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I. Introduction 
A. Background 

Presbyopia is an inevitable, age-related, gradual loss in the ability to 
focus at intermediate and near targets without spectacle or surgical 
correction due to a progressive loss of elasticity in the crystalline lens. 
The known pharmacology and the results of previous investigator-initiated 
clinical studies of BRIMOCHOL suggest the addition of an alpha-2 
agonist to a cholinergic agent, could have additive direct and indirect 
effects on both the iris constrictor and dilator muscles leading to robust 
and durable miosis and improvement in near visual acuity over 
monotherapy alone. Prior clinical studies and more recent nonclinical 
studies conducted by Visus demonstrate that the fixed-dose combination 
of BRIMOCHOL and BRIMOCHOL F both demonstrate a contribution of 
elements vs. the individual monotherapies formulated similarly not only on 
pupil size, but that iris/ciliary body carbachol area under the curve (AUC) 
concentrations are ~50% higher with BRIMOCHOL than carbachol alone. 
Ex vivo studies in bovine ciliary muscle suggest alpha-2 receptors inhibit 
the contraction of cholinergically innervated ciliary muscle that does not 
occur when the ciliary muscle is at rest. These findings support the 
rationale for combining an alpha-2 agonist with a cholinergic agent to 
minimize the adverse events (AEs) of browache/headache, myopic shift, 
and intraocular pressure (IOP) changes associated with cholinergics 
alone, and indeed, clinical studies with BRIMOCHOL suggest this is the 
case. There are currently no Food and Drug Administration (FDA)- 
approved drug products to treat presbyopia. The protocol describes the 
general approach to analysis of data from the study. This analysis plan 
describes additional detail needed to complete such an analysis. 

 
B. Protocol and Amendment History 

This Statistical Analysis Plan (SAP) is based on Protocol VT-001 
Amendment 8 Version 9 dated on 28 July 2021. 
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*Only changes related to statistical analysis are included here. 

This SAP will govern the analysis of data from this study. The plan may 
be modified until the time of treatment unblinding. Any deviations from 
the analysis plan, including any after the time of treatment unblinding, will 
be documented as such in the study report. 

II. Protocol Objectives 
The main objectives of this study are: 

1. To compare the efficacy, pharmacodynamics (PD), safety,  
t of topically administered, BRIMOCHOL 

2.75% (carbachol 2.75%/brimonidine tartrate fixed-dose combination 
0.1% with benzalkonium chloride [BAK]) vs. BRIMOCHOL F 2.75% 
(carbachol 2.75%/brimonidine tartrate fixed-dose combination 0.1% 
BAK free) vs. carbachol 2.75% monotherapy (BAK free) topical 
ophthalmic solutions administered  

 in inducing miosis and improving near visual acuity among 
subjects with emmetropic phakic and pseudophakic presbyopia 

2. To characterize the systemic pharmacokinetic (PK) profile of fixed- 
dose combinations BRIMOCHOL and BRIMOCHOL F topical 
ophthalmic solutions in subjects with emmetropic phakic and 
pseudophakic presbyopia 

 
III. Study Endpoints 

A. Efficacy Endpoints 
Primary Efficacy Endpoints: 
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• Body Mass Index (BMI, kg/m²) 

 
Ocular Characteristics: Data will be summarized by dose cohort for all 
subjects in the safety and mITT populations. 
Data collected about the following ocular assessments at the screening 
visit will be summarized: 

• Lens Status (Phakic vs. Pseudophakic) 
•  

 
• Pupil Diameter 
• Pupil Area 
• Intraocular Pressure measurement 
• Corneal stain total score 

 
Medical/Ocular History. Medical/Ocular history will be summarized for all 
subjects in the safety population. 
Medical history will be coded using Medical Dictionary for Regulatory 
Activities (MedDRA Version 23.1 September 2020) and summarized by 
system organ class (SOC) and preferred term (PT). Ocular history will be 
summarized for each eye. Ocular history involving both eyes will be 
counted for each eye separately. 

