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1. PURPOSE OF THE ANALYSES 

This statistical analysis plan (SAP) contains detailed information to aid in the implementation 
of the statistical analysis and reporting of the study data for use in the abbreviated clinical 
study report (CSR).  An abbreviated CSR is being created because the Investigational New 
Drug Application (IND) is being withdrawn.  This SAP will address the analysis for 
Cohorts 2 and 3 of the study.  A separate SAP was created for Cohort 1. 
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2. PROTOCOL SUMMARY 

ENV515-01 is a multicenter, open-label, prospective, active-comparator-controlled 
Phase 2a study of ENV515 (travoprost) Intracameral Implant comprising three stages: 

• The completed Cohort 1 was a 28-day study focused on evaluation of the initial 
safety, efficacy, and pharmacokinetic properties of ENV515 conducted in 
glaucoma patients scheduled for cataract removal during which the ENV515 
implant is removed during the cataract procedure 28 days after implantation.  This 
cohort was covered in a separate SAP and no further mention of this cohort will 
be made in this SAP. 

 
• Cohort 2 is a 12-month study with a 6-month optional Extension 1 followed by an 

additional 3-month optional Extension 2 (for a total of up to 21 months) that is 
focused on evaluation of the long-term safety and efficacy in glaucoma patients 
during which the two ENV515-3 implants are followed through their 
biodissolution while the duration of intraocular pressure (IOP)-lowering efficacy 
is assessed. 

 
• Cohort 3 is a 12-month study with a 6-month optional Extension 1 followed by an 

additional 6-month optional Extension 2 (for a total of up to 24 months) that is 
focused on evaluation of the long-term safety in glaucoma patients during which 
one or two ENV515-3-2 implants per study eye are followed through their 
biodissolution. 

 
 
2.1 Study Objectives 

Evaluate in a dose-escalating design the long-term safety and tolerability of a single, 
unilateral low dose of two ENV515-3 (travoprost) intracameral implants/eye in Cohort 2; 
and low and high doses of one and two ENV515-3-2 (travoprost) intracameral 
implants/eye, respectively, in Cohort 3 in patients with bilateral ocular hypertension or 
primary open-angle glaucoma. 

 

2.2 Overall Study Design and Plan 

Cohorts 2 (5 patients) and 3 (15 patients) are 12-month, prospective, open-label, 
active-comparator-controlled, multicenter, dose-escalating cohorts of this Phase 2a trial.  
Cohort 2 had a 6-month optional Extension 1 followed by an additional 3-month optional 
Extension 2 (for up to a total of 21 months), increasing the total study duration to 
approximately 23 months.  Cohort 3 has a 6-month optional Extension 1 followed by an 
additional 6-month optional Extension 2 (for a total of 24 months), increasing the total 
study duration to approximately 26 months.  Cohorts 2 and 3 were designed to assess the 
long-term safety, tolerability, and systemic exposure to travoprost after a single low dose 
(ENV515-3) in Cohort 2, and single low or high doses (ENV515-3-2) in Cohort 3 in 
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patients with bilateral open-angle glaucoma or ocular hypertension (see Inclusion Criteria 
in Section 11.1 of the protocol).  For the purposes of the Cohorts 2 and 3, patients are 
eligible if in the opinion of the investigator they have an IOP in both eyes that is 
considered to be adequately controlled at the screening visit, can be safely withdrawn 
from IOP medications in both eyes during the washout period, and are not considered to 
be at significant risk for disease progression throughout the trial.  The dose levels of 
travoprost in Cohorts 2 and 3 of this study are achieved by administration of a single, 
unilateral intracameral injection of each formulation with 28.2 μg travoprost/eye in 
Cohort 2; and 26.1 μg and 52.2 μg travoprost/eye in Cohort 3.  These dose levels will be 
achieved via two implants per eye for low dose of ENV515-3 in Cohort 2, and one and 
two implants per eye for the low and high doses of ENV515-3-2, respectively, in 
Cohort 3.  The study eye is prospectively defined as the eye with higher IOP or the left 
eye if IOP values are equal in both eyes on Dosing Visit (Day 1).  All non-study eyes will 
receive open-label timolol maleate 0.5% ophthalmic solution administered twice a day 
(Figure 1 and Figure 2). 

