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1. Tradename 
 
SIMBRINZA® 10 mg/ml + 2 mg/ml eye drops, suspension 
 
2. Description and composition 
 
Active substances 
One ml of suspension contains 10 mg of brinzolamide and 2 mg of brimonidine tartrate equivalent to 1.3 mg of 
brimonidine. 
 
Excipients 
Excipient with known effect : 1 mL of the eye drop suspension contains 0.03 mg of benzalkonium chloride. 
Other Excipient : Propylene glycol, carbomer 974P, boric acid, mannitol, sodium chloride, tyloxapol, hydrochloric acid 
and/or sodium hydroxide (to adjust pH) and purified water. 
 
Pharmaceutical Form 
Eye drops, suspension. 
White-to-off-white uniform suspension. 
 
3. Indications 
 
SIMBRINZA® eye drops contains brinzolamide, a carbonic anhydrase (CA-II) inhibitor, and brimonidine tartrate, an alpha-
2 adrenergic agonist. 
 
Decrease of elevated intraocular pressure (IOP) in adult patients with open-angle glaucoma or ocular hypertension, who 
were insufficiently controlled on monotherapy or who were already on multiple medications(see section 
Pharmacoterapeutic group, ATC). 
 
4. Dosage regimen and administration 
 
Dosage regimen 
 
Use in adults (including the elderly) 
The recommended dose is 1 drop of SIMBRINZA eye drops in the affected eye(s) 2 times daily. 
 
Use in children and adolescents 
The safety and efficacy of SIMBRINZA eye drops in children and adolescents aged 2 to 17 years has not been 
established. No data are available. SIMBRINZA eye drops is not recommended in children or adolescents (see section 
Warnings and precautions). 
 
SIMBRINZA eye drops must not be used in neonates and infants aged less than 2 years because of safety concerns 
(see section Contraindications).  
 
Use in patients with hepatic and/or renal impairment 
SIMBRINZA eye drops has not been studied in patients with hepatic impairment and caution is therefore recommended 
in this population (see section Warnings and precautions). 
 
SIMBRINZA eye drops has not been studied in patients with severe renal impairment (CrCl < 30 ml/min) or in patients 
with hyperchloraemic acidosis. Since the brinzolamide component of SIMBRINZA eye drops and its metabolite are 
excreted predominantly by the kidney, SIMBRINZA eye drops is contraindicated in such patients (see section 
Contraindications). 
 
Method of administration  
x For ocular use. 
x Patients should be instructed to shake the bottle well before use. 
x After cap is removed, if tamper evident snap collar is loose, this should be removed before using the product. 
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x To avoid contamination, the dropper tip should not touch any surface. The dropper tip should also not come into 
contact with the eye as this may cause injury to the eye. Patients should be instructed to keep the bottle tightly closed 
when not in use.  

x Nasolacrimal occlusion and closing the eyelids for 2 minutes after instillation is recommended.This may result in a 
decrease in systemic side effects and an increase in local activity (see section Warnings and precautions). 

x Patients must be instructed to remove soft contact lenses prior to application of Simbrinza and to wait 15 minutes 
after instillation of the dose before reinsertion. 

 
SIMBRINZA eye drops may be used concomitantly with other topical ophthalmic medicinal products to lower intraocular 
pressure. 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. 
 
If a dose is missed, treatment should be continued with the next dose as planned. The dose should not exceed 1 drop in 
the affected eye(s) 2 times daily. 
 
 
5. Contraindications 
 
x Hypersensitivity to the active substances or to any of the excipients listed in section descripition and composition or 

to sulphonamides (see section  Warnings and precautions), 
x Patients receiving monoamine oxidase (MAO) inhibitor therapy (see section Interactions), 
x Patients on antidepressants which affect noradrenergic transmission (e.g. tricyclic antidepressants and mianserin) 

(see section Interactions),  
x Patients with severe renal impairment (see section Warnings and precautions), 
x Patients with hyperchloraemic acidosis, 
x Neonates and infants younger than 2 years old (see section Warnings and precautions). 
 
6. Warnings and precautions  
 
The medicinal product should not be injected. Patients should be instructed not to swallow SIMBRINZA eye drops. 
 
Ocular effects 
x SIMBRINZA eye drops has not been studied in patients with narrow-angle glaucoma and its use is not 

recommended in these patients. 
x The possible role of brinzolamide on corneal endothelial function has not been investigated in patients with 

compromised corneas (particularly in patients with low endothelial cell count). Carbonic anhydrase inhibitors may 
affect corneal hydration, which may lead to a corneal decompensation and oedema. Careful monitoring of patients 
with compromised corneas, such as patients with diabetes mellitus or corneal dystrophies, is recommended. 
Specifically, patients wearing contact lenses have not been studied and careful monitoring of these patients when 
using brinzolamide is recommended, since wearing contact lenses might increase the risk for the cornea.  

x SIMBRINZA eye drops contains brimonidine tartrate which may cause ocular allergic reactions. If allergic reactions 
are observed, treatment should be discontinued. 

x Delayed ocular hypersensitivity reactions have been reported with brimonidine tartrate, with some reported to be 
associated with an increase in IOP. 

x The potential effects following cessation of treatment with SIMBRINZA eye drops have not been studied. While the 
duration of IOP-lowering effect for SIMBRINZA eye drops has not been studied, the IOP-lowering effect of 
brinzolamide is expected to last for 5-7 days. The IOP-lowering effect of brimonidine may be longer. 

 
Systemic effects 
x Simbrinza contains brinzolamide, a sulphonamide. Hypersensitivity reactions reported with sulphonamide derivatives, 

including Stevens-Johnson syndrome (SJS) and toxic epidermal necrolysis (TEN), can occur in patients receiving 
Simbrinza 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, use of this 
product should be discontinued immediately.  

 
Cardiac disorders 
x Although brimonidine has a minimal effect on blood pressure of patients in clinical studies, caution should be taken 

in treating patients with severe or unstable and uncontrolled cardiovascular disorders. Caution is also advised when 
using medicinal products such as antihypertensives and/or cardiac glycosides concomitantly with SIMBRINZA eye 
drops (see section Interations). 

x SIMBRINZA eye drops should be used with caution in patients with depression, cerebrovascular or coronary 
insufficiency, Raynaud's disease, orthostatic hypotension or thromboangiitis obliterans. 

 
Acid/base disturbances 
x Acid-base disturbances have been reported with oral carbonic anhydrase inhibitors. SIMBRINZA eye drops contains 

brinzolamide, an inhibitor of carbonic anhydrase, and although administered topically, is absorbed systemically. The 
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same types of adverse reactions that are attributable to oral carbonic inhibitors (i.e., acid-base disturbances) may 
occur with topical administration (see section Interactions).  

x Use with caution in patients with risk of renal impairment because of the possible risk of metabolic acidosis. 
SIMBRINZA eye drops is contraindicated in patients with severe renal impairment (see section Contraindications).  

 
Hepatic impairment 
x SIMBRINZA eye drops has not been studied in patients with hepatic impairment; caution should be exercised in 

treating such patients (see section Dosage regimen and administration). 
 
Mental alertness 
x Oral carbonic anhydrase inhibitors may impair the ability to perform tasks requiring mental alertness and/or physical 

coordination in elderly patients. SIMBRINZA eye drops is absorbed systemically and therefore this may occur with 
topical administration (see section Effects on ability to drive and use machines). 