B. Disposition 
Subject disposition will be summarized for all screened subjects, the 
numbers of subjects who were screened, randomized, and either 
completed the study or prematurely withdrew from study participation. 
Study completion will be indicated by the response “Yes” on the study 
completion status form. Any other response on this form will be counted 
as a premature withdrawal. 

 
Premature withdrawals will be further characterized as the number of 
subjects who withdrew prematurely for each of the following reasons 
listed on the study completion status form: 

• Adverse Event 
• Non-compliance with study drug 
• Withdrawal by Subject 
• Death 
• Pregnancy 
• Study terminated by sponsor 
• Lack of Efficacy 
• Protocol Deviation 
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separate category of missing severity will be included in the summary 
table, and no imputation of severity will be performed. Through the data 
cleaning process, all attempts will be made to avoid missing values for 
relationship and severity. 

 
TEAEs occur on or after the administration of BRIMOCHOL F, 
BRIMOCHOL and carbachol will be summarized separately. An AE 
starting after the administration of the study drug at a treatment visit and 
continuing into the next treatment visit will only be categorized under the 
treatment given at the onset visit if the severity is not worsened in the 
next period. On the other hand, if an AE continues into the next treatment 
visit and the severity is worsened during the next treatment period, the AE 
will be attributed twice: once to the first treatment for the onset and the 
other time to the second treatment for worsening. Similarly, if an AE 
occurs and stops during one treatment period but recurs in the next 
treatment period, the AE will be attributed to both treatments. 

 
AEs will be summarized by treatment and overall, as incidence rates of: 

• All AEs 
• All TEAEs 
• All Ocular TEAEs 
• All Non-ocular TEAEs 
• Serious TEAEs 
• Deaths 
• Ocular Events of Special Interest 
• Treatment-related TEAEs 
• TEAEs leading to study drug withdrawal 
• TEAEs by maximum severity 

In addition, the following AE summaries will be produced: 

• All ocular TEAEs by preferred term (PT) in descending order of 
overall frequency 

• All non-ocular TEAEs by system organ class (SOC) in alphabetical 
order and preferred term (PT) in descending order of overall 
frequency 

• Serious TEAEs by SOC and PT 
• Ocular events of special interest by PT 
• TEAEs leading to study drug withdrawal by SOC and PT. This 

subset includes TEAEs with an Action Taken of “Permanent 
Discontinuation.” 

• Treatment-related TEAEs by SOC and PT. This table will include 
TEAEs with a drug relationship of “Possible,” “Probable,” and 
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C. Clinical Laboratory Results 

Central labs are performed at the screening visit only. Laboratory test 
results (including hematology, coagulation, serum chemistry, and 
urinalysis) and abnormal laboratory values will be summarized for all 
subjects in the safety population and presented in data listings. 

 
D. Vital Signs 

Vital signs measurements including pulse rate, temperature, systolic 
blood pressure, and diastolic blood pressure, at each scheduled visit and 
changes from the Screening visit will be summarized by treatment. All 
vital signs measurements will be listed by subject. 

 
E. Physical Examination 

Physical examination are performed at the screening visit only. 
Categories of findings (normal, abnormal, not done) on physical 
examination will be presented in a by-subject listing. 

 
F. Prior and Concomitant Medications 

Prior and concomitant medications will be coded using the WHODrug 
Version 01 September 2020 (Global, B3 format) 
Missing medications start date will be imputed using the following 
approach: 

• If completely blank, assume 01Janyyyy, where yyyy is the year of 
the Stop date (if available) or the year of Screening visit date 
(otherwise). 

•  If only year is recorded, assume 01Jan for the missing month and 
day. 

•  If only month and year are recorded, assume 01 for the missing 
day. 

Missing medications stop date will be imputed using the following 
approach: 

• If completely blank, assume the day of the last study visit. 
•  When only year is recorded, assume the 31Dec for the missing 

date (if the year is before the year of the last study visit) or the date 
of the last study visit (otherwise). 

• If only month and year are recorded, assume the last day of the 
month. 

Prior medication: Any medication with a start date prior to the first dose 
of study drug is classified as a prior medication. 

Concomitant medication: Any medication is classified as a concomitant 
medication if the start date is on or after the first dose of study drug or any 
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