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1. Introduction 
The purpose of this statistical analysis plan (SAP) is to describe the planned analyses and reporting for 

protocol ADX-102-AC-008, Version 1.0 dated 15FEB2018. 

This SAP is being written with due consideration of the recommendations outlined in the most recent 

International Conference on Harmonisation (ICH) E9 Guideline entitled Guidance for Industry: Statistical 

Principles for Clinical Trials and the most recent ICH E3 Guideline, entitled Guidance for Industry: 

Structure and Content of Clinical Study Reports. 

This SAP describes the data that will be analyzed and the subject characteristics, efficacy, and safety 

assessments that will be evaluated. This SAP provides details of the specific statistical methods that will 

be used. The statistical analysis methods presented in this document will supersede the statistical 

analysis methods described in the clinical protocol. If additional analyses are required to supplement 

the planned analyses described in this SAP, they may be completed as post-hoc analyses and will be 

identified as such in the clinical study report. 

2. Study Objectives 
The objective of this study is to evaluate the safety and efficacy of Reproxalap Ophthalmic Solutions 

(0.25% and 0.5%) compared to Vehicle Ophthalmic Solution for the treatment of ocular itching 

associated with acute allergic conjunctivitis. 

3. Study Design and Procedures 
3.1 General Study Design 

This is a multi-center, double-masked, randomized, parallel-group, vehicle-controlled Phase 3 clinical 

trial will enroll approximately  to evaluate the safety and efficacy of Reproxalap Ophthalmic 

Solutions (0.25% and 0.5%) compared to Vehicle Ophthalmic Solution for the treatment of ocular itching 

associated with acute (seasonal) allergic conjunctivitis.  

The trial will be comprised of  

 

 

Subjects who meet the entry 

criteria for itching and redness response  

 to receive bilateral administration of either Reproxalap Ophthalmic 

Solution 0.25%, Reproxalap Ophthalmic Solution 0.5%, or Vehicle Ophthalmic Solution.  
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• Adverse Events (AE) (reported, elicited, and observed); 

• Visual Acuity (VA)  

 

• Slit-lamp Biomicroscopy; 

• Intraocular Pressure (IOP); 

• Dilated Fundoscopy; 

• Conjunctival Redness. 

4.5 Statistical Hypotheses 
The null and alternative hypotheses, based on the primary and key secondary efficacy endpoints, are 

as follows: 

 

 

  

 

 

  

 

 

 

 

 

 

 

 

 

 

To control the overall Type I error rate,  

 

5. Study Treatments 
The study consists of three treatment arms:  

• Reproxalap Ophthalmic Solution 0.25%; 

• Reproxalap Ophthalmic Solution 0.5%; 
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• Vehicle Ophthalmic Solution. 

5.1 Method of Assigning Subjects to Treatment Groups 
All subjects screened for the trial who sign an informed consent form will be assigned a 3-digit screening 

number that will be entered in the Screening and Enrollment Log. Screening numbers will be assigned 

in a sequential order beginning with 001. Randomization will be used to avoid bias in the assignment of 

subjects to treatments, to increase the likelihood that known and unknown subject attributes  

  

 

Once a subject meets all qualification criteria  they will be enrolled and randomly 

assigned to masked treatment  

. Subjects will be assigned 

the lowest 4-digit randomization number available at the investigative site within the appropriate stratum. 

 

 

  

5.2 Masking and Unmasking 
When medically necessary, the investigator may need to determine what treatment has been assigned 

to a subject. The investigator should make every effort to contact Ora to discuss the subject’s emergency 

situation and the need to unmask a trial subject prior to unmasking IP. 

If the investigator determines that emergency unmasking is necessary, the investigator should identify 

the given subject’s trial drug kit, which contains a scratch-off laminate under which the treatment is 

identified along with the associated lot number. In order to unmask, the investigator should scratch off 

the laminate, using a flat object and applying pressure, to reveal the treatment assigned for that subject. 

