BrinZa PlllS Sterile ophthalmic suspension

Composition:

Each 1 ml of suspension contains 10 mg brinzolamide and timolol maleate corresponding to 5mg timolol.
Excipients: Benzalkonium chloride 0.01%, Mannitol , Carbomer, Disodium edetate, Sodium chloride,
Hydrochloric acid (for pH adjustment), Sodium hydroxide (for pH adjustment), Tyloxapol, Purified water.

Properties:

Brinzolamide is an inhibitor of carbonic anhydrase II (CA-II), the predominant iso-enzyme in the eye.
Inhibition of carbonic anhydrase in the ciliary processes of the eye decreases aqueous humour secretion
by slowing the formation of bicarbonate ions with subsequent reduction in sodium and fluid transport.
Timolol is a non-selective adrenergic-blocking agent. Studies suggest that its predominant action is
related to reduced aqueous humour formation and a slight increase in outflow facility.

Pharmacokinetics:

Following topical ocular administration, brinzolamide and timolol are absorbed through the cornea and
into the systemic circulation.

Plasma protein binding of brinzolamide is moderate (about 60%). Ocular tissue distribution data in
rabbits showed that timolol can be measured in aqueous humour up to 48 hours after administration of
Brinzolamide/Timolol.

N-desethyl brinzolamide is a major metabolite of brinzolamide, which binds to CA-I in the presence
of brinzolamide and accumulates in RBCs. Timolol is metabolised by two pathways. One route yields
an ethanolamine side chain on the thiadiazole ring and the other giving an ethanolic side chain on the
morpholine nitrogen and a second similar side chain with a carbonyl group adjacent to the nitrogen.

Indications:
Decrease of intraocular pressure (IOP) in adult patients with open-angle glaucoma or ocular hypertension
for whom monotherapy provides insufficient IOP reduction.

Contraindications:

« Hypersensitivity to the active substances, or to any of the excipients.

« Hypersensitivity to other beta-blockers.

« Hypersensitivity to sulphonamides.

« Reactive airway disease including bronchial asthma or a history of bronchial asthma, or severe chronic
obstructive pulmonary disease.

« Sinus bradycardia, sick sinus syndrome, sino-atrial block, second or third degree atrioventricular block
not controlled with pace-maker. Overt cardiac failure, cardiogenic shock.

« Severe allergic rhinitis.

« Hyperchloraemic acidosis.

« Severe renal impairment.

Side effects:

+ Common:

Punctate keratitis, blurred vision, eye pain, eye irritation.

* Uncommon:

keratitis, dry eye, vital dye staining cornea present, eye pruritus, foreign body sensation in eyes, ocular
hyperaemia, conjunctival hyperaemia.

‘Warnings & Precautions:

The incidence of systemic adverse reactions after topical ophthalmic administration is lower than for
systemic administration. Hypersensitivity reactions common to all sulphonamide derivates can occur in
patients receiving Brinzolamide/Timolol.

« Cardiac disorders:

Due to its negative effect on conduction time, beta-blockers should only be given with caution to patients
with first degree heart block.

* Vascular disorders: R

Patients with severe peripheral circulatory disturbance (i.e. severe forms of Raynaud s disease or
Raynaud s syndrome) should be treated with caution.

« Hyperthyroidism:

Beta-blockers may mask the signs of hyperthyroidism.

* Respiratory disorders:

Brinzolamide/Timolol should be used with caution, in patients with mild/moderate chronic obstructive
pulmonary disease (COPD) and only if the potential benefit outweighs the potential risk.

Drug Interactions:
No specific drug interaction studies have been performed with Brinzolamide/Timolol.

Pregnancy:
Brinzolamide is not recommended during pregnancy and in women of childbearing potential not using
contraception.

Breast-feeding:

It is unknown whether brinzolamide/metabolites are excreted in human milk following topical ocular
administration.

A decision must be made whether to discontinue breastfeeding or to discontinue/abstain from
Brinzolamide therapy taking into account the benefit of breast-feeding for the child and the benefit of
therapy for the woman.

Beta-blockers are excreted in breast milk. However, at therapeutic doses of timolol in eye drops it is
not likely that sufficient amounts would be present in breast milk to produce clinical symptoms of beta-
blockade in the infant.

Dosage & Administration:

The dose is one drop of Brinzolamide/Timolol in the conjunctival sac of the affected eye(s) twice daily.
* Paediatric population

The safety and efficacy of Brinza Plus in children and adolescents aged 0 to 18 years have not yet been
established. No data are available.

* Method of administration

For ocular use. Patients should be instructed to shake the bottle well before use.

To prevent contamination of the dropper tip and the suspension, care must be taken not to touch the
eyelids, surrounding areas or other surfaces with the dropper tip of the bottle. Instruct patients to keep the
bottle tightly closed when not in use.

If more than one topical ophthalmic medicinal product is being used, the medicinal products must be
administered at least 5 minutes apart. Eye ointments should be administered last.

Overdosage and Treatment:
If overdose with Brinza Plus eye drops occurs, treatment should be symptomatic and supportive.

Storage Conditions:
Store at temperature (15°C - 25°C).

Package:
Brinza Plus is available in a bottle of 5 mL.

Rev. No:

THIS IS A MEDICAMENT

The medicament is a product which affects your health, and its consumption
contrary to instruction is dangerous for you.

Follow strictly the doctor's prescription, the method of use and the instructions
of the pharmacist who sold the medicament. The doctor and the pharmacist are
experts in medicine, its benefits and risks.

Do not by yourself interrupt the period of treatment prescribed for you.

Do not repeat the same prescription without consulting your doctor.

KEEP THE MEDICAMENT OUT OF THE REACH OF CHILDREN
Council of Arab Health Ministers Arab Pharmacists Association

DIAMOND PHARMA — Damascus suburb — Syria
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