
 
 
 
 

 2013 Xerox Heritage, LLC All Rights Reserved. 
 

Drug Monograph 
 

Drug/Drug 
Class: 

Simbrinza® (brinzolamide/brimonidine tartrate 
ophthalmic suspension) 1%/0.2% / Carbonic Anhydrase 
Inhibitor and Alpha2 Agonist 

  
Prepared for: MO HealthNet 
Prepared by: Xerox Heritage, LLC 

 
 New Criteria    Revision of Existing Criteria 

Executive Summary  
 

Purpose: 

The purpose of this monograph is to provide a review of new therapy to 
determine whether the reviewed drug should be made available on an open 
access basis to prescribers, require a clinical edit or require prior authorization 
for use.  

  

Dosage Forms & 
Manufacturer: 

Simbrinza is an ophthalmic suspension containing 10 mg/mL brinzolamide 
and 2 mg/mL brimonidine tartrate. 
 
Alcon Laboratories Inc. Fort Worth, Texas 76134 

  

Summary of 
Findings: 

The fixed-dose combination of brinzolamide 1% and brimonidine 0.2% is 
approved for the reduction of elevated IOP in patients with open-angle 
glaucoma or ocular hypertension. The combination product provides the 
patient with the convenience of using a single bottle to administer both 
brinzolamide and brimonidine, the comparative cost to the individual product 
components will be an important consideration to product selection. 

  
Status 
Recommendation: 

 Prior Authorization (PA) Required 
 Fiscal Edit 

 Open Access 
 PDL Product 

   
Type of PA 
Criteria: 

 Increased Risk of ADE 
 Appropriate Indications 

 No Prior Authorization Required 
 15 Day First Fill Fiscal Edit 
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Purpose 
The purpose of this monograph is to provide a review of new therapy to determine whether the 
reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open 
access drug. While prescription expenditures are increasing at double-digit rates, payors are 
evaluating ways to control these costs by influencing prescriber behavior and guide appropriate 
medication usage. This review will assist in the achievement of qualitative and economic goals 
related to health care resource utilization. Restricting the use of certain medications can reduce 
costs by requiring documentation of appropriate indications for use, and where appropriate, 
encourage the use of less expensive agents within a drug class. 
 

Introduction 
Elevated intraocular pressure is a symptom of, and possible indication of future diagnosis of 
glaucoma. Glaucoma often leads to permanent damage to vision and frequently blindness.   
 

Dosage Form(s) 1 
Simbrinza is a suspension containing 10 mg/mL brinzolamide and 2 mg/mL brimonidine tartrate. 
 

Manufacturer 
Alcon Laboratories Inc. Fort Worth, Texas 76134 
 

Indication(s) 1 
 Simbrinza is approved for the reduction of elevated intraocular pressure (IOP) in patients with 
open-angle glaucoma or ocular hypertension. 
   

Clinical Efficacy1-3 (mechanism of action/pharmacology, comparative efficacy) 
 
 PHARMACOLOGY (1)  
 Brinzolamide, a carbonic anhydrase inhibitor, decreases aqueous humor secretion by slowing 
the formation of bicarbonate ions and reducing sodium and fluid transport. Brimonidine tartrate, 
an alpha-2 adrenergic receptor agonist, has a dual mechanism of action of reducing aqueous 
humor production and increasing uveoscleral outflow. 
 
PHARMACOKINETICS (1) 

PROTEIN BINDING Brinzolamide: 60% 

METABOLISM Brinzolamide: metabolized to N-desethyl brinzolamide, which binds to 
CA-I and accumulates in RBC’s: Brimonidine: primarily in the liver 

EXCRETION Brinzolamide: urine, primarily unchanged 
Brimonidine: urine 74% 

HALF-LIFE Brinzolamide: 111 days in whole blood 
Brimonidine: 3 hours 
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 EFFICACY (1,2,3) 
SUMMARY 
The approval of the fixed-dose combination of brinzolamide 1% and brimonidine 0.2% was 
based on two multicenter, randomized, double-blind, double-masked, phase 3 trials that 
demonstrated that the combination product led to significantly decreased IOP compared with 
either component administered alone in patients with open-angle glaucoma or ocular 
hypertension. 
 

OPEN-ANGLE GLAUCOMA OR OCULAR HYPERTENSION (TRIAL 1) 
 

CONCLUSION (2) 
Treatment with the fixed-dose combination of brinzolamide 1% and brimonidine 0.2% led to 
significantly decreased IOP compared with either component administered alone in patients with 
open-angle glaucoma or ocular hypertension. 

