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Decrease of intra-ocular pressure (IOP) in adult patients with open-angle glaucoma or ocular
hypertension for whom monotherapy provides insufficient IOP reduction.
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BRINZOLAMIDE 10mg/ml

TIMOLOL ( AS MALEATE ) 5mg/ml
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4.4 Special warnings and precautions for use

Systemic effects

° Hypersensitivity reactions, including Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN) reported with sulphonamide derivates can occur in patients receiving
AZARGA as it is absorbed systemically. At the time of prescription, patients should be
advised of the signs and symptoms and monitored closely for skin reactions. If signs of
serious reactions or hypersensitivity occur, AZARGA should be withdrawn immediately.

4.8 Undesirable effects

System Organ Classification MedDRA Preferred Term (v. 18.0)
Skin and subcutaneous tissue Not known: Stevens-Johnson syndrome (SJS)/toxic
disorders epidermal necrolysis (TEN) (see section 4.4),

urticaria3, maculo-papular rash3, generalised
pruritus3, skin tightness3, dermatitis3, alopecia?,
psoriasiform rash or exacerbation of psoriasis?, rash?,
erythema'
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5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacodynamic effects

Clinical effects

In a six-month, controlled clinical study in patients with open-angle glaucoma or ocular
hypertension and baseline mean IOP of 25 to 27 mmHg, the mean I0P-lowering effect of
AZARGA dosed twice daily was # 8 to 9 mmHg, and was up to 3 mmHg greater than that of
brinzolamide 10 mg/ml dosed twice daily and up to 2 mmHg greater than that of timolol 5 mg/ml
dosed twice daily. A statistically superior reduction in mean IOP was observed compared to both
brinzolamide and timolol at all time-points and visits throughout the study.

5.3 Preclinical safety data
Brinzolamide
Non-clinical data reveal no special hazard for humans with brinzolamide based on-eenventienal

studies-ef-safety-pharmacelegy single-dose toxicity, repeated dose toxicity, genotoxicity, and

carcinogenic potential, and topical ocular irritation studies.

Timolol

Non-clinical data reveal no special hazard for humans with timolol based on eerventionalstudies
efsafety-pharmacology single-dose toxicity, repeated dose toxicity, genotoxicity, and
carcinogenic potential, and topical ocular irritation studies. Reproduction toxicity studies with
timolol showed delayed foetal ossification in rats with no adverse effects on postnatal
development (at 50 mg/kg/day or 3 500 times the daily clinical dose of 14 ug/kg/day) and
increased foetal resorptions in rabbits (at 90 mg/kg/day or 6 400 times the daily clinical dose).
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