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SYNOPSIS

Bausch & Lomb Incorporated Study #875

Title: A Phase 3, Multi-Center, Double-Masked, Vehicle-Controlled, Randomized, 
Parallel-Group Study to Assess Loteprednol Etabonate Ophthalmic Gel, 0.38% 
(BID and TID) versus Vehicle Gel for the Treatment of Ocular Inflammation 
and Pain Following Cataract Surgery

Phase of study: 

Number of subjects:

Planned study 
period and duration 
of treatment:

Objective(s):

Study design:

Study endpoints: Primary Efficacy Endpoints
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Secondary Efficacy Endpoints

Safety Endpoints:

Tolerability Endpoints:

Criteria for 
inclusion: Visit 1 (Screening) Criteria

either
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or 

o

o

o

o

o

o

o

o

Visit 3 (Postoperative Day 1) Criteria

either

Criteria for 
exclusion:
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Note: this 
exclusion criterion must apply to both Visit 1 (Screening) and Visit 3 
(Postoperative Day 1).
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Investigational 
product, dose, and 
mode of 
administration:

Comparator 
product, dose, and 
mode of 
administration:

Rescue therapy

Study procedures: Visit 1: Screening Assessments  
NOTE: Visit 1 shall occur no earlier than 14 days prior to surgery. The

                  Visit 1 date will be the date on which the first screening assessment
                        is performed. The informed consent date may be the same as or prior
                        to visit 1( screening  assessent date). 
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NOTE: Surgery will be scheduled to occur ≤ 14 days from the Screening 
Assessment. Screening and surgery cannot take place on the same day.

Visit 2: Surgery (≤ 14 days from the Screening Assessment) 

NOTE: Following surgery, subjects may only receive antibiotics and will be 
scheduled to return in 18 to 34 hours to determine if they have 
sufficient ocular inflammation to be included in the study (see 
Inclusion Criteria #12). Subjects who do not receive a posterior 
chamber IOL or who, in the Investigator's opinion, have complications 
such that it is not in the subject’s best interests to continue in the study 
are considered screen failures.

NOTE: If during the surgery it is determined that additional manipulations, 
such as pupil stretching or the use of iris hooks or peripheral relaxing 
corneal incisions are required, the subject is not eligible to participate 
in the trial. 

Visit 3: Postoperative Day 1 (Randomization [18 to 34 hours post-surgery]) 
NOTE: Post-surgery visits should be scheduled so that IOP can be assessed 

within ±2 hours of the time of IOP assessment on Visit 1.
NOTE: Unmasked study staff personnel will be designated for study drug 

handling, including dispensing to subjects, training subjects on dosing 
administration, and collection/review of study diaries at each visit 
(Section 4.6).
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Visit 4: Postoperative Day 3 (±1 Day)
NOTE: Post-surgery visits should be scheduled so that IOP can be assessed 

within ±2 hours of the time of IOP assessment on Visit 1.

NOTE: Subjects will be assessed at Visits 4 through 7 (Postoperative Days 3, 8, 
15, and 18) for treatment rescue. Subjects with worsening or no change 
in the grade of inflammation in the study eye compared with the 
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previous visit are eligible and may be considered for rescue medication
at the discretion of the Investigator.  The choice of rescue medication
and dosing shall be determined by the Investigator. See Section 6.2.3.1 
for more details. 

Visit 5: Postoperative Day 8 (±1 Day)
NOTE:  Post-surgery visits should be scheduled so that IOP can be assessed 

within ±2 hours of the time of IOP assessment on Visit 1.

Visit 6: Postoperative Day 15 (±1 Day), (End of treatment)
NOTE: Post-surgery visits should be scheduled so that IOP can be assessed 

within ±2 hours of the time of IOP assessment on Visit 1.

Visit 7: Postoperative Day 18 (±1 Day), (Post-treatment exam)
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NOTE: Post-surgery visits should be scheduled so that IOP can be assessed
within ±2 hours of the time of IOP assessment on Visit 1.

Statistical Methods: Sample Size 

Primary Endpoints

Secondary Endpoints
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Safety Endpoints

Tolerability Endpoints

General Statistical Considerations

Hypotheses 

Family 1 of Hypotheses: Complete Resolution of AC Cells in the Study Eye at 
Visit 5
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Family 2 of Hypotheses: Complete Resolution of Pain in the Study Eye at Visit 5

Analysis of Primary Efficacy Endpoints

Analysis of Secondary Efficacy Endpoints
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Safety Endpoints

Biomicroscopy and Fundoscopy

Visual Acuity

IOP
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Ocular Symptoms and Study Drug Sensation



1.0 INTRODUCTION 

in vivo



2.0 OBJECTIVE



3.0 STUDY DESIGN

3.1 Description of Study Design Including Choice of Control Groups 

3.2 Study Population 

3.2.1.1 Inclusion Criteria

Visit 1 (Screening) Criteria



either

or 

o

o

o

o

o

o

o

o



Visit 3 (Postoperative Day 1) Criteria 

either

or 

3.2.1.2 Exclusion Criteria

Note: This exclusion criterion must apply to both Visit 1 
(Screening) and Visit 3 (Postoperative Day 1).