 
Benzalkonium chloride 
x SIMBRINZA eye drops contains benzalkonium chloride which may cause eye irritation and is known to discolour soft 

contact lenses. Avoid contact with soft contact lenses.  
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
Paediatric population 
x The safety and efficacy of SIMBRINZA eye drops in children and adolescents aged 2 to 17 years has not been 

established. Symptoms of brimonidine overdose (including loss of consciousness, hypotension, hypotonia, 
bradycardia, hypothermia, cyanosis and apnoea) have been reported in neonates and infants receiving brimonidine 
eye drops as part of medical treatment of congenital glaucoma. SIMBRINZA eye drops is therefore contraindicated 
in children under 2 years of age (see section Contraindications).  

x SIMBRINZA eye drops is not recommended in children or adolescents aged 2 to 17 years (especially in those in the 
2-7 age range and/or weighing < 20 kg) because of the potential for central nervous system (CNS) depression due 
to brimonidine (see section Overdose). 

 
7. Adverse drug reactions 
 
Summary of the safety profile 
In clinical trials involving SIMBRINZA dosed twice-daily the most common adverse reactions were ocular hyperaemia 
and ocular allergic type reactions occuring in approximately 6 – 7 % of patients, and dysgeusia (bitter or unusual taste in 
the mouth following instillation) occurring in approximately 3% of patients. The safety profile of SIMBRINZA was similar 
to that of the individual components (brinzolamide 10 mg/mL and brimonidine 2 mg/mL). 
 
Tabulated summary of adverse reactions 
Adverse drug reactions from clinical trials (Tablet 1) are listed by MedDRA system organ class. Within each system 
organ class, the adverse drug reactions are ranked by frequency, with the most frequent reactions first. Within each 
frequency grouping, adverse drug reactions are presented in order of decreasing seriousness. In addition, the 
corresponding frequency category for each adverse drug reaction is based on the following convention (CIOMS III): very 
FRPPRQ����������FRPPRQ��������� Wo <1/10); uncommRQ����������� WR���������� UDUH� ���������0 to <1/1,000); very rare 
(<1/10,000).  
 
Table 1   Percentage of patients with adverse drug reactions in clinical trials 
 

System Organ 
Classification 

Adverse reactions  

Infections and infestations Uncommon: nasopharyngitis2, pharyngitis2, sinusitis2  
Not known: rhinitis2 

Blood and lymphatic system 
disorders 

Uncommon: red blood cell decreased2, blood chloride increased2 

Immune system disorders Uncommon: hypersensitivity3 
Psychiatric disorders Uncommon: apathy2, depression2,3, depressed mood2, insomnia1, 

libido decreased2, nightmare2, nervousness2 

SPECIAL WARNING AND SPECIAL PRECAUTION FOR USE 
Benzalkonium chloride, which is commonly used as a preservative in ophthalmic products has been reported to 
cause punctate keratopathy and/or toxic ulcerative keratopathy. Since this drug contains benzalkonium chloride, 
close monitoring is required with frequent or prolonged use in dry eye patients, or in conditions where the cornea is 
compromised. 

Contact lenses: 
Patients should be advised not to wear a contact lens if their eyes are red. This drug should not be used to treat 
contact lens related irritation. The preservative in this drug, benzalkonium chloride, may be absorbed by soft contact 
lenses. Patients who wear contact lenses and whose eyes are not red should be instructed to wait at least 15 
minutes after instilling this drug before they insert their contact lenses. 
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System Organ 
Classification 

Adverse reactions  

 
Nervous system disorders Common: somnolence1, dizziness3,dysgeusia1 

Uncommon: headache1, motor dysfunction2, amnesia2, memory 
impairment2, paraesthesia2 

Very rare: syncope3 

Not known: tremor2, hypoaesthesia2, ageusia2 

 
Eye disorders  Common: eye allergy1, keratitis1, eye pain1, ocular discomfort1, blurred 

vision1, abnormal vision3, ocular hyperaemia1, conjunctival blanching3 

Uncommon: corneal erosion1, corneal oedema2, blepharitis1, corneal 
deposits (keratic precipitates)1, conjunctival disorder (papillae)1, 
photophobia1, photopsia2, eye swelling2, eyelid oedema1, conjunctival 
oedema1, dry eye1, eye discharge1, visual acuity reduced2, lacrimation 
increased1, pterygium2, erythema of eyelid1, meibomianitis2, diplopia2,  
glare2, hypoaesthesia eye2, scleral pigmentation2, subconjunctival 
cyst2, abnormal sensation in eye1, asthenopia1 

Very rare: uveitis3, miosis3 
Not known: visual disturbances2, madarosis2 

Ear and labyrinth disorders Uncommon: vertigo1, tinitus2 
Cardiac disorders Uncommon: cardio-respiratory distress2, angina pectoris2, arrhythmia3, 

palpitations2,3, heart rate irregular2, bradycardia2,3, tachycardia3 
Vascular disorders Uncommon: hypotension1 

Very rare: hypertension3 
Respiratory, thoracic and 
mediastinal disorders 

Uncommon: dyspnoea2, bronchial hyperactivity2, pharyngolaryngeal 
pain2, dry throat1, cough2, epistaxis2, upper respiratory tract 
congestion2, nasal congestion1, rhinorrhea2, throat irritation2, nasal 
dryness1, postnasal drip1, sneezing2 
Not known: asthma2 

Gastrointestinal disorders Common: dry mouth1 
Uncommon: dyspepsia1, oesophagitis2, abdominal discomfort1, 
diarrhoea2, vomiting2, nausea2, frequent bowel movements2, 
flatulence2, hypoaesthesia oral2,paraesthesia oral1 

Hepatobiliary disorders Not known: liver function test abnormal2 
Skin and subcutaneous 
tissue disorders 

Uncommon: dermatitis contact1, urticaria2, rash2, rash maculopapular2, 
pruritus generalized2, alopecia2, skin tightness2 
Not known: face oedema3, dermatitis2,3, erythema2,3 

Musculoskeletal and 
connective tissue disorders 

Uncommon: back pain2, muscle spasms2, myalgia2 
Not known: arthralgia2, pain in extremity2 

Renal and urinary disorders Uncommon: renal pain2 

Not known: pollakiuria2 
Reproductive system and 
breast disorders 

Uncommon: erectile dysfunction2 

General disorders and 
administration site 
conditions 

Uncommon: pain2, chest discomfort2, feeling abnormal2, feeling jittery2, 
irritability2, medication residue present1 
Not known: chest pain2, peripheral oedema2,3 

1    adverse reaction observed with SIMBRINZA eye drops 
2     additional adverse reaction observed with brinzolamide monotherapy 
3     additional adverse reaction observed with brimonidine monotherapy 
 
Adverse drug reactions from spontaneous reports and literature cases (frequency not known) 
The following adverse drug reactions have been derived from post-marketing experience with Simbrinza via spontaneous 
case reports and literature cases. Because these reactions are reported voluntarily from a population of uncertain size, it 
is not possible to reliably estimate their frequency which is therefore categorized as not known. Adverse drug reactions 
are listed according to system organ classes in MedDRA. Within each system organ class, ADRs are presented in order 
of decreasing seriousness.  
 