STUDY DESIGN  Multicenter, randomized, double-blind, double-masked, phase 3 trial. 

INCLUSION CRITERIA  Patients aged 18 years and older with the following criteria were 
included: clinical diagnosis of open-angle glaucoma or ocular 
hypertension in at least one eye; a mean baseline IOP of 36 mmHg or 
less at all time points; and a mean IOP between 24 and 36 mmHg at 8 
AM and between 21 and 36 mmHg at 10 AM. 

EXCLUSION CRITERIA  Patients with any history of ocular trauma or intraocular surgery within 
the prior 6 months; ocular infection, inflammation, or laser surgery within 
the prior 3 months; or any current observation of any other form of 
glaucoma (except open-angle), chronic, recurrent, or severe 
inflammatory eye disease, severe central visual field loss in either eye, 
or clinical significant or progressive retinal disease were excluded. 

TREATMENT REGIMEN  Following 2 initial eligibility visits and a washout period in which all IOP-
lowering medications were discontinued, patients (n=690) were 
randomized to receive treatment with the fixed-dose combination 
brinzolamide 1%/brimonidine 0.2% (BBFC), brinzolamide 1%, or 
brimonidine 2% in both eyes 3 times daily (8 AM, 3 PM, and 10 PM) for 
6 months. The primary efficacy endpoint was the mean lowering of IOP 
at 3 months; this was assessed in 679 patients. At baseline, 75.3% of 
patients had open-angle glaucoma and 24.7% had ocular hypertension. 
The mean age was 64.9 years and the mean baseline IOP ranged from 
23.7 to 27.3 mmHg. 

RESULTS  At 3 months, the mean IOP in the BBFC group was significantly lower 
than the other 2 groups at all time points (p <= 0.005), with reductions 
ranging from 5.4 to 8.4 mmHg in the BBFC group (representing a 3.7% 
to 13.4% improvement), 4.2 to 5.7 mmHg in the brinzolamide group, 
and 3.1 to 6.5 mmHg in the brimonidine group. Among secondary 
endpoints, the mean IOP in the BBFC group was significantly lower at 
all time points during the 2-week and 6-week visits (p <= 0.01). 

SAFETY  Treatment-related adverse events, primarily ocular, were reported in 
26.2% of patients in the BBFC group, 18.8% in the brinzolamide group, 
and 17.4% in the brimonidine group. Among brinzolamide groups, 
adverse events included blurred vision (BBFC, 4.5%; brinzolamide, 
6.8%), ocular pruritus (BBFC, 2.3%; brinzolamide, 1.3%), and 
dysgeusia (BBFC, 4.1%; brinzolamide, 10.3%). Among brimonidine 



 2013 Xerox Heritage, LLC All Rights Reserved. Page 4 
 

groups, adverse events included conjunctivitis (BBFC, 1.8%; 
brimonidine 3%), dry mouth (BBFC, 2.7%; brimonidine 2.1%), and eye 
allergy (BBFC, 4.5%; brimonidine, 0.9%). 

 
OPEN-ANGLE GLAUCOMA OR OCULAR HYPERTENSION (TRIAL 2) 

 
CONCLUSION (3) 
Treatment with the fixed-dose combination of brinzolamide 1% and brimonidine 0.2% led to 
significantly decreased IOP compared with either component administered alone in patients with 
open-angle glaucoma or ocular hypertension. 

STUDY DESIGN  Multicenter, randomized, double-blind, double-masked, phase 3 trial 

INCLUSION CRITERIA  Patients aged 18 years and older with the following criteria were 
included: clinical diagnosis of open-angle glaucoma or ocular 
hypertension in at least one eye; a mean baseline IOP of 36 mmHg or 
less at all time points; and a mean IOP between 24 and 36 mmHg at 8 
AM and between 21 and 36 mmHg at 10 AM. 

EXCLUSION CRITERIA  None given. 

TREATMENT REGIMEN  Following 2 initial eligibility visits and a washout period in which all IOP-
lowering medications were discontinued, patients (n=660) were 
randomized to receive treatment with the fixed-dose combination 
brinzolamide 1%/brimonidine 0.2% (BBFC), brinzolamide 1%, or 
brimonidine 2% in both eyes 3 times daily (8 AM, 3 PM, and 10 PM) for 
6 months. The primary efficacy endpoint was the mean lowering of IOP 
at 3 months; this was assessed in 649 patients. At baseline, 66.6% of 
patients had open-angle glaucoma and 33.4% had ocular hypertension. 
The mean age was 64.4 years and the mean baseline IOP ranged from 
23.2 to 27.1 mmHg. 