The emergency unmasking should be performed by the designated site personnel. The investigator 

must also indicate in source documents and in the electronic case report form (eCRF) that the mask 

was broken and provide the date, time, and reason for breaking the mask. Any AE or serious AE (SAE) 

associated with breaking the mask must be recorded and reported as specified in this protocol. The 

investigator has the responsibility to contact Ora within 24 hours of breaking the blind. 

If treatment assignment is unmasked, the IP will be discontinued immediately, and the subject will be 

discontinued from the trial. 

6. Sample Size and Power Considerations 
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7. Data Preparation 
All reported study data will be recorded on the eCRFs supplied by SDC .  Only the 

Principal Investigator and authorized study staff according to the Delegation of Responsibilities log are 

entitled to make entries in the eCRF.   

After data are entered into the clinical study database, electronic edit checks and data review will be 

performed.  All data validation specifications and procedures are detailed in the Data Validation Manual 

as a separate document.  When the database has been declared to be complete and accurate, the 

database will be locked.  Any changes to the database after data have been locked can only be made 

with the approval of the Sponsor and Ora in consultation with SDC.  

All analyses outlined in this document will be carried out after the following have occurred: 

•  
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8. Analysis Populations 
8.1 Intent-to-Treat 

The Intent-to-Treat (ITT) population consists of  

 

 

8.2 Per-Protocol 
The Per-Protocol (PP) population is  

 

. 

8.3 Safety 
The Safety population includes  

 

 

9. General Statistical Considerations 
9.1 Unit of Analysis 

 

 

 

 

 

 

 

9.2 Missing or Inconclusive Data Handling 
The primary analysis of ocular itching will be conducted  
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. 

Subject listings will be provided  

. 

Protocol violations will be summarized  

 

 

 

 

 A subject listing will be provided  

 

 

11. Demographic and Pretreatment Variables 
11.1 Demographic Variables 

The demographic variables collected   

 

 

 

 

 

 

 

 

 

 

A subject listing that includes all demographic variables will be provided. 

11.2 Pretreatment Variables 
 

 

will be provided in a subject listing. 
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14.2 Secondary Analyses 
14.2.1 Ocular Itching Responders Analysis 
The key secondary efficacy endpoint  
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15.1 Adverse Events/Adverse Drug Reactions 
AEs, SAEs and adverse drug reactions are defined in the study protocol. All AEs will be coded using 

MedDRA 21.0. Treatment-emergent adverse events (TEAEs) are defined as any event that occurs or 

worsens on or after the day that randomized study treatment is initiated.   

Relationship to IP 

The relationship of each AE to the IP should be determined by the investigator using the following 

categories: 

• Not related; 

• Unlikely to be related; 

• Possibly related; 

• Probably related;  

• Definitely related. 

 

 

 

Severity 

Severity will be classified as mild, moderate or severe. Missing severity for AEs and TEAEs will be 

counted as ‘Severe’.  

•  
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•  

  

  

  

  

Subject listings will be provided for all AEs, SAEs, AEs leading to death, and AEs leading to study 

treatment discontinuation. 

15.2 Visual Acuity  
VA will be measured  

 

 

 

 

Results for VA will be presented in a data listing.  

15.3 Slit-Lamp Biomicroscopy Examination 
A slit-lamp biomicroscopy examination will be performed  
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A subject listing of the slit-lamp biomicroscopy parameters will also be produced. 

15.4 Intraocular Pressure  
IOP will be measured  

 

 

 

 IOP will be listed for each eye at each visit. 

15.5 Dilated Fundoscopy Examination 
Dilated fundus examinations will be performed  

 

  

  

  

  

   

   

 

 

 Results will be listed for both eyes at each visit. 

15.6 Conjunctival Redness 
Conjunctival redness will be assessed  

 

 

 

 

 

 

 

 

 

 