Table 1 Adverse drug reactions from spontaneous reports and literature (frequency not known) 
System organ classification Adverse drug reaction 
Skin and subcutaneous tissue disorders Stevens-Johnson syndrome (SJS), Toxic epidermal 

necrolysis (TEN) 
 
 
 
Description of selected adverse reactions 
Dysgeusia was the most common systemic adverse reaction associated with the use of SIMBRINZA eye drops (3.4%). It 
is likely to be caused by passage of the eye drops in the nasopharynx via the nasolacrimal canal and is mainly 
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attributable to brinzolamide component of SIMBRINZA eye drops. Nasolacrimal occlusion or gently closing the eyelid 
after instillation may help reduce the occurrence of this effect (see section Dosage regimen and administration). 
 
SIMBRINZA eye drops contains brinzolamide which is a sulphonamide inhibitor of carbonic anhydrase with systemic 
absorption. Gastrointestinal, nervous system, haematological, renal and metabolic effects are generally associated with 
systemic carbonic anhydrase inhibitors. The same type of adverse reactions attributable to oral carbonic anhydrase 
inhibitors may occur with topical administration. 
 
Adverse reactions commonly associated with the brimonidine component of SIMBRINZA eye drops include the 
development of ocular allergic type reactions, fatigue and/or drowsiness, and dry mouth. The use of brimonidine has 
been associated with minimal decreases in blood pressure. Some patients who dosed with SIMBRINZA eye drops 
experienced decreases in blood pressure similar to those observed with the use of brimonidine as monotherapy. 
 
8. Interactions 
 
x No specific drug interaction studies have been performed with SIMBRINZA eye drops. 
x SIMBRINZA eye drops is contraindicated in patients receiving monoamine oxidase inhibitors and patients on 

antidepressants which affect noradrenergic transmission (e.g. tricyclic antidepressants and mianserin) (see section 
Contraindications). Triciclic antidepressants may blunt the ocular hypotensive response of SIMBRINZA.  

x The possibility of an additive or potentiating effect with CNS depressants (e.g. alcohol, barbiturates, opiates, 
sedatives, or anaesthetics) should be considered. 

x No data on the level of circulating catecholamines after SIMBRINZA eye drops administration are available. Caution, 
however, is advised in patients taking medicinal products which can affect the metabolism and uptake of circulating 
amines (e.g. chlorpromazine, methylphenidate, reserpine, serotonin-norepinephrine reuptake inhibitors).  

x Alpha adrenergic agonists (e.g., brimonidine tartrate), as a class, may reduce pulse and blood pressure. Following 
administration of SIMBRINZA eye drops, small decreases in blood pressure were observed in some patients. 
Caution is advised with concomitant use of drugs such as antihypertensives and/or cardiac glycosides with similar 
cardiovascular effects (drugs that cause hypotension).  

x Caution is advised when initiating (or changing the dose of) concomitant systemic agent (irrespective of 
SKDUPDFHXWLFDO� IRUP��ZKLFK�PD\� LQWHUDFW�ZLWK� Į-adrenergic agonists or interfere with their activity i.e. agonists or 
antagonists of the adrenergic receptor (e.g. isoprenaline, prazosin).  

x Brinzolamide is a carbonic anhydrase inhibitor and, although administered topically, is absorbed systemically. Acid-
base disturbances have been reported with oral carbonic anhydrase inhibitors. The potential for interactions (e.g. 
nonsteroidal anti-inflammatory drugs (NSAIDs) and salicylates) must be considered in patients receiving 
SIMBRINZA eye drops. 

x There is a potential for an additive effect on the known systemic effects of carbonic anhydrase inhibition in patients 
receiving an oral carbonic anhydrase inhibitor and topical brinzolamide. The concomitant administration of 
SIMBRINZA eye drops and oral carbonic anhydrase inhibitors is not recommended. 

x The cytochrome P-450 isozymes responsible for metabolism of brinzolamide include CYP3A4 (main), CYP2A6, 
CYP2B6, CYP2C8 and CYP2C9. It is expected that inhibitors of CYP3A4 such as ketoconazole, itraconazole, 
clotrimazole, ritonavir and troleandomycin will inhibit the metabolism of brinzolamide by CYP3A4. Caution is advised 
if CYP3A4 inhibitors are given concomitantly. However, accumulation of brinzolamide is unlikely as renal elimination 
is the major route. Brinzolamide is not an inhibitor of cytochrome P-450 isozymes. 

 
9. Pregnancy, lactation, females and males of reproductive potential Pregnancy 
Risk summary 
There are no adequate and well controlled studies in pregnant women regarding the ocular use of Simbrinza.  
 
Brinzolamide and brimonidine were not teratogenic in rats and rabbits following systemic administration.  
 
In reproductive toxicity studies, brinzolamide administered orally to rats during organogenesis induced fetal toxicity at 
375 times the maximum recommended ophthalmic human dose (MROHD) based on body weight (BW). In rabbits, no 
fetal toxicity was observed following oral brinzolamide administration during organogenesis at 125 times the MROHD 
based on BW (see Aninmal data) 
Simbrinza, should be used during pregnancy only if the potential benefit to the mother outweighs the potential risk to the 
fetus. 
 
 
 
 
 
 
 
 
Data 
Animal data 
 
Brinzolamide  
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Embryofetal development studies were conducted in pregnant rats administered 0, 2, 6 or 18 mg/kg/day of brinzolamide 
by oral gavage on gestation days 6 to 17 to target the period of organogenesis. Decreased maternal weight gain was 
observed at 6 and 18 mg/kg/day. Decreased fetal body weight and reduced skeletal ossification were observed at 18 
mg/kg/day (375 times the MROHD based on BW and 60 times the MROHD based on Body Surface Area (BSA)). The 
No-Observed effect level (NOEL) was 2 mg/kg/day (42 times the MROHD based on BW and 7 times the MROHD based 
on BSA). 
 
Embryofetal development studies were conducted in pregnant rabbits administered 0, 1, 3, or 6 mg/kg/day of 
brinzolamide by oral gavage on gestation days 6 to 18 to target the period of organogenesis. Maternal weight loss during 
SUHJQDQF\�ZDV�REVHUYHG�DW�����mg/kg/day (63 times the MROHD based on BW and 20 times the MROHD based on 
BSA). At 6 mg/kg/day, mortality, emaciation, lack of feces and abortions were noted in does. The NOEL for maternal 
toxicity was 1 mg/kg/day (21 times the MROHD based on BW and 7 times the MROHD based on BSA). No treatment-
related fetal effects were observed up to the maximum tested dose of 6 mg/kg/day (125 times the MROHD based on BW 
and 41 times the MROHD based on BSA).  
 
In a rat peri and postnatal development study, brinzolamide was orally administered at doses of 1, 5 and 15 mg/kg/day 
from gestation day 16 through lactation day 20. Decreases in food consumption and mean body weight gain was seen in 
the dams during gestation and lactation at 15 mg/kg/day. Decreased pup body weight was observed at 15 mg/kg/day 
(313 times the MROHD based on BW and 51 times the MROHD based on BSA). No indications of impaired behavior, 
fertility or reproductive capabilities were observed in the F1 generation. F2 growth and development appeared normal 
throughout lactation. The NOEL for maternal and developmental toxicity was 5 mg/kg/day (104 times the MROHD based 
on BW and 17 times the MROHD based on BSA).  
 