Figure 1: ENV515 Treatment, Cohort 2 

 

Figure 2: ENV515 Treatment, Cohort 3 

 

On the Day 1 Dosing (Visit 3), low dose of ENV515-3 in Cohort 2, or low or high doses 
of ENV515-3-2 in Cohort 3 will be administered.  Following the completion of the rest of 
the study treatment period Month 4 (Visit 8) to Exit/Early Exit (Visit 16, Visit 22, or 
Visit 25) for the Cohort 2 alone, all safety and tolerability analyses will be conducted 
(Figure 3). 
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Figure 3: Study Design for ENV515-01 (Cohorts 2 and 3) 

 
 

For Cohort 2, the study design included up to 26 clinic visits over approximately 
23 months (12 months of Cohort 2, 6-month optional Extension 1, and 3-month optional 
Extension 2).  For Cohort 3, the study design includes up to 28 clinic visits over 
approximately 26 months (12 months of Cohort 3, 6-month optional Extension 1, and 
6-month optional Extension 2).  Following the Screening Visit, patients will be required 
to washout current glaucoma medication(s) for 4 weeks with up to an additional 2-week 
extension or 6 weeks depending on Cohort.  Patients will be required to return for an IOP 
baseline check during the Baseline Visit (Visit 2/Day -7 to -1) following the wash-out 
period.  A single dose of ENV515-3 (two implants/eye) or ENV515-3-2 (one or two 
implant(s)/eye) will be given via intracameral injection during Dosing Visit 3/Day 1. 

Diurnal IOP curves will be measured at select study visits with the exception of the 
abbreviated visits at the Screening Visit (Days -49 to -442 for Cohort 2 and Days -56 
to -42 for Cohort 3), Dosing Visit 3 (Day 1), Treatment Visit 4 (Day 2), Treatment 
Visit 5a (Day 28), and selected visits depending on the cohort and extensions(s). 

 

2.3 Study Population 

This study enrolled subjects between 18 and 85 years of age with a diagnosis of bilateral 
ocular hypertension or primary open-angle glaucoma.  For additional information on 
inclusion and exclusion criteria, see Section 11 of the protocol. 

 

2.4 Treatment Regimens 

Patients will receive the following investigational product doses in the study eye on 
Day 1 Dosing (Visit 3) and will receive timolol maleate 0.5% ophthalmic solution to use 
in the nonstudy eye twice daily starting on the evening of Day 1 and continuing through 
the day prior to Month 12 (Visit 16), Month 18 (Visit 22), or Month 21 (Visit 25) for 
Cohort 2 or Month 24 (Visit 28) for Cohort 3. 



Envisia Therapeutics Inc. CONFIDENTIAL Statistical Analysis Plan 
Protocol No. ENV515-01  21 January 2019 

Version:  ENV515-01 Cohorts 2-3 SAP Clean  Page 10 of 21 

• Cohort 2 low dose level: two implants/eye of ENV515-3 (28.2 µg/eye) 

• Cohort 3 low and high dose levels: 

o One implant/eye of ENV515-3-2 (26.1 µg/eye) 

o Two implants/eye of ENV515-3-2 (52.2 µg/eye) 

 

2.5 Treatment Group Assignments or Randomization 

No randomization was conducted as these are open-label cohorts. 

 

2.6 Sample Size Determination 

Since this trial is primarily a dose-finding safety and tolerability study and the first study 
of the full duration of IOP-lowering effect of ENV515-3 for Cohort 2, sample size 
estimation was not performed.  This study will enroll 5 patients in a single arm for 
Cohort 2, and 15 patients in Cohort 3. 
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3. GENERAL ANALYSIS AND REPORTING CONVENTIONS 

The following is a list of general analysis and reporting conventions to be applied for this 
study. 

• Categorical variables will be summarized using counts (n) and percentages (%) 
and will be presented in the form “n (xx.x)”.  To ensure completeness, summaries 
for categorical and discrete variables will include all categories, even if no 
subjects had a response in a particular category. 

• Continuous variables will be summarized using mean, standard deviation (SD), 
minimum, maximum, median, and number of subjects.  The mean and median 
will be reported to one more level of precision than the original observations, and 
the SD will be reported to 2 more levels of precision than the original 
observations.  The minimum and maximum will be the same precision as the 
original data. 