3.3 Investigators 



3.4 Study Duration

3.5 Treatments

3.6 Selection of Dose

4.0 STUDY MATERIALS

4.1 Description of Investigational Product  

4.2 Description of Comparator Product  



4.3 Instructions for Use and Administration

4.4 Packaging and Labeling  



4.5 Accountability

4.6 Masking/Unmasking 



4.7 Methods of Assigning Subjects to Treatment Groups



4.8 Other Study Materials 

5.0 EFFICACY AND SAFETY VARIABLES

5.1 Efficacy Variables

5.2 Safety Variables  



5.3 Tolerability Variables

5.4 Appropriateness of Variables

5.5 Risk Assessment

6.0 STUDY METHODS



6.1 Study Visits 

NOTE: Visit 1 shall occur no earlier than 14 das prior to surgery.  The Visit 1 date will be the 
date on which the first screening assessment is performed The informed consent date may be 
the same as or prior to visit 1( screening  assessent date).

NOTE: Surgery will be scheduled to occur ≤ 14 days of the first ScreeningAssessment Visit. 
Screening and surgery cannot take place on the same day. 



≤

NOTE: Following surgery, subjects may only receive antibiotics and will be scheduled to 
return in 18 to 34 hours to determine if they have sufficient ocular inflammation to be 
included in the study (see Inclusion Criterion #12). Subjects who do not receive a 
posterior chamber IOL or who, in the Investigator's opinion, have complications such 
that it is not in the subject’s best interests to continue in the study are to be considered 
screen failures.

NOTE: If during the surgery it is determined that additional manipulations, such as pupil 
stretching or the use of iris hooks or peripheral relaxing corneal incisions are 
required, the subject is not eligible to participate in the trial.

NOTE: Post-surgery visits should be scheduled so that IOP can be assessed within ± 2 hours 
of the time of IOP assessment on Visit 1.



NOTE: Post-surgery visits should be scheduled so that IOP can be assessed within ± 2 hours 
of the time of IOP assessment on Visit 1.



NOTE: Subjects will be assessed at Visits 4 through 7 (Postoperative Days 3, 8, 15, and 18) for 
treatment rescue. Subjects with worsening or no change in the grade of inflammation 
in the study eye compared with the previous visit are eligible and may be considered 
for rescue medication at the discretion of the Investigator.  The choice of rescue 
medication and dosing shall be determined by the Investigator. See Section 6.2.3.1 for 
more details. 

NOTE: Post-surgery visits should be scheduled so that IOP can be assessed within ± 2 hours 
of the time of IOP assessment on Visit 1.

NOTE: Post-surgery visits should be scheduled so that IOP can be assessed within ± 2 hours 
of the time of IOP assessment on Visit 1.



NOTE: Post-surgery visits should be scheduled so that IOP can be assessed within ± 2 hours 
of the time of IOP assessment on Visit 1.



6.2 Study Completion 



6.3 Concomitant Medications/Therapy 





Table 1: Permitted Therapies

Medication/Class of Drug Status

NOTE: Intraoperative use of topical antibiotics or other standard of care surgical
medications should be recorded in the source documentation only. Topical antibiotics 
used preoperatively or postoperatively should be recorded in the Concomitant 
Medications eCRF provided by the Sponsor.





Table 2: Disallowed Therapies

Medication/Class of Drug Status

Additionally, any medication the subject uses that the Investigator and/or Medical Monitor 
feels may interfere with subject safety or study parameters should be considered a 
disallowed medication.



