenzyme which occurs in association with sympathetic receptors.
JAIROMIR Inhaler provides a rapid onset of action (within 10 mins) with
fa duration of about 4-6 hours in most patients.

IPhamacodynamics

[The B-sympathetic agonists act primarily through activation of adenylate
cyclase which catalyses the conversion of adenosine triphosphate (ATP) to
cyclic adenosine monophosphate (cCAMP). Cyclic AMP mediates the
effects of the B-agonists on sympathetic receptors. Increased cAMP
concentrations also inhibits release of mediators of immediate hypersensi-
tivity from mast cells, as well as relaxes bronchial smooth muscle.
Stimulation of B,-receptors causes relaxation of the smooth muscle of the
bronchi, uterus and blood vessels; decreases the duration of skeletal muscle
contraction as well as increases glycolysis and glycogenolysis.

|As a B,-selective agent, salbutamol has little B, effects on the heart and
negligible a-agonist activity. Administration of salbutamol locally to the
lungs as a spray enhances its selectivity and further reduces the occurrence
of unwanted effects. AIROMIR Inhaler, therefore, is effective as a
bronchodilator usually without significantly increasing heart rate and force
jof contraction of the heart at usual therapeutic doses.

IAIROMIR Inhaler contains the sulphate salt of salbutamol, which has been
shown to be clinically equivalent to salbutamol base when administered in
lequivalent doses by metered-dose inhaler.

IPharmacokinetics

IWhen AIROMIR is inhaled at the recommended dose rates, salbutamol is
delivered topically to the lung such that its effects are apparent within
minutes. Because of the small amount of drug administered and due to its
lgradual absorption from bronchi, plasma levels of salbutamol are extremely
llow after oral inhalation. Salbutamol is not metabolised in the lung.

Salbutamol is readily absorbed from the gastrointestinal tract and
undergoes extensive pre-systemic metabolism by conjugation to a
KU-0-sulphate ester in the gastrointestinal tract and the liver. Its systemic
bioavailability is about 50%.

Salbutamol and its metabolites are rapidly excreted in the urine and
facces. About 80% of a single dose being recovered in urine within 24
hours. Following oral inhalation, unchanged salbutamol accounts for
lapproximately 30% of the excreted dose in the urine. The elimination
half-life of salbutamol is about 3-6 hours. Salbutamol is not significantly
bound in plasma. The elimination of salbutamol may be altered by
changes to hepatic or renal function, consequently dosage reduction may

be required in patients with hepatic or renal impairment.

INDICATIONS

Symptomatic relief of bronchospasm in bronchial asthma and in other
respiratory conditions. Prevention of exercised-induced bronchospasm
and acute prophylaxis of exercise-induced asthma and other factors
known to cause bronchospasm.

ICONTRAINDICATIONS
IKnown hypersensitivity to salbutamol sulphate or other sympathomimetics,
jor to any other ingredients.

IPRECAUTIONS

[The results of animal experiments indicate that high dosages of some
sympathomimetic agents may cause cardionecrosis. In view of this evidence,)
the possibility of cardiac lesions occurring in humans cannot be excluded.
[The administration of AIROMIR Inhaler results in low salbutamol plasma
concentrations so the risk of this effect is correspondingly reduced.

IATROMIR Inhaler contains HFA-134a propellant. In animal studies,
IHFA-134a has been shown to have no significant pharmacological
effects, except at very high exposure concentrations when narcosis and a
elatively weak cardiac sensitising effect were found. The potency of the
cardiac sensitisation was less than that of trichlorofluoromethane
CFC-11). Large doses of CFC propellants have been reported in
animals to produce cardiac arrhythmias and sensitise their hearts to
adrenaline-induced arrhythmias, although data in humans are limited.
[nhalations of the maximum recommended dose of AIROMIR Inhaler
produce low concentrations of propellant in the plasma.

[Excessive use of the AIROMIR Inhaler is potentially hazardous, both
from the propellant as well as from the possibility of overdosage with
the active medicament. Patients should therefore be warned of the
dangers in exceeding the recommended dose. Additionally, overuse of
inhaled salbutamol may cause a worsening of hypoxaemia.

[Use with caution in the following circumstances:

Cardiac disease: When AIROMIR Inhaler is used at the recommended
doses, the blood concentrations of salbutamol are usually too low to produce
f systemic effect. However, prescribers should be aware of the possibility of
the unwanted stimulation of cardiac adrenergic receptors and care should be
taken in patients with hypertension, coronary artery disease and myocardial
insufficiency.