Following oral administration of 1 mg/kg 14C-brinzolamide to pregnant rats, radioactivity was found to cross the placenta 
and the levels of radioactivity in fetal tissues were 3- to 10-fold less than those measured in the dams. 
 
Brimonidine  
In embryofetal development studies, pregnant rats were orally administered brimonidine at doses of 0.066, 0.66 or 1.650 
mg base/kg/day on gestation days 6 to 15 to target the period of organogenesis. No evidence of teratogenicity or embryo 
lethality were observed. Reduction in body weight of dams at 0.66 and 1.65 mg base/kg/day and of pups (F1) at 1.65 mg 
base/kg/day were observed. Oral doses of 0.66 mg base/kg/day revealed no evidence of harm to the fetus 
corresponding to 107-times the maximal plasma concentrations (Cmax) in humans treated with one drop of Simbrinza in 
both eyes three times daily.  
 
In embryofetal development studies, pregnant rabbits were orally administered brimonidine at doses of 0.165, 0.660 and 
3.330 mg base/kg/day on gestation days 6 to 18 to targeting the period of organogenesis. No evidence of treatment-
related embryotoxicity, fetal toxicity, or teratogenicity were observed up to the highest tested dose of 3.3 mg base/kg/day, 
corresponding to 27-times the Cmax in humans treated with one drop of Simbrinza in both eyes three times daily [4].  
In a peri- and postnatal development study, brimonidine was administered orally to pregnant rats from gestation day 16 
through lactation day 20. Reproductive capabilities (survival, development, and behavior) of F1 and F2 generations were 
not affected. The dose of brimonidine (0.66 mg/kg/day) was estimated to achieve area under the curve (AUC) values that 
correspond to 60-fold the estimated AUC in humans treated with one drop of brimonidine in both eyes three times daily. 
 
After a single oral dose of 0.25 mg/kg 14C-brimonidine in pregnant rats, radioactivity was found to cross the placenta and 
entered into the fetal circulation to a limited extent, producing 14C-brimonidine concentrations in fetal blood that were 10-
27% of that in maternal blood  
 
Lactation 
Risk summary 
 
There are no data regarding the effects of brinzolamide or brimonidine tartrate on milk production of breast-feeding 
women or on the breastfed infant. 
 
It is not known whether brinzolamide or brimonidine is transferred into human milk following topical ocular administration 
of Simbrinza. It is unknown whether topical [brinzolamide/ brimonidine Eye Drops, Suspension] is excreted in human 
milk. Brinzolamide and brimonidine have been detected in the milk of lactating rats following oral administration of 
brinzolamide and brimonidine respectively in two different studies (see Data). 
A risk to the breastfed child cannot be excluded. A decision must be made whether to discontinue breast-feeding or to 
discontinue/abstain from therapy, taking into account the benefit of breast-feeding for the child and the benefit of therapy 
for the woman.  
 
 
 
Data  
Animal data  
Brinzolamide  
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Following oral administration of 1 mg/kg 14C-brinzolamide (21 times the MROHD) to lactating rats, radioactivity was 
found in milk at concentrations below those found in the rat blood and plasma.  
Brimonidine  
Following oral administration of 0.25 mg/kg 14C-brimonidine (26 times the MROHD) to lactating rats, radioactivity was 
detected in milk at concentrations similar or higher than in the rat maternal plasma. 
 
Females and males of reproductive potential 
Studies have not been performed to evaluate the effect of topical ocular administration of Simbrinza[brinzolamide/ 
brimonidine Eye Drops, Suspension] on human fertility. 
In rats, no effects on fertility were noted with brinzolamide (up to 375 times the MROHD based on BW) and brimonidine 
(up to 60-times the human AUC) (see section non-clinical safety data).  
 
No effects on male or female fertility are anticipated from the topical ocular use of Simbrinza. 
 
Effects on ability to drive and use machines 
 
SIMBRINZA eye drops has a moderate influence on the ability to drive and use machines. 
 
SIMBRINZA eye drops may cause dizziness, fatigue and/or somnolence in some patients, which may impair the ability to 
drive or use machines. Temporary blurred vision or other visual disturbances may affect the ability to drive or use 
machines. If blurred vision occurs after instillation the patient must wait until the vision clears before driving or using 
machines.  
 
Oral carbonic anhydrase inhibitors may impair the ability of elderly patients to perform tasks requiring mental alertness 
and/or physical coordination (see section Warning and Precautions). Patients who engage in hazardous activities should 
be cautioned of the potential for a decrease in mental alertness. 
 
10. Overdose 
 
An ocular overdose of SIMBRINZA may be flushed from the eye(s) with lukewarm water. 
 
In case of accidental ingestion, effects of brinzolamide toxicity may include electrolyte imbalance, development of an 
acidotic state, and possible nervous system effects. Serum electrolyte levels (particularly potassium) and blood pH levels 
must be monitored.  
 
There is very limited information regarding accidental ingestion with the brimonidine component of SIMBRINZA eye 
drops in adults. The only adverse event reported to date was hypotension. It was reported that the hypotensive episode 
was followed by rebound hypertension.  
 
Oral overdoses of other alpha-2-agonists have been reported to cause symptoms such as hypotension, asthenia, 
vomiting, lethargy, sedation, bradycardia, arrhythmias, miosis, apnoea, hypotonia, hypothermia, respiratory depression 
and seizure.  
 
Treatment of an overdose includes supportive and symptomatic therapy. The patient’s airway should be maintained. 
 
Paediatric population 
Serious adverse effects following inadvertent ingestion with the brimonidine tartrate component of SIMBRINZA eye drops 
by paediatric subjects have been reported. 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.  
 
11. Clinical Pharmacology 
 
Pharmacoterapeutic group, ATC 
 
Pharmacotherapeutic group: Antiglaucoma preparation and miotics. 
ATC code: S01EC54 
 
 
Mechanism of action (MOA) 
SIMBRINZA eye drops contains two active substances: brinzolamide (carbonic anhydrase inhibitor) and brimonidine 
tartrate (alpha-2 adrenergic receptor antagonist). These two components lower intraocular pressure (IOP) in patients with 
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open-angle glaucoma (OAG) and ocular hypertension (OHT) by suppressing the formation of aqueous humour from the 
ciliary process in the eye. Although both brinzolamide and brimonidine lower IOP by suppressing aqueous humour 
formation, their mechanisms of action are different. 
 
Brinzolamide acts by inhibiting the enzyme carbonic anhydrase (CA-II) in the ciliary epithelium that reduces the formation 
of bicarbonate ions with subsequent in sodium and fluid transport across the ciliary epithelium, resulting in decreased 
aqueous humour formation. Brimonidine, an alpha-2 adrenergic agonist, inhibits the enzyme adenylate cyclase, and 
suppresses the cAMP-dependent formation of aqueous humour. Additionally, administration of brimonidine results in an 
increase in uveoscleral outflow. 
 
Pharmacokinetic (PK) 
 
Absorption 
Brinzolamide is absorbed through the cornea following topical ocular administration. The substance is also absorbed into 
the systemic circulation where it binds strongly to carbonic anhydrase in red blood cells (RBCs). Plasma concentrations 
are very low. Whole blood elimination half-life is prolonged (>100 days) in humans due to RBC carbonic anhydrase 
binding, resulting in significant accumulation of brinzolamide in the blood. 
 