• All analyses will be performed using SAS® System version 9.4 or higher. 

• Dates will be displayed as ddmmmyyyy (e.g., 24Jan2005). 
Patient-level analyses will be presented with the following columns: 

Cohort 2 Low Dose Cohort 3 High Dose Cohort 3 

2 implants ENV515-3 
(28.2 µg travoprost) 

1 implant ENV515-3-2 
(26.1 µg travoprost) 

2 implants ENV515-3-2 
(52.2 µg travoprost) 

Eye-level analyses will be presented with the following columns: 

Cohort 2 Low Dose Cohort 3 High Dose Cohort 3 

2 implants ENV515-3 
(28.2 µg travoprost) 

1 implant ENV515-3-2 
(26.1 µg travoprost) 

2 implants ENV515-3-2 
(52.2 µg travoprost) 

ENV515-3 
SE 

Timolol 
maleate 
0.5% NSE 

ENV515-3 
SE 

Timolol 
maleate 
0.5% NSE 

ENV515-3 
SE 

Timolol 
maleate 
0.5% NSE 

Note: SE=study eye, NSE=non-study eye 
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4. ANALYSIS POPULATIONS 

The safety population will be defined as any patient receiving at least one dose of study 
medication in the study.  The safety population will be used for all analyses. 
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5. STUDY PATIENTS 

5.1 Disposition of Patients 

The disposition of subjects will be summarized for all subjects enrolled in Cohorts 2 and 
3.  The number and percentage of subjects in the safety population, the number and 
percentage of subjects who complete the study, as well as the number and percentage that 
discontinue the study and the reasons for study discontinuation will be summarized by 
cohort dose. 

 

5.2 Protocol Deviations 

All protocol deviations will be reported in listings.  Protocol deviations will be defined 
prior to locking the database. 

 

5.3 Medical History 

All medical history data will be coded using the Medical Dictionary for Regulatory 
Activities (MedDRA) version 18.0 and presented in listings. 

 

5.4 Prior and Concomitant Medications 

All prior and concomitant medications will coded using WHO Drug Enhanced version 
2016.01 and be presented in listings. 
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6. DEMOGRAPHIC AND OTHER BASELINE CHARACTERISTICS 

Age, gender, race, ethnicity, and iris color will be summarized by cohort dose.  All 
demographics data will be presented in subject listings. 
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7. MEASUREMENTS OF TREATMENT COMPLIANCE 

In this study, the principal investigator administers the investigational treatment into the 
study eye on the day of randomization.  As a result, compliance with the investigational 
product will be 100%.  Compliance information will not be collected for the active 
control. 
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8. EFFICACY EVALUATION 

8.1 Primary Efficacy Analysis 

The primary efficacy endpoint for this study is the change from baseline in time-matched 
IOP measurements for the study and non-study eye.  Intraocular pressure is collected at 8 
am.  Values for IOP and change from baseline will be summarized by visit and time, 
cohort dose group, and eye as specified in Section 3.  Baseline will be defined as the last 
IOP measurement prior to implantation and will be time-matched.  No formal statistical 
testing will be done. 
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9. SAFETY EVALUATION 

9.1 Overview of Safety Analysis Methods 

Adverse events, clinical laboratory results, vital signs, and physical exam findings will be 
tabulated at the subject level.  All other safety measurements will be made at the eye 
level.  Unless otherwise noted, baseline will be defined as the last measurement prior to 
receiving the implant. 
 

9.2 Extent of Exposure 

The number of days from implant insertion to implant dissolution or removal will be 
summarized descriptive statistics.  All other exposure data will be available in subject 
listings.  Exposure will be calculated only for the study eye.  No exposure information for 
the TRAVATAN Z eye will be collected. 

 

9.3 Adverse Events 

Adverse events will be coded using the Medical Dictionary for Regulatory Activities 
(MedDRA) version 18.0 and categorized by system organ class using preferred terms.  
Events will be tabulated overall and by ocular/non-ocular status.  Treatment related 
adverse events and severe adverse event will also be summarized.  Serious adverse events 
will be summarized. 

 

9.4 Clinical Laboratory Evaluation 

Continuous clinical laboratory values will be summarized using descriptive statistics for 
reported and change from baseline values. Baseline will be the last measurement prior to 
implantation.  Categorical clinical laboratory values will display the frequencies of 
patients with abnormal and normal results. 