6.4 Treatment Compliance 

6.5 Protocol Deviations 

7.0 ADVERSE EVENTS

7.1 Definition of Adverse Events



7.2 Definition of Serious Adverse Events 



with no associated SAE or 
complication necessitating prolonged stay

7.3 Reporting Adverse Events and Follow-up

Related:

Not Related:



Mild:

Moderate:

Severe:

7.4 Reporting Serious Adverse Events and Follow-up



7.5 Reporting Pregnancies and Follow-up

7.6 Submitting an Expedited Safety Report to the IRB (Central or Local)



8.0 STATISTICAL METHODS

8.1 Study Endpoints



8.2 Hypotheses

Family 1 of Hypotheses: Complete Resolution of AC Cells in the Study Eye at Visit 5

Family 2 of Hypotheses: Complete Resolution of Pain in the Study Eye at Visit 5



8.3 Sample Size



8.4 Study Populations 
Intent to Treat (ITT)

Per Protocol (PP)

Safety

8.5 Statistical Analysis

8.5.1.1 Efficacy Endpoint Analyses 

Analysis of Primary Efficacy Endpoints



Table 3: Bonferroni-based tree gatekeeping hypothesis structure

Family Null Hypothesis Serial Rejection Set Hypothesis Weight

Analysis of Secondary Efficacy Endpoints 



8.5.1.2 Safety Endpoint Analyses 

Biomicroscopy and Fundoscopy

Visual Acuity

IOP



8.5.1.3 Tolerability Endpoint Analyses 

Ocular Symptoms and Study Drug Sensation





9.0 DATA QUALITY ASSURANCE 

9.1 Study Monitoring



9.2 Source Documentation

9.3 Case Report Forms and Data Verification 

9.4 Recording of Data and Retention of Documents 



9.5 Auditing Procedures

9.6 Institutional Review Board/Ethics Committee Approval 



9.7 Publication of Results
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APPENDIX B: METHODS OF CLINICAL EVALUATION 

NOTE: Sites should use the same instrument and the same examiner when possible 
throughout the study. All ophthalmic assessments will be performed bilaterally.

1.0 OCULAR SYMPTOMS

The ocular symptoms of ocular pain, photophobia, itching, tearing, and ocular discharge are 
all to be graded by subjects using the following ordinal scales: 

Ocular Pain: A positive sensation of the eye, including foreign body sensation, stabbing, 
throbbing, or aching. 

Photophobia:



Itching:

Tearing:

Ocular Discharge:

2.0 STUDY DRUG SENSATION ASSESSMENT



3.0 VISUAL ACUITY 

4.0 OCULAR SIGNS

A. BIOMICROSCOPY

The methodology described below must be used by all investigators for evaluation and grading 
of anterior chamber ocular inflammation.  A subject cannot be enrolled into the study if there 
is presence of any cells at the screening visit in either eye. 

Cells: Assess accumulation of white blood cells in anterior aqueous humor; pigmented cells 
and red blood cells are to be ignored.



Flare:  Assess scattering of a slit lamp light beam when directed into the anterior chamber 
(Tyndall effect).

External Adnexa (Lids/Lashes): Assess erythema or edema of the external adnexa. In 
addition to erythema or edema, any other abnormality of the lid and lashes
that is observed will also be noted and graded according to the same 4-point 
grading scale. 

Ciliary Flush:  Assess external congestion of blood vessels surrounding the limbus. 

Conjunctival Chemosis: Assess swelling of the conjunctiva. 



Bulbar and Palpebral Conjunctival Injection: Assess redness and swelling from dilated 
blood vessels in the bulbar and palpebral conjunctiva. It is at the Investigator’s 
discretion whether the superior lid is inverted for assessing palpebral conjunctival 
injection; the same technique should be used for a given subject at each visit. 

Corneal Staining: Assess after the instillation of fluorescein; fluorescein can be instilled 
either from a strip or as a 2% solution. A Wratten gel barrier filter will 
be provided by Bausch + Lomb for evaluation of corneal staining within 
2-3 minutes after fluorescein instillation. The Wratten gel barrier filter 
must be used in the observation pathway when grading corneal staining,
in combination with a cobalt blue exciter filter.

Corneal Edema:  Assess degree of corneal edema.



Lens Status:  Assess condition of the lens in the study eye 

Hyphema:   Assess presence or absence of hyphema.

Posterior Synechiae:  Assess for presence of adhesions between the iris and the lens. 

Anterior Vitreous Haze: Assess degree of vitreous haze by slit lamp examination of the 
anterior face of vitreous body. 

Precipitates:  Assess for presence of precipitates on implant and cornea. 

Hypopyon:  Assess for presence of hypopyon. 



B. DILATED FUNDUS EXAMINATION

Retina, Macula, and Choroid:  Assess for abnormalities in the retina, macula and choroid. 

Optic Nerve:  Assess for abnormalities in the optic nerve.

Cup/Disc Ratio: Assess the cup/disc ratio according to the following scale. Additionally, 
provide an estimate of the cup/disc ratio to at least one significant decimal place.



5.0 INTRAOCULAR PRESSURE

Every attempt should be made to conduct the IOP measurement at approximately the same 
time of day for every visit.