RESULTS  At 3 months, across all time points, the mean IOP in the BBFC group 
was 16.3 to 19.8 mmHg compared with 19.3 to 20.9 mmHg in the 
brinzolamide group (p <= 0.002) and 17.9 to 22.5 mmHg in the 
brimonidine group (p < 0.001); these IOP values represented reductions 
ranging from 24.1% to 34.9% in the BBFC group, 16.9% to 22.6% in the 
brinzolamide group, and 14.3% to 25.8% in the brimonidine group. 
Among secondary endpoints, the mean IOP in the BBFC group was 
significantly lower at all time points during the 2-week and 6-week visits 
(p < 0.001). 

SAFETY  Treatment-related adverse events, primarily ocular, were reported in 
22.9% of patients in the BBFC group, 18.6% in the brinzolamide group, 
and 17.3% in the brimonidine group. The brinzolamide groups had a 
higher incidence of blurred vision (6.1% to 6.2%) compared with the 
brimonidine groups (0.5%). In comparison with the brinzolamide groups, 
the brimonidine groups had higher incidences of ocular hyperemia 
(3.3% to 4.1% vs 0.9%; p=0.03 to 0.1) and dry mouth (2.7% to 3.3% vs 
0%; p=0.001 to 0.01). 
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Contraindications1 
 

 Hypersensitivity to any component of the product  

 Neonates and infants less than 2 years of age 
 

Warnings and Precautions1 
 

 Cardiovascular disease, severe, preexisting.  

 Concomitant use with oral carbonic anhydrase inhibitors is not recommended.  

 Hepatic impairment, severe, preexisting.  

 Patients with cerebral or coronary insufficiency, depression, Raynaud phenomenon, 
orthostatic hypotension, or thromboangiitis obliterans; vascular insufficiency may be 
potentiated.  

 Patients with low endothelial cell counts; increased risk of corneal edema.  

 Renal impairment, severe (CrCl < 30 mL/min), preexisting; use not recommended.  

 Sulfonamide hypersensitivity reactions may occur; severe reactions may include 
Stevens-Johnson syndrome, toxic epidermal necrolysis, fulminant hepatic necrosis, 
agranulocytosis, aplastic anemia, or other blood dyscrasias; discontinue use if such 
reactions occur.  

 

Adverse Effects1 
 

Most common, 3% to 5%  

 Blurred vision  

 Dry mouth  

 Dysgeusia  

 Eye allergy  

 Eye irritation  
 

Drug Interactions1 
 Antihypertensives  

 Carbonic anhydrase inhibitors (oral)  

 Cardiac glycosides  

 CNS depressants: alcohol, opiates, barbiturates, sedatives, or anesthetics  

 Monoamine oxidase inhibitors  

 Salicylates (high doses)  

 Tricyclic antidepressants  
 

Dosage and Administration1 

The recommended dose is one drop in the affected eye(s) 3 times daily. If used with other 
topical ophthalmic products to lower IOP, administer the products at least 5 minutes apart. 
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Cost Comparisons (at commonly used dosages) 

 

GENERIC NAME BRAND 
NAME 

MANUFACTURER STRENGTH COST/BOTTLE 

Brinzolamide/ 
Brimonidine tartrate 

Simbrinza Alcon Laboratories 1%/0.2%, 10 
mL 

$87.68* 

Brinzolamide Azopt Alcon Laboratories 1%, 10 mL $13.08* 

Brimonidine tartrate Generic Teva 0.2%, 10 mL $1.52** 
 
 

*Wholesale Acquisition Cost (WAC) 

**Missouri Maximum Allowable Cost (MMAC) 

 

Conclusion 
 The fixed-dose combination of brinzolamide 1% and brimonidine 0.2% is approved for the 

reduction of elevated IOP in patients with open-angle glaucoma or ocular hypertension. Efficacy 

was demonstrated in two multicenter, randomized, double-blind, double-masked, phase 3 trials. 

The adverse events profile for the combination product is similar to the individual components. 

However, there are no comparative data for this combination product with other fixed-

combination therapies for glaucoma. Although the fixed-dose combination product provides the 

patient with the convenience of using a single bottle to administer both brinzolamide and 

brimonidine, the comparative cost to the individual product components will be an important 

consideration to product selection. 

Recommendation 
The MO HealthNet Division recommends Open Access status for this product. 
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