ICardiac arrhythmias: Salbutamol may predispose to the occurrence of
cardiac arrhythmias or may exacerbate existing arrhythmias. This effect
may be due to a direct chronotropic effect and to the production of
hypokalaemia. Care should be taken when using salbutamol in patients
who have arrhythmias or who are receiving drugs such as digitalis, or
diuretics which do not spare potassium. Caution should also be observed
hen using salbutamol with anaesthetic agents which sensitise the
myocardium to sympathomimetic agents.

IHypokalaentia: Potentially serious hypokalaemia has been reported in
patients taking 2-agonist therapy. Particular caution is advised in patients
with severe asthma. Hypokalaemia may also occur in hypoxic patients and|
those treated with xanthine derivatives, steroids. diuretics and long-term
laxatives. Extra care should therefore be taken in f2-agonists are used in
these groups of patients and serum potassium levels should be monitored.

IDiabetes mellitus: When given by inhalation at recommended doses, salbutamol
should have little or no hyperglycaemic effect; however, care should be taken
initially in using salbutamol in diabetics. In pregnant diabetics, relatively large
lintravenous doses of salbutamol have caused severe keloacidosis. Care should
Iso be taken in patients suffering from hyperthyroidism.

Hyperthyroidism: Salbutamol should be used with caution in patients with
thyrotoxicosis.

ICarcinogenicity/mutagenicity:
[There are no reasons to consider HFA-134a as a potential mutagen,

clastogen or carcinogen judged from in-vitro and in-vivo studies which
include long-term administration by inhalation in rodents.

lUse in Pregnancy

There is no experience of AIROMIR Inhaler in pregnant women.

An inhalation reproductive study with AIROMIR Inhaler in rats did not
exhibit any teratogenic effects. Salbutamol does however cross the
placenta. In some rodent studies, large doses of salbutamol have been
shown to be teratogenic although the relevance of these findings to humans|
is unknown. Safe use in pregnancy has not been established, therefore
IAIROMIR Inhaler should not be used during pregnancy unless the benefits
outweigh the potential risk.

[Use in Lactation:

[There is no experience of AIROMIR Inhaler in lactating women. It is
unknown whether salbutamol is excreted in breast milk AIROMIR Inhaler|
should, therefore, not be used in women who are breast-feeding, unless
the benefits of therapy outweigh the potential risk to the infant.

Interactions with other drugs:

Beta-adrenergic blockers specifically antagonise the action of salbutamol
and other sympathomimetics on the airways. Use of these drugs is also
lgenerally contraindicated in asthma because they tend to increase
pirways resistance.

IConcomitant use of theophylline (and other xanthine derivatives), steroids
and diuretics may potentiate salbutamol-induced hypokalaemia in acute
severe asthma. In those circumstances and in other situations (such as
ypoxia) likely to potentiate salbutamol induced hypokalaemia, serum
potassium levels should be monitored.

Instructions for Prescribers:

|Asthma management should be adjusted according to individual need
based on lung function and clinical monitoring. Should f3,-agonist treatment|
fail to control asthma symptoms, the patient's therapy should be
re-assessed. This is particularly important since poor asthma control can
esult in potential life-threatening situations and increased use of
b-agonists may cause deterioration of asthma control. Fallure of 3,-agonist
therapy to control asthma may require implementation of additional
imeasures such as corticosteroid therapy and daily lung function testing.

Patients should be informed the importance of correct inhaler technique.
[To ensure correct use of AIROMIR Inhaler, refer patients to the Patient
Instruction Leaflet accompanying each unit. If necessary, it should be
demonstrated to patients, particularly first-time users and those with poor
coordination.

It is advisable to check the patient’s compliance and inhaler technique before
increasing the dose. Patients should be advised to seek medical advise
when the bronchodilator effect is reduced and not to increase the dose over
that prescribed. Patients should be warned that excessive use of inhaled
salbutamol may result in significant adverse effects and/or loss of asthma
control. Patients should also be advised not to use other asthma
medications at same time as AIROMIR Inhaler unless on medical advice.

ADVERSE REACTIONS

[The adverse effects of salbutamol sulphate are generally extensions of its
sympathomimetic actions. Their rates of occurrence are dependent on route
of administration as well as dose, but the reactions listed below may occur
with AIROMIR Inhaler.

More common reactions include: fine tremor of skeletal muscle (especially
in the hands), leg cramps; palpitations, tachycardia, hypotension, peripheral

asodilatation; headache, dizziness and tenseness. Use of inhaled
salbutamol may cause some mouth and throal irritation.