Brimonidine is rapidly absorbed into the eye following topical administration. In rabbits, maximum ocular concentrations 
were achieved in less than one hour in most cases. Maximum human plasma concentrations are <1 ng/mL and achieved 
within <1 hour. Plasma levels decline with a half-life of approximately 2 – 3 hours.  
 
In a topical ocular clinical study comparing the systemic pharmacokinetics of SIMBRINZA eye drops administered two or 
three times daily to brinzolamide and brimonidine administered individually using the same two posologies, the steady-
state whole blood brinzolamide and N-desethylbrinzolamide pharmacokinetics were similar between the combination 
product and brinzolamide administered alone. Likewise, the steady-state plasma pharmacokinetics of brimonidine from 
the combination was similar to that observed for brimonidine administered alone with the exception of the twice daily 
SIMBRINZA eye drops treatment group, for which the mean AUC0-12 hours was about 25% lower than that for brimonidine 
alone administered twice daily. 
 
Distribution 
Studies in rabbits showed that during a course of topical ocular twice daily administration, brinzolamide significantly 
accumulates in the anterior tissues such as cornea, conjunctiva, aqueous humour, iris-ciliary body (ICB), choroid, and 
especially retina. Retention in ocular tissues is prolonged due to binding to carbonic anhydrase. Brimonidine exhibits 
affinity for pigmented ocular tissues and significantly accumulates in choroid, retina and especially the ICB. However, 
clinical and non-clinical safety data show it to be well-tolerated and safe during chronic administration. 
 
Data in pigmented rabbits topically administered radiolabeled brinzolamide showed highest ocular radioactivity levels in 
the ICB with maximum aqueous humor and choroid levels about 6-fold lower than those in the ICB. Peak retinal 
exposure was about 11-fold lower than that of the ICB. 
 
Circulating brinzolamide is primarily bound to RBCs while the much lower concentrations in human plasma are about 
60% protein-bound. 
 
Accumulation of brimonidine in the iris, ciliary body, and choroid/retina was reported in cynomolgus monkeys when 0.5% 
brimonidine was administrated twice daily topically in the eye. A similar trend was seen in pigmented rabbits, where 
extensive accumulation and prolonged retention were observed in iris-ciliary body and choroid. These phenomena are 
presumably due to the known melanin-binding properties of brimonidine. 
 
Biotransformation 
Brinzolamide is metabolized by hepatic cytochrome P450 isozymes, specifically CYP3A4, CYP2A6, CYP2B6, CYP2C8 
and CYP2C9. The primary metabolite is N-desethylbrinzolamide followed by the N-desmethoxypropyl and O-desmethyl 
metabolites as well as an N-propionic acid analog formed by oxidation of the N-propyl side chain of O-desmethyl 
brinzolamide. Brinzolamide and N-desethylbrinzolamide do not inhibit cytochrome P450 isozymes at concentrations at 
least 100-fold above maximum systemic levels. 
 
In humans, brimonidine is primarily metabolized by the liver, most likely by cytochrome P450 and aldehyde oxidase, with 
Į�1�-oxidation to 2-oxobrimonidine, 3-oxobrimonidine and 2,3-dioxobrimonidine being the major metabolites. Oxidative 
cleavage of the imidazoline ring to 5-bromo-6-guanidinoquinoxaline is also observed. 
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Elimination 
Brinzolamide is primarily eliminated in urine unchanged. In humans, urinary brinzolamide and N-desethylbrinzolamide 
accounted for about 60% and 6% of the dose, respectively. Data in rats showed some biliary excretion (about 30%), 
primarily as metabolites. 
 
In humans, brimonidine tartrate is eliminated rapidly via extensive systemic metabolism; there is no marked systemic 
accumulation after multiple dosing. Urinary excretion is the major route of elimination of the drug and its metabolites. 
Approximately 87% of an orally-administered radioactive dose was eliminated within 120 hours, with 74% found in the 
urine in the first 96 hours. In rats and monkeys, urinary metabolites accounted for 60% to 75% of oral or intravenous 
doses. 
 
Linearity/non-linearity 
Brinzolamide pharmacokinetics are inherently non-linear due to its tight and saturable binding to carbonic anhydrase in 
RBCs and various tissues. Steady-state exposure does not increase in a dose-proportional manner.  
In contrast, brimonidine exhibits linear pharmacokinetics over the clinically therapeutic dose range. 
 
Pharmacokinetic/pharmacodynamic relationship(s) 
SIMBRINZA eye drops is intended for local action within the eye. Assessment of human ocular exposure at efficacious 
doses is not feasible. The pharmacokinetic/pharmacodynamic relationship in humans for IOP-lowering has not been 
established. 
 
12. Clinical studies 
Monotherapy 
In a 6-month, controlled, contribution of elements clinical study enrolling 560 patients with open-angle glaucoma 
(including pseudoexfoliation or pigment dispersion component) and/or ocular hypertension who, in the investigator’s 
opinion, were insufficiently controlled on monotherapy or already on multiple IOP-lowering medicinal products, and who 
had mean baseline diurnal IOP of 26 mmHg, the mean diurnal IOP-lowering effect of SIMBRINZA eye drops dosed twice 
daily was approximately 8 mmHg. Statistically superior reductions in the mean diurnal IOP were observed with 
SIMBRINZA eye drops compared to brinzolamide 10 mg/ml or brimonidine 2 mg/ml dosed twice daily at all visits 
throughout the study (Figure 1). 
 
Figure 1. Meana Diurnal (9 AM, +2 Hrs, +7 Hrs) IOP Change from Baseline (mmHg)—Contribution of Elements Study 

 
  aLeast squares means derived from a statistical model that accounts for study site, 9 AM baseline IOP stratum, and correlated IOP 

measurements within patient. 
  All treatment differences (SIMBRINZA eye drops versus individual components) were statistically significant with p=0.0001 or less. 

 
Mean IOP reductions from baseline at each time point at each visit were greater with SIMBRINZA eye drops (6 to 
9 mmHg) than monotherapy with either brinzolamide (5 to 7 mmHg) or brimonidine (4 to 7 mmHg). Mean percent IOP 
reductions from baseline with SIMBRINZA eye drops ranged from 23 to 34%. The percentages of patients with an IOP 
measurement less than 18 mmHg were greater in the SIMBRINZA eye drops group than in the Brinzolamide group at 11 
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of 12 assessments through Month 6 and were greater in the SIMBRINZA eye drops group than in the Brimonidine group 
at all 12 assessments through Month 6. At the + 2 h time point (the time corresponding to the morning efficacy peak) for 
the primary efficacy visit at Month 3, the percentage of patients with an IOP less than 18 mmHg was 68.8% in the 
SIMBRINZA eye drops group, 42.3% in the Brinzolamide group, and 4.0% in the Brimonidine group. 
 
In a 6-month, controlled, non-inferiority clinical study enrolling 890 patients with open-angle glaucoma (including 
pseudoexfoliation or pigment dispersion component) and/or ocular hypertension who, in the investigator’s opinion, were 
insufficiently controlled on monotherapy or already on multiple IOP-lowering medicinal products, and who had mean 
baseline diurnal IOP of 26 to 27 mmHg, non-inferiority of SIMBRINZA eye drops compared to brinzolamide 10 mg/ml + 
brimonidine 2 mg/ml dosed concomitantly was demonstrated at all visits throughout the study with respect to mean 
diurnal IOP reduction from baseline (Table 1).  
 
