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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Pregnancy Category B: Teratogenicity studies have been performed in animals.

Brimonidine tartrate was not teratogenic when given orally during gestation days 6 through 15 in rats and days 6
through 18 in rabbits. The highest doses of brimonidine tartrate in rats (2.5 mg/kg/day) and rabbits (5.0 mg/kg/day)
achieved AUC exposure values 360- and 20-fold higher, or 260- and 15-fold higher, respectively, than similar values
estimated in humans treated with ALPHAGAN® P 0.1% or 0.15%, 1 drop in both eyes three times daily. There are no
adequate and well-controlled studies in pregnant women; however, in animal studies, brimonidine crossed the placenta
and entered into the fetal circulation to a limited extent. Because animal reproduction studies are not always
predictive of human response, ALPHAGAN® P should be used during pregnancy only if the potential benefit to the
mother justifies the potential risk to the fetus.

8.3 Nursing Mothers

It is not known whether brimonidine tartrate is excreted in human milk, although in animal studies, brimonidine
tartrate has been shown to be excreted in breast milk. Because of the potential for serious adverse reactions from
ALPHAGAN® P in nursing infants, a decision should be made whether to discontinue nursing or to discontinue the

drug, taking into account the importance of the drug to the mother.

< ALPHAGAN® P (brimonidine tartrate ophthalmic solution) 0.1% and 0.15%
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4.6 Fertility, pregnancy and lactation

Pregnancy

The safety of use during human pregnancy has not been established. In animal studies, brimonidine tartrate did not
cause any teratogenic effects. In rabbits, brimonidine tartrate, at plasma levels higher than are achieved during
therapy in humans, has been shown to cause increased preimplantation loss and postnatal growth reduction. Alphagan
should be used during pregnancy only if the potential benefit to the mother outweighs the potential risk to the foetus.
To reduce the systemic absorption, see section 4.2

Breast-feeding

It is not known if brimonidine is excreted in human milk. The compound is excreted in the milk of the lactating rat.

Alphagan should not be used by women nursing infants.

< Alphagan 0.2% w/v (2 mg/ml) eye drops, solution

A —ANZUT 5 B3 (20244 7 H) X % TGA Prescribing medicines in pregnancy database

(% pEOME)

A —ANZU7 43 (An Australian categorisation of risk of drug use in pregnancy)
Category B3: Drugs which have been taken by only a limited number of pregnant women and women of
childbearing age, without an increase in the frequency of malformation or other direct or indirect harmful
effects on the human fetus having been observed.
Studies in animals have shown evidence of an increased occurrence of fetal damage, the significance of which

is considered uncertain in humans.
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

ALPHAGAN® P is contraindicated in children under the age of 2 years (see CONTRAINDICATIONS, 4.1). During
postmarketing surveillance, apnea, bradycardia, coma, hypotension, hypothermia, hypotonia, lethargy, pallor,
respiratory depression, and somnolence have been reported in infants receiving brimonidine. The safety and

effectiveness of brimonidine tartrate have not been studied in children below the age of 2 years.
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In a well-controlled clinical study conducted in pediatric glaucoma patients (ages 2 to 7 years) the most commonly
observed adverse reactions with brimonidine tartrate ophthalmic solution 0.2% dosed three times daily were
somnolence (50-83% in patients ages 2 to 6 years) and decreased alertness. In pediatric patients 7 years of age (>20
kg), somnolence appears to occur less frequently (25%). Approximately 16% of patients on brimonidine tartrate

ophthalmic solution discontinued from the study due to somnolence.

HALPHAGAN® P (brimonidine tartrate ophthalmic solution) 0.1% and 0.15%

BE[E D SPC(2022 4 4 A) *

4.4 Special warnings and precautions for use

Paediatric population

Children of 2 years of age and above, especially those in the 2-7 age range and/or weighing < 20 Kg, should be treated
with caution and closely monitored due to the high incidence and severity of somnolence (see section 4.8).

4.8 Undesirable effects

In a 3-month, phase 3 study in children aged 2-7 years with glaucoma, inadequately controlled by beta-blockers, a
high prevalence of somnolence (55%) was reported with Alphagan as adjunctive treatment. In 8% of children, this was
severe and led to discontinuation of treatment in 13%. The incidence of somnolence decreased with increasing age,
being least in the 7-year-old age group (25%), but was more affected by weight, occurring more frequently in those
children weighing < 20 kg (63%) compared to those weighing >20 kg (25%) (see section 4.4).

4.9 Overdose

Paediatric population

Reports of serious adverse effects following inadvertent ingestion of Alphagan by paediatric subjects have been
published or reported to Allergan. The subjects experienced symptoms of CNS depression, typically temporary coma
or low level of consciousness, lethargy, somnolence hypotonia, bradycardia, hypothermia, pallor, respiratory
depression and apnoea, and required admission to intensive care with intubation if indicated. All subjects were

reported to have made a full recovery, usually within 6-24 hours.

* Alphagan 0.2% w/v (2 mg/ml) eye drops, solution
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