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1. Introduction 
This Phase 3 study evaluates the safety and efficacy of two intraocular implants that elute 
travoprost at different rates in subjects with open-angle glaucoma (OAG) or ocular 
hypertension (OHT).  The study duration is 36 months postoperative.  Two database locks, 
Month 12 and Month 36, are planned. The primary efficacy evaluation is based on IOP data 
collected in the first three months after the first dose; key secondary efficacy evaluation is 
based on Month 12 data.  

The primary database lock will occur after all subjects have completed the 12-month visit or 
prematurely discontinued prior to that time. At that time, the randomization code will be 
unmasked to the project team after all the data queries related to the efficacy and safety 
outcomes are resolved and corresponding data revisions are completed in the database. To 
prevent bias and to maintain data integrity, study subjects and the PI and site study personnel 
will remain masked through Month 36. 

This statistical analysis plan provides details of the planned analyses to be performed at the 
time of the Month 12 and Month 36 database lock. Shells of tables, listings and figures are 
presented in a separate document. 

This document is based on Protocol Revision 5 (06 June 2022). The statistical definitions and 
analytical methods described in this SAP supersede that in the protocol. Any revisions to the 
primary endpoint analyses and significant revisions to the secondary endpoint analyses will be 
made prior to the database lock. Reasons for such revisions will be described in the final 
Clinical Study Report (CSR). 

 

Protocol and Amendment History 

Version Approval Date 

Original Protocol 27 January 2018 

Revision 1 27 June 2018 

Revision 2 10 August 2018 

Revision 3 22 January 2019 

Revision 4 14 July 2020 

Revision 5 06 June 2022 
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5. Demographic and Baseline Characteristic Analyses 

5.1. Subject Disposition 
Reasons for screen-failure (including baseline-failure, i.e., subjects enrolled but not 
randomized) will be tabulated. 

Exit status will be classified as completed or discontinued (including reason for 
discontinuation) for each randomized subject. The reasons for premature discontinuation are:  

  
  
  
  
  
   
  

Exit status at Months 3, 12, and 36 will be summarized as number and percent by treatment 
group and overall for the ITT analysis set. 
The number of subjects who were randomized and the number of subjects within each 
analysis set (ITT, Safety, and PP) will be summarized by treatment group. 

Subject disposition data will be provided in a listing. A separate listing describing each 
subject’s inclusion or exclusion status for each of the analysis sets will also be provided.   

5.2. Protocol Deviations 
Protocol deviations will be captured by the site and reviewed by the medical monitor during 
the study. Classification between major or minor deviations will be decided by the study team 
prior to database lock. Subjects with major protocol deviations will be excluded from PP 
analysis set. 

All protocol deviations will be listed and summarized by type and treatment group for the ITT 
analysis set. 

5.3. Demographic and Baseline Characteristics 
Demographic and baseline subject characteristics will be summarized for the ITT analysis 
set. Demographics will include age, sex with child-bearing potential for females, race, and 
ethnicity.  
The baseline clinical characteristics include the following variables: 

 Type of disease (OAG or OHT) in the study eye 
  
 Baseline Study Eye IOP 
 Baseline best spectacle corrected visual acuity in study eye - LogMAR 
 Iris Color for study eye 
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7. Safety Analyses 
The safety analyses will be based on the safety analysis set. 

7.1.1. Extent of Exposure 

Duration of exposure to study treatment in days will be calculated using the study exit date – 
surgery date + 1. If the study exit date is missing for subjects with early termination, then the 
date of last visit will be used as the study exit date. Study duration will be summarized as 
continuous variable by treatment group for the Safety analysis set. A subject listing will be 
provided. 

7.1.2. Adverse Events 

All adverse event (AE) summaries will be restricted to Treatment Emergent Adverse Events 
(TEAE), which are defined as those AEs that occurred on/after the initial treatment at Visit 3. 
Verbatim terms reported by the study sites will be mapped to system organ classes (SOC) and 
preferred terms assigned using MedDRA (Medical Dictionary for Regulatory Activities)  

for summary purposes.  The adverse event listings will be displayed by treatment group.  
The number and of percentage subjects experiencing a particular event will be presented.   
 
For a given AE and subject, if more than 1 severity grade is reported, the highest severity  
grade will be used for analysis. 
 
If a subject experienced more than 1 relationship within an AE, the subject is counted once under 
maximum relationship.  AEs with a missing relationship will be considered related for this 
summary; events classified as ‘Possibly Related’, ‘Probably Related’ or ‘Definitely Related’ 
from eCRF will be considered ‘Related’; and events classified as ‘Unlikely Related’, ‘Definitely 
Unrelated’ from eCRF will be considered ‘Unrelated’. 
 
Adverse events will be classified into ocular AEs and non-ocular/non-study eye AEs. An ocular 
AE will be determined as indicated on the AE form of eCRF for the study eye only; a non-
ocular/non-study eye AEs will include AEs with primary SOCs of eyes for non-study eye and 
AEs with primary SOCs not for eye. 
 
All TEAEs, ocular TEAEs and non-ocular/non-study eye TEAEs will be summarized by 
treatment group separately in the following tables: 
 

• Summary of adverse events 
• TEAE by SOC and preferred term 
• TEAE by SOC, preferred term and maximum severity.   
• TEAE by SOC, preferred term and relationship (Related/Not Related) to study 

treatment.   
• Serious TEAEs by SOC and preferred term. 
• Ocular TEAEs by preferred term. 
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9. Changes to Protocol-planned Analyses 
The following changes from the protocol planned analyses are noted in this plan: 

 

Changes 

 

Protocol 

 

SAP 

  
 

 