Table 1. Comparison of Mean Diurnal IOP (mmHg) Change from Baseline– Non-inferiority Study 
 

Visit SIMBRINZA eye 
drops 
Meana 

Brinzolamide + Brimonidine  
Meana 

Difference 
 Meana (95% CI) 

Week 2 -8.4  (n=394) -8.4  (n=384) -0.0  (-0.4,  0.3) 
Week 6 -8.5  (n=384) -8.4  (n=377) -0.1  (-0.4,  0.2) 
Month 3 -8.5  (n=384) -8.3  (n=373) -0.1  (-0.5,  0.2) 
Month 6 -8.1  (n=346) -8.2  (n=330)  0.1  (-0.3,  0.4) 

a Least squares means derived from a statistical model that accounts for study site, 9 AM baseline IOP stratum, and correlated IOP measurements within 
patient 
 
Mean IOP reductions from baseline at each time point at each visit with SIMBRINZA eye drops or the individual 
components administered concomitantly were similar (7 to 10 mmHg). Mean percent IOP reductions from baseline with 
SIMBRINZA eye drops ranged from 25 to 37%.The percentages of patients with an IOP measurement less than 18 
mmHg were similar across study visits for the same time point through Month 6 in the SIMBRINZA eye drops and 
Brinzolamide + Brimonidine groups. At the + 2 h time point (the time corresponding to the morning efficacy peak) for the 
primary efficacy visit at Month 3, the percentage of patients with an IOP less than 18 mmHg was 71.6% in both study 
groups. 
 
 
  
Other special populations 
Studies to determine the effects of age, race, and renal or hepatic impairment have not been conducted with SIMBRINZA 
eye drops. A study of brinzolamide in Japanese versus non-Japanese subjects showed similar systemic 
pharmacokinetics between the two groups. In a study of brinzolamide in subjects with renal impairment, a 1.6- to 2.8-fold 
increase in the systemic exposure to brinzolamide and N-desethylbrinzolamide between normal and moderately renally-
impaired subjects was demonstrated. This increase in steady-state RBC concentrations of substance-related material did 
not inhibit RBC carbonic anhydrase activity to levels that are associated with systemic side effects. However, the 
combination product is not recommended for patients with severe renal impairment (creatinine clearance < 
30 ml/minute). 
 
The Cmax, AUC and elimination half-life of brimonidine are similar in elderly (>65 years of age) subjects compared to 
young adults. The effects of renal and hepatic impairment on the systemic pharmacokinetics of brimonidine have not 
been evaluated. Given the low systemic exposure to brimonidine following topical ocular administration, it is expected 
that changes in plasma exposure would not be clinically relevant. 
 
Paediatric population 
The systemic pharmacokinetics of brinzolamide and brimonidine, alone or in combination, in paediatric patients have not 
been studied. 
 
13. Non-clinical safety data 
 
Non-clinical data for brinzolamide or brimonidine revealed no special hazard for humans based on single-dose toxicity, 
repeated dose toxicity, genotoxicity and carcinogenicity studies and topical ocular irritation studies. For information on 
reproductive and developmen toxicity, see section Pregnancy, lactation, females and males of reproductive potential.  
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Brinzolamide 
In a rat fertility study, oral administration of brinzolamide did not reveal any adverse effects on the fertility or reproductive 
capacity of males or females at doses up to 18 mg/kg/day (up to 375 times the MROHD based on BW and 60 times the 
MROHD based on BSA). 
 
Brimonidine 
In reproductive studies performed in rats with oral doses of 0.66 brimonidine base/kg/day (corresponding to 60-times the 
human AUC, following administration of one drop of 0.15% brimonidine to both eyes three times daily), fertility was not 
impaired 
 
Effects in non-clinical reproduction and development toxicity studies were observed only at exposures considered 
sufficiently in excess of the maximum human exposure indicating little relevance to clinical use. In rabbits, oral, 
maternally toxic, doses of brinzolamide of up to 6 mg/kg/day (261 times the recommended daily clinical dose of 
23 µg/kg/day) revealed no effect on foetal development. In rats doses of 18 mg/kg/day (783 times the recommended 
daily clinical dose), but not 6 mg/kg/day, resulted in slightly reduced ossification of skull and sternebrae of foetuses. 
These findings were associated with metabolic acidosis with decreased body weight gain in dams and decreased foetal 
weights. Dose related decreases in foetal weights were observed in pups of dams given 2 to 18 mg/kg/day. During 
lactation, the no adverse effect level in the offspring was 5 mg/kg/day. 
 
14. Pharmaceutical information 
Incompatibilities 
Not applicable. 
 
Special precautions for storage 
Do not store above 30°C. 
Do not use this medicine after the expiry date which is stated on the packaging. 
Discard 1 month after first opening. 
Keep this medicine out of the sight and reach of children. 
 
Nature and contents of container  
Box, plastic bottle @ 5 mL 
 
Special precautions for disposal and other handling  
No special requirements. 
 
 
ON MEDICAL PRESCRIPTION ONLY 
HARUS DENGAN RESEP DOKTER 

 
Reg. No. DKI1986002046A1 
 
Manufactured by : 
ALCON-COUVREUR NV 
Puurs, Belgium 
 
Imported by : 
PT Novartis Indonesia 
Jakarta, Indonesia 
 
 
Based on CDS 27 May 2021 & 26 May 2022 
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Informasi Produk untuk Pasien 
SIMBRINZA® 

[Brinzolamide 10 mg/ml, Brimonidine Tartrate 2 mg/ml, Tetes Mata, Suspensi] 
 
 
 
 
 
 
 
 
 
 
 
Daftar Isi 
1. Apakah SIMBRINZA® dan apa kegunaannya 
2. Apa yang harus diketahui sebelum dan ketika menggunakan SIMBRINZA® 
3. Bagaimana cara menggunakan SIMBRINZA® 
4. Efek samping yang mungkin terjadi 
5. Cara penyimpanan SIMBRINZA® 
6. Isi dari kemasan dan informasi lain 
 
 
1. Apakah SIMBRINZA® dan apa kegunaannya 
Apakah SIMBRINZA® 

SIMBRINZA® merupakan larutan tetes mata yang mengandung zat aktif brinzolamide dan brimonidine 
tartrate, yang termasuk dalam golongan obat yang dinamakan agen anti-glaukoma. 
Apakah kegunaan SIMBRINZA® 

SIMBRINZA®digunakan untuk menurunkan tekanan darah di dalam mata (tekanan intraokular – TIO) bagi 
pasien dewasa dengan glaukoma sudut-terbuka atau hipertensi (tekanan tinggi) pada mata. SIMBRINZA® 

diresepkan bila dokter mempertimbangkannya perlu untuk Anda dan kondisi Anda. 
Bagaimana cara kerja SIMBRINZA® 
SIMBRINZA® merupakan kombinasi dua zat aktif, brinzolamide dan brimonidine tartrate. 
Brimonidine (bromonidine tartrate) termasuk dalam golongan obat yang dinamakan agonis adrenergik 
alfa-2. Brimonidine menurunkan tekanan pada mata Anda dengan mengurangi produksi cairan di dalam 
mata dan membantu pengeluaran cairan dari mata. 
Jika Anda memiliki pertanyaan mengenai cara kerja SIMBRINZA® atau mengapa obat ini diresepkan untuk 
Anda, tanyakan kepada dokter, apoteker, atau penyedia layanan kesehatan Anda. 
 
