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L LA
KE OB CE Pregnancy
(20214F2 ) Risk Summary

There are no randomized clinical studies of use of albuterol sulfate during pregnancy.
Available data from epidemiological studies and postmarketing case reports of
pregnancy outcomes following inhaled albuterol use do not consistently demonstrate a
risk of major birth defects or miscarriage. There are, however, clinical considerations in
pregnant women with asthma. (See Clinical Considerations.)

Administration of VENTOLIN HFA to mice and rabbits during the period of
organogenesis revealed evidence of adverse developmental outcomes (cleft palate in
mice, delayed ossification in rabbits) at less than the maximum recommended human
daily inhaled dose (MRHDID). (See Data.)

The estimated background risk of major birth defects and miscarriage for the indicated
population(s) is unknown. In the U.S. general population, the estimated risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2% to 4% and 15%
to 20%, respectively.
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Lactation

Risk Summary

There are no available data on the presence of albuterol or the components of
VENTOLIN HFA in human milk, the effects on the breastfed child, or the effects
on milk production. However, plasma levels of albuterol after inhaled therapeutic
doses are low in humans, and if present in breast milk, are likely to be
correspondingly low [see Clinical Pharmacology (12.3)]. The developmental and
health benefits of breastfeeding should be considered along with the mother’s
clinical need for VENTOLIN HFA and any potential adverse effects on the
breastfed child from VENTOLIN HFA or from the underlying maternal condition.

H[E D SPC Pregnancy
(2019411 4) Studies in animals have shown reproductive toxicity (see section 5.3). Safety in

pregnant women has not been established. No controlled clinical trials with
salbutamol have been conducted in pregnant women. Rare reports of various
congenital anomalies following intrauterine exposure to salbutamol (including cleft
palate, limb defects and cardiac disorders) have been received. Some of the mothers
were taking multiple medications during their pregnancies. Ventolin Evohaler
should not be used during pregnancy unless clearly necessary.

Breast-feeding

As salbutamol is probably secreted in breast milk, its use in nursing mothers requires
careful consideration. It is not known whether salbutamol has a harmful effect on the
neonate, and so its use should be restricted to situations where it is felt that the expected
benefit to the mother is likely to outweigh any potential risk to the neonate.

g

A=A BNT VT D

=Sy
An Australian categorisation of risk of drug use in pregnancy A (2020 49 ARER)
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F—2A 87 U7 D% © An Australian categorisation of risk of drug use in pregnancy
A : Drugs which have been taken by a large number of pregnant women and women of childbearing age without
any proven increase in the frequency of malformations or other direct or indirect harmful effects on the fetus
having been observed.
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(2021 2 H) The safety and effectiveness of VENTOLIN HFA in children aged 4 years and older

have been established based upon two 12-week clinical trials in subjects aged 12 years and
older with asthma and one 2-week clinical trial in subjects aged 4 to 11 years with asthma.
The safety and effectiveness of VENTOLIN HFA in children younger than 4 years have
not been established. Three trials have been conducted to evaluate the safety and efficacy
of VENTOLIN HFA in subjects younger than 4 years and the findings are described
below.

Two 4-week randomized, double-blind, placebo-controlled trials were conducted in 163
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pediatric subjects aged from birth to 48 months with symptoms of bronchospasm
associated with obstructive airway disease (presenting symptoms included: wheeze,
cough, dyspnea, or chest tightness). VENTOLIN HFA or placebo HFA was delivered with
either an AeroChamber Plus Valved Holding Chamber or an Optichamber Valved
Holding Chamber with mask 3 times daily. In one trial, VENTOLIN HFA 90 mcg (n =
26), VENTOLIN HFA 180 mcg (n = 25), and placebo HFA (n = 26) were administered to
children aged between 24 and 48 months. In the second trial, VENTOLIN HFA 90 mcg (n
=29), VENTOLIN HFA 180 mcg (n = 29), and placebo HFA (n = 28) were administered
to children aged between birth and 24 months. Over the 4-week treatment period, there
were no treatment differences in asthma symptom scores between the groups receiving
VENTOLIN HFA 90 mcg, VENTOLIN HFA 180 mcg, and placebo in either trial.

In a third trial, VENTOLIN HFA was evaluated in 87 pediatric subjects younger than 24
months for the treatment of acute wheezing. VENTOLIN HFA was delivered with an
AeroChamber Plus Valved Holding Chamber in this trial. There were no significant
differences in asthma symptom scores and mean change from baseline in an asthma
symptom score between VENTOLIN HFA 180 mcg and VENTOLIN HFA 360 mcg.

In vitro dose characterization studies were performed to evaluate the delivery of
VENTOLIN HFA via holding chambers with attached masks. The studies were conducted
with 2 different holding chambers with masks (small and medium size). The in vitro study
data when simulating patient breathing suggest that the dose of VENTOLIN HFA
presented for inhalation via a valved holding chamber with mask will be comparable to
the dose delivered in adults without a spacer and mask per kilogram of body weight.
However, clinical trials in children younger than 4 years described above suggest that
either the optimal dose of VENTOLIN HFA has not been defined in this age group or
VENTOLIN HFA is not effective in this age group. The safety and effectiveness of
VENTOLIN HFA administered with or without a spacer device in children younger than 4
years have not been demonstrated.

H[E D SPC
(2019 4= 11 A)

Pharmacodynamic properties

Special Patient Populations

Children < 4 years of age

Paediatric clinical studies conducted at the recommended dose (SB020001, SB030001,
SB030002), in patients < 4 years with bronchospasm associated with reversible
obstructive airways disease, show that Ventolin Evohaler has a safety profile comparable
to that in children > 4 years, adolescents and adults.
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