 

9.5 Vital Signs, Physical Findings, and Other Observations Related to 
Safety 

9.5.1 Vital Signs 

Vital sign assessments include measurements of heart rate, blood pressure, and 
respiration rate.  Vital signs will be summarized using descriptive statistics by study visit 
and treatment group.  All vital sign data will be presented in subject listings. 
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9.5.2 Physical Examinations 

All physical examination data will be presented in listings. 
 

9.5.3 Visual Acuity (VA) 

Visual acuity will be measured using the Early Treatment Diabetic Retinopathy Study 
(ETDRS) chart according to the manufacturer’s specifications.  The number of letters 
missed will be collected and summarized by cohort group and eye for each visit.  Visual 
acuity data, including best corrected distance, will be presented in subject listings. 

 

9.5.4 Other Safety Parameters 

Safety data were also collected for anterior chamber optical coherence tomography, 
gonioscopy, specular microscopy, corneal thickness, endothelial cell count and 
morphology, slit lamp biomicroscopy exam findings, corneal staining, binocular indirect 
ophthalmoscopy, visual field assessment, and pupil measurements.  These data will be 
presented in data listings. 
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10. CHANGES TO THE ANALYSES PLANNED IN THE PROTOCOL 

This analysis plan is for an abbreviated CSR.  Therefore, the primary endpoint will be 
summarized, but no formal statistical testing will be done.  There will be no summaries 
for secondary endpoints.  The planned summaries in the protocol for changes in corneal 
thickness, VA, endothelial cell count and morphology, slit lamp biomicroscopy exam 
findings, binocular indirect ophthalmoscopy, visual field assessment, anterior segment 
photos, and pupil measurement will not be created.  These data will instead be available 
in listings. 
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11. LIST OF PLANNED TABLES 

Rho Table 
Identifier 

Table No. Title Population 

DS-TAA 14.1.1 Disposition Safety 
DM-TAA 14.1.2 Demographics Safety 
EF-TAA 14.2.1 Summary of Intraocular 

Pressure by Visit and Time 
Point 

Safety 

AE-TAA 14.3.1.1 Summary of Adverse Events Safety 
AE-TAB 14.3.1.2 Summary of Adverse Events 

by System Organ Class and 
Preferred Term 

Safety 

AE-TAC 14.3.1.3 Summary of Ocular Adverse 
Events by System Organ 
Class and Preferred Term 

Safety 

AE-TAD 14.3.1.4 Summary of Related 
Adverse Events 

Safety 

AE-TAE 14.3.1.5 Summary of Severe Adverse 
Events 

Safety 

AE-TAF 14.3.1.6 Summary of Serious 
Adverse Events 

Safety 

LB-TAA 14.3.2.1 Summary of Chemistry by 
Visit 

Safety 

LB-TAB 14.3.2.2 Summary of Hematology by 
Visit 

Safety 

LB-TAC 14.3.2.3 Summary of Urinalysis by 
Visit 

Safety 

VS-TAA 14.3.3.1 Summary of Vital Signs by 
Visit 

Safety 

VA-TAA 14.3.4.1 Summary of Visual Acuity Safety 
EX-TAA 14.3.5.1 Summary of Exposure  Safety 
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12. LIST OF PLANNED DATA LISTINGS 

Listing No. Title 
16.1.1 Disposition 
16.1.2 Demographics 
16.1.3 Protocol Deviations 
16.1.4 Prior and Concomitant Medications 
16.1.5 Medical History 
16.2.1 Intraocular Pressure 
16.3.1 Adverse Events 

16.3.2.1 Chemistry 
16.3.2.2 Hematology 
163.2.3 Urinalysis 
16.3.3 Vital Signs 

16.3.4.1 Visual Acuity 
16.3.4.2 Endothelial Cell Count and Morphology 
16.3.4.3 Slit Lamp Biomicroscopy 
16.3.4.4 Pupil Measurements 
16.3.4.5 Dilated Fundus Examination 
16.3.4.6 Visual Field 
16.3.4.7 Anterior Segment 
16.3.4.8 Gonioscopy 
16.3.4.9 Specular Microscopy 
16.3.4.10 Corneal Thickness 
16.3.4.11 Pupil Measurements 

16.4.5 Exposure 
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