2. Apa yang harus diketahui sebelum dan ketika menggunakan SIMBRINZA® 
Ikuti semua instruksi dokter Anda dengan seksama, yang boleh jadi berbeda dari Informasi yang 
terkandung dalam Informasi produk untuk pasien ini. 
Tidak diperbolehkan menggunakan SIMBRINZA® 
 jika Anda mengalami reaksi alergi terhadap brinzolamide atau brimonidine tartrate atau zat tambahan 

lain yang terkandung dalam obat ini. Jika Anda merasa punya alergi, mintalah saran dari dokter atau 
penyedia layanan kesehatan Anda. 

 Jika Anda mengalami reaksi alergi terhadap sulfonamida. Contohnya, obat-obat yang dipakai untuk 
mengobati diabetes dan infeksi dan juga diuretik (tablet air). 

 jika Anda sedang menggunakan inhibitor monoamina oksidase (MAO) (contohnya, obat-obat yang 
dipakai untuk mengobati depresi atau penyakit Parkinson). Anda harus memberitahukan dokter atau 
penyedia layanan kesehatan Anda jika sedang menggunakan obat antidepresan. 

 jika Anda memiliki gangguan ginjal berat. 
 jika Anda memiliki kadar asam yang terlalu tinggi dalam darah Anda (kondisi yang dinamakan dengan 

asidosis hiperkloremik). 
 pada bayi dan anak-anak usia kurang dari 2 tahun. 
 
 

Mohon brosur dibaca dengan seksama sebelum Anda memakai obat ini 
Mohon agar brosur ini disimpan. Anda mungkin akan membutuhkan brosur ini untuk dibaca kembali. 
Jika Anda ingin bertanya lebih lanjut, mohon hubungi dokter atau apoteker Anda. 
Obat ini diresepkan untuk Anda. Mohon jangan berikan obat ini kepada orang lain meskipun mereka 
memiliki gejala penyakit yang serupa dengan Anda. 
Jika Anda mengalami efek samping yang berat, atau jika Anda mengalami efek samping yang tidak tertera 
pada brosur ini, mohon informasikan kepada dokter, apoteker, atau penyedia layanan kesehatan Anda. 
Jika Anda memiliki pertanyaan, tanyakan kepada dokter, apoteker, atau penyedia layanan kesehatan Anda. 
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Peringatan dan perhatian khusus  
Jika Anda mengalami reaksi alergi, keletihan ekstrem atau pusing, hentikan penggunaan SIMBRINZA®  
dan beritahukan pada dokter atau penyedia layanan kesehatan Anda.  
Jika Anda mengalami reaksi kulit yang parah, seperti ruam kulit, kulit merah, bibir, mata atau mulut 
melepuh, pengelupasan kulit, dan demam (tanda-tanda sindrom Stevens-Johnson atau nekrolisis 
epidermal toksik), hentikan penggunaan produk ini dan segera cari pertolongan medis. 
Beritahukan dokter atau penyedia layanan kesehatan Anda sebelum menggunakan  SIMBRINZA®  jika 
Anda sekarang atau pernah mengalami sebelumnya : 
 reaksi kulit yang parah, seperti ruam kulit, kulit mengelupas, bibir, mata atau mulut melepuh 
 penyakit pada permukaan mata Anda (kornea) 
 masalah pada hati atau ginjal 
 penyakit jantung koroner (gejalanya dapat meliputi nyeri atau rasa penuh di dada, sesak napas, atau 

tersedak), gagal jantung, tekanan darah tinggi atau rendah 
 depresi 
 sirkulasi darah terganggu atau buruk (seperti penyakit Raynaud atau sindrom Raynaud atau 

insufisiensi serebral) 
 
Anak-anak dan Remaja 
SIMBRINZA® tidak dianjurkan untuk anak-anak dan remaja 2 sampai 17 tahun karena berpotensi 
menimbulkan efek samping serius. 
Obat ini juga tidak boleh digunakan untuk anak-anak di bawah usia 2 tahun (lihat bagian “Tidak 
diperbolehkan menggunakan SIMBRINZA®”). 
 
Penggunaan obat lain secara bersamaan (interaksi dengan obat-obat lain, termasuk vaksin dan 
agen biologik) 
SIMBRINZA® dapat memengaruhi atau dipengaruhi oleh obat-obat lain yang sedang Anda gunakan, 
termasuk tetes mata jenis lain untuk pengobatan glaukoma. 
Beritahukan dokter atau penyedia layanan kesehatan Anda jika Anda sedang menggunakan atau merasa 
menggunakan obat-obat berikut : 
 obat untuk menurunkan tekanan darah 
 obat jantung, termasuk digoksin (digunakan untuk mengobati kondisi jantung).Jika Anda 

menggunakan inhibitor anhidrase karbonat lain (asetazolamida, metazolamida, dan dorzolamida) atau 
obat-obat golongan NSAID atau salisilat  

 obat-obat yang dapat memengaruhi metabolisme, seperti klorpromazin, metilfenidat, dan reserpin 
 inhibitor monoamina oksidase (MAO), atau antidepresan termasuk amitriptilin, nortriptilin, 

klomipramin, mianserin, venlafaksin, dan duloksetin 
 obat anestesi 
 obat penenang, opiat, atau barbiturat 
Beritahukan dokter atau penyedia layanan kesehatan Anda jika dosis obat Anda diubah karena potensi 
interaksi dengan SIMBRINZA®. 
 
SIMBRINZA® dengan alkohol 
Jika Anda mengonsumsi alkohol secara rutin, mintalah saran kepada dokter, apoteker, atau penyedia 
layanan kesehatan Anda sebelum menggunakan obat ini. SIMBRINZA® dapat dipengaruhi oleh alkohol. 
 
Kehamilan dan menyusui 
Jika Anda hamil atau menyusui, merasa sedang hamil, atau berencana untuk hamil, mintalah saran kepada 
dokter atau apoteker Anda sebelum menggunakan obat ini. 
Mengemudi dan mengoperasikan mesin 
Anda akan mengalami penglihatan Anda menjadi buram atau tidak wajar untuk beberapa waktu setelah 
menggunakan SIMBRINZA®. SIMBRINZA® juga dapat menyebabkan kantuk atau lelah pada beberapa 
pasien.  
Jangan mengemudi atau mengoperasikan mesin hingga penglihatannya menjadi jelas kembali. 
 
Informasi penting mengenai kandungan tertentu dalam SIMBRINZA® 
 Zat pengawet dalam SIMBRINZA® (benzalkonium klorida) dapat menyebabkan iritasi mata dan 

diketahui dapat mengubah warna lensa kontak. 
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 Jika Anda memakai lensa kontak, lepaskan sebelum menggunakan SIMBRINZA® dan tunggu 
setidaknya 15 menit sebelum memakainya kembali.  