ILess common reactions: Increase in blood concentrations of insulin,
glucose, non-esterified fatty acids; decrease in blood concentration of
potassium; nausea, vomiting; paradoxical bronchoconstriction in rare
instances.

eduction of paO, has been observed in a small number of patients after
pdministration of f)ronchodilators, including salbutamol. Potentially
serious reductions in serum potassium levels may result following
salbutamol treatment.

Serious or life-threatening reactions: Overuse of salbutamol preparationsf
may cause significant tachycardia, arrhythmias, hypotension and
hypokalaemia (see Overdosage).

IDOSAGE AND ADMINISTRATION

AIROMIR Inhalers:

Adult: 1 to 2 inhalations every four hours as necessary to obtain relief
f bronchospasm up to a maximum of 8 inhalations per day. If dosage at
this rate is not effective or if previously effective doses do not provide
relief, other treatment should be instituted promptly.

Children: As for adults.

[Elderly: Dosage should at first be lower than for younger adults but
may be increased gradually to the usual adult level if necessary.

Impaired Hepatic or Renal Function: Since salbutamol is extensively
metabolised in the liver, any liver function impairment may necessitate a
eduction in dosage. Similarly, impairment in renal function may also
equire a dosage reduction since a large proportion of inhaled salbutamo!
is excreted in the urine.

INote: An increase in the use of salbutamol required to control asthma
symptoms may indicate a deterioration in the patient's asthma. If so, a
e-assessment of the patient's treatment regimen may be required.
Should inhalation therapy fail to relieve asthma symptoms, other
treatments should be implemented immediately in order to avoid a
potential medical emergency.

OVERDOSAGE

Symptoms: The symptoms of overdosage are the same as the adverse
effects of salbutamol, the most significant being tachycardia and/or
muscle tremor. With the metered dose inhalers some toxicity may be due|
to the aerosol propellant.

[Treatment: In severe overdosage, use of a cardioselective B-adrenergic
antagonist may be necessary, although these agents are likely to decrease
pirways compliance in asthmatics. It should be noted that B-blockers

may induce bronchospasm in some sensitive patients. Serum potassium
evels should also be monitored in any incidence of overdose. In the casg
f oral overdosage, gastric lavage should be performed.

IPRESENTATION

AIROMIR Inhaler: Each unit delivers salbutamol sulphate equivalent
to salhutamol 100 pg per metered dose. AIROMIR 200 Dose Inhaler
delivers 200 doses per unit.

STORAGE

IAIROMIR Inhaler should be stored below 30°C, away from direct heat
r sunlight. Shelf life: 2 years. As the canister is pressurised, no attempt
should be made to puncture or dispose of it by burning.
IMANUFACTURER

Kindeva Drug Delivery Limited

Derby Road, Loughborough LE11 5SF, United Kingdom.

Revision date: Jan 2021

A4380

wwi G791

3.666 mm
1.712 MM —_—_NAMEOFTHEDRUG <
1.752 mm S ~fert T(dhy-
droxy-3-hydroxymethyl-phenyl) ethanol sulphate C,,H, NO,2H SO, <
1.853 mm AL4380 < Font Type: OCRB

Font Type: Times New Roman Bold

Font Type: Times New Roman Bold
Font Type: Times New Roman Regular  Font Size: 15 pt

Font Size: 15 pt

Font Size: 7 pt

Font Size: 7 pt

weinai- | pharmaceuticals

@ N0V  SUBMISSION ARTWORK |-+ e

~N

PLEASE NOTE

Supplier information may be present on the
packaging

Joh No. : JB-02383
I : A4
yxuc : unm?uau VU

A4380_NOT MARKETED_ AIROMIR 100MCG INHALER 200D
Component : LEAFLET
Country: MY

30.10.20 - VO - Artwork build - Sunny

EMO/Printing Vendor:

Please share the Artwork PDF to Printer for
checks on:

e Colours - No. of colours, Sequence, CMYK/PMS
o Text - Line Thickness, Font Size

o Dieline - Size, Eyemark, Print Direction

e Coding - Size, Location, VFA, Format Bkg Colour
Any additonal information and technical check

G247 File Name:
91471_A4380_NOT MARKETED_ AIROMIR
100MCG INHALER 200D_MY_LT_V0

Dieline Ref: Xxxxxx xxxxx
EMO: KINDEVA
\Printer: XXX KXKXXKKXXKXX

Colour Black Guide

w | EEE )

required by EMO on the Artwork BEFORE
APPROVING.

ww 08l