 
   
  PERINGATAN dan PERHATIAN KHUSUS UNTUK PEMAKAIAN 
Benzalkonium klorida merupakan pengawet yang umum dipakai dalam sediaan obat mata telah 
dilaporkan dapat menimbulkan punctate keratopathy dan/atau toxic ulcerative keratopathy. Karena obat 
ini mengandung benzalkonium klorida, pengawasan yang ketat dibutuhkan bila sering memakai obat ini 
dan pada pemakaian jangka lama pada penderita mata kering, atau dalam kondisi kornea sedang ada 
masalah. 
 
Lensa kontak: 
Penderita harus diingatkan untuk tidak memakai lensa kontak jika mata mereka merah. Obat ini tidak 
diindikasikan untuk meredakan iritasi karena lensa kontak. Pengawet dalam obat ini, benzalkonium 
klorida dapat diserap lensa kontak lunak. Penderita yang memakai lensa kontak dan matanya tidak 
merah harus diberitahu untuk menunggu paling sedikit 15 menit setelah penetesan obat ini sebelum 
memakai kembali lensa kontak. 
 

3. Bagaimana cara menggunakan SIMBRINZA® 

 
Selalu gunakan obat ini sesuai petunjuk dokter atau penyedia layanan kesehatan Anda. Tanyakan kepada 
dokter atau penyedia layanan kesehatan Anda bila Anda tidak yakin. 
 Jangan melebihi dosis yang dianjurkan oleh dokter atau penyedia layanan kesehatan Anda 
 Kocok botol dengan benar sebelum digunakan 
 Hanya gunakan  SIMBRINZA® untuk diteteskan ke mata Anda 
 Setelah penutup luar kemasan dilepas, bila penutup bagian dalam menjadi longgar, lepaskan 

sebelum menggunakan obat  
 Untuk menghindari kontaminasi, ujung penetes tidak boleh bersentuhan dengan permukaan apa pun. 

Ujung penetes juga tidak boleh menyentuh mata karena dapat menyebabkan cedera pada mata. 
Tutup botol dengan rapat saat tidak digunakan.  

 Setelah menggunakan SIMBRINZA®, tutup kelopak mata Anda dan tekan sudut mata Anda, dekat 
hidung, dengan jari tangan Anda selama 2 menit. Hal ini membantu menghentikan SIMBRINZA® 
memasuki bagian tubuh lainnya dan meningkatkan efek pada mata.     

 
Jika Anda menggunakan obat tetes mata atau salep mata lain, tunggu minimal 5 menit di antara 
penggunaan SIMBRINZA® dan tetes mata lainnya. Salep mata sebaiknya diberikan terakhir.  
 
Jika satu tetes tidak masuk ke dalam mata Anda, coba ulangi lagi. 
 
Jika tertelan secara tidak sengaja, Anda dapat mengalami: penurunan tekanan darah, mengantuk, 
penurunan detak jantung, dan sesak napas. Jika keadaan ini terjadi, segera hubungi dokter atau penyedia 
layanan kesehatan Anda. 
Efek samping serius pernah dilaporkan pada anak-anak yang secara tidak sengaja menelan obat-obat 
yang mengandung brimonidine. Gejalanya meliputi mengantuk, serasa melayang, suhu tubuh rendah, 
pucat, dan sesak napas. Jika keadaan ini terjadi, segera hubungi dokter atau penyedia layanan kesehatan 
Anda. 
Jika SIMBRINZA® tertelan secara tidak sengaja, segera hubungi dokter Anda. 
 
Jika Anda lupa menggunakan SIMBRINZA® 
Lanjutkan dengan dosis selanjutnya sesuai jadwal. Jangan menggandakan dosis untuk menggantikan 
dosis yang terlewat. 
 
Jika Anda memiliki pertanyaan lainnya mengenai pemakaian obat ini, tanyakan kepada dokter, 
apoteker, atau penyedia layanan kesehatan Anda. 
 
4. Efek samping yang mungkin terjadi  
Seperti semua obat, obat ini dapat menyebabkan efek samping, walaupun tidak semua orang 
mengalaminya.  
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Beberapa efek samping yang bisa serius  
Ruam kulit, kulit merah, kulit mengelupas, melepuh pada bibir, mata atau mulut, demam, atau kombinasi 
semuanya (sindrom Stevens-Johnson/nekrolisis epidermal toksik). 
 

Efek samping yang umum (dapat terjadi hingga 1 dari setiap 10 orang) : 
 Efek pada mata : peradangan pada bagian putih mata, konjungtivitis alergik (alergi mata), 

peradangan pada kelopak mata, pandangan kabur, nyeri mata, iritasi mata, mata kering, mata 
gatal, mata kemerahan, mata serasa tidak nyaman. 

 Efek samping lainnya: mengantuk, rasa kecap terganggu, mulut kering. 
 

Efek samping yang tidak umum (dapat terjadi hingga 1 dari setiap 100 orang) : 
 Efek pada mata: kerusakan permukaan mata disertai hilangnya sejumlah sel, peradangan 

permukaan mata, peradangan atau infeksi pada konjungtiva, gangguan kepekaan terhadap 
cahaya, mata mengeluarkan cairan, peningkatan produksi air mata, mata lelah, kemerahan pada 
kelopak mata. 

 Efek samping lainnya: pusing, sakit kepala, vertigo, penurunan tekanan darah, hidung kering, 
peradangan kulit, kelemahan tubuh, keletihan, terdapatnya sisa-sisa obat. 
 

Sangat Jarang (dapat terjadi hingga 1 dari setiap 10.000 orang) : 
 Efek pada mata: pengurangan ukuran pupil dan peradangan pada lapisan mata. 
 Efek samping lainnya : pingsan, peningkatan tekanan darah. 

 
Frekuensi tidak diketahui: 
 Ruam kulit, kulit merah, kulit mengelupas, melepuh pada bibir, mata atau mulut, demam, atau 

kombinasi semuanya (sindrom Stevens-Johnson/nekrolisis epidermal toksik). 
 

 
5. Cara penyimpanan SIMBRINZA®   
 Kondisi penyimpanan : Jangan disimpan di atas 30˚C. 
 Jangan digunakan setelah tanggal kadaluarsa yang tercantum pada kemasan. 
 Jangan dipakai setelah 1 bulan sejak pertama kali dibuka. 
 Jauhkan dari penglihatan dan jangkauan anak-anak. 
 
6. Isi dari kemasan dan informasi lain   
Apakah isi dari SIMBRINZA® 
Zat aktif dari SIMBRINZA® adalah brinzolamide dan brimonidine tartrate. 
Zat tambahan lain dari SIMBRINZA® adalah benzalkonium klorida, propilen glikol, carbomer 974P, asam 
borat, manitol, natrium klorida, tiloksapol, asam hidroklorida dan/atau natrium hidroksida (untuk 
menyesuaikan pH) dan air suling. 
 
Bagaimana bentuk dari SIMBRINZA® dan isi kemasannya 
SIMBRINZA® tersedia dalam bentuk suspensi tetes mata dalam kemasan sebagai berikut : 
 Botol plastik dengan ujung penetes dan penutup, mengandung 5 ml, dikemas dalam satu pembungkus. 

Satu kotak berisi 1 botol. 
 
Kemasan 
Dus, 1 botol plastik 5 ml 
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