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Table 2. Schedule of Visits and Measurements 
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4. Study Treatments 

4.1 Method of Assigning Subjects to Treatment Arms 

Before the initiation of study run-in at Visit 1 (Day -14), each subject who provides written and informed 

consent will be assigned to a screening number. All screening numbers will be assigned in strict 

numerical sequence at a site and no numbers will be skipped or omitted. Each subject who meets all 

the inclusion and none of the exclusion criteria at Visit 1 (Day -14) and Visit 2 (Day 1) will be assigned 

a randomization number at the end of Visit 2 (Day 1). The Interactive Web Response System (IWRS) 

will be used to assign all randomization numbers. 

 

 

 

 

 

 

Randomization and kit numbers will be assigned automatically to each subject as they are entered into 

the IWRS. 

The site staff will dispense kit(s) required until the next visit. Both the randomization number and the 

dispensed study drug kit number(s) will be recorded on the subject’s source document and electronic 

case report form (eCRF). The Sponsor, investigators, and study staff will be masked during the 

randomization process and throughout the study.  

4.2 Masking and Unmasking 

All subjects, investigators, and study personnel involved with the conduct of the study will be masked 

with regard to study drug treatment assignments. When medically necessary, the investigator may need 

to determine what treatment has been assigned to a subject. When possible (i.e., in non-emergent 

situations), Ora and/or the Sponsor should be notified before unmasking IP. Ora and/or the study 

Sponsor must be informed immediately about any unmasking event. 

If an investigator identifies a medical need for unmasking the treatment assignment of a subject, he/she 

should contact Ora and/or the medical monitor prior to unmasking the identity of the IP, if possible. Ora 

will ask the site to complete and send them the Unmasking Request Form. Ora will notify Aldeyra and 

jointly will determine if the unmasking request should be granted. They may consult the medical monitor 
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as needed. The result of the request will be documented on the Unmasking Request Form. If approval 

is granted to unmask a subject, written permission via the Unmasking Request Form will be provided to 

the investigator. The investigator will unmask the subject using IWRS. The investigator will complete the 

Unmasking Memo form and include it in the subject’s study file and provide a copy for the TMF (Trial 

Master File). For each unmasked request, the reason, date, signature, and name of the person who 

unmasked the subject, must be noted in the subject’s study file. 

Unmasked subjects will be discontinued from the study. 

5. Sample Size and Power Considerations 

Based on the results of a Phase 2b clinical trial 

 

 

 

 

 

 

 

6. Data Preparation 

Electronic Case Report Forms (eCRF) will be developed by Statistics & Data Corporation, Incorporated 

(SDC). Unless otherwise specified by Aldeyra, the eCRFs will follow SDTM standards. Data from source 

documents will be entered into the eCRF by site personnel.  

The clinical study database will be developed and tested in   

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 Aldeyra 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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•  

 

7. Analysis Populations 

7.1 Intent-to-Treat 

Intent-to-Treat Population:  

 

  

•  

 

  

  

7.2 Per Protocol 

Per-Protocol Population:  

 

 

  

  

 

  

  

7.3 Safety 

Safety Population:  

  

8. General Statistical Considerations 

8.1 Unit of Analysis 

Safety endpoints will be analyzed  
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8.5 Adjustments for Multiplicity 

 

 

   

 
 

 

 
 

 

 
 

 

9. Disposition of Subjects 
Subject disposition will be presented  
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•  

  

  

 

 

 

  

 

 

 

 

  

A subject listing of dosing compliance and study drug accountability will also be produced. 

A subject listing of run-in, run-in instillation, and run-in replacement will be provided as well as study 

drug assignment, instillation, and replacement. 

12.2 Treatment Exposure 

Extent of treatment exposure for completed or discontinued subjects will be calculated  

 

 

 

 

 

 

  

Subject listings of  study drug exposure and dosing compliance will be produced. 

13. Efficacy Analyses 
13.1 Primary Analysis 

The primary endpoint is  
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The primary endpoint will be described in subject listings. 

13.1.1  OCULAR DRYNESS SCORE 
The subject will be asked to subjectively rate their ocular dryness  
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13.2.1 FLUORESCEIN NASAL STAINING FROM WEEK 1 TO WEEK 6 
Fluorescein nasal staining will be graded using the Ora Calibra® Corneal and Conjunctival Staining 

Scale  
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13.3.7 FLUORESCEIN NASAL STAINING        
 

Visit-based data will be summarized  

 

  

 

 

 

 

 

 

 

 

 

 

 

 

 

  

 

 

13.3.8 DRYNESS FROM THE ORA CALIBRA® OCULAR DISCOMFORT & 4-SYMPTOM QUESTIONNAIRE  
    

Visit-based data will be summarized  
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14. Exploratory Analyses 
Exploratory efficacy variables will be summarized  
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14.1.8 TEAR FILM BREAK-UP TIME 
The TFBUT will be recorded  
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15. Safety Analyses 
All safety analyses will be conducted using the Safety population. 

15.1 Adverse Events 

An AE is defined as any untoward medical occurrence associated with the use of an IP in humans, 

whether or not considered IP-related. An AE can be any unfavorable and unintended sign (e.g., an 

abnormal laboratory finding), symptom, or disease temporally associated with the use of an IP, without 

any judgment about causality. An AE can arise from any use of the IP (e.g., off-label use, use in 

combination with another drug or medical device) and from any route of administration, formulation, or 

dose, including an overdose.  

All AEs will be coded using the MedDRA 22.0.  

Treatment-emergent adverse events (TEAE) are defined as any event that occurs or worsens on or after 

the day that randomized study treatment is initiated. Adverse events recorded in the eCRF which began 

prior to treatment will not be included in the summary tables but will be included in the AE data listings. 

An overall summary will be presented that includes the number and percentage of subjects who 

experienced at least one AEs, ocular AEs, non-ocular AEs, SAEs, AEs by maximal severity, AEs by 

relationship to study drug, AEs leading to treatment discontinuation, and AEs resulting in death by 

treatment arm for the Safety population. In addition, overall TEAEs and the number and percentage of 

subjects who experienced at least one TEAE, ocular TEAEs, non-ocular TEAEs, TE-SAEs, TEAEs by 
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maximal severity, TEAEs by relationship to study drug, TEAEs leading to treatment discontinuation, and 

TEAEs resulting in death by treatment arm for the Safety population.  

Separate summaries will be provided for the following categories of AEs:  

• Ocular AEs by SOC and PT 

• Non-ocular AEs by SOC and PT 

• Ocular TEAEs by SOC and PT 

• Non-ocular TEAEs by SOC and PT 

• Ocular TEAEs by SOC, PT, and maximal severity  

• Non-ocular TEAEs by SOC, PT, and maximal severity  

• Ocular TEAEs by SOC, PT, and strongest relationship to study drug 

• Non-ocular TEAEs by SOC, PT, and strongest relationship to study drug 

• Ocular TEAEs by SOC, PT, maximal severity, and strongest relationship to study drug 

• Non-ocular TEAEs by SOC, PT, maximal severity, and strongest relationship to study drug 

• TEAEs That Led to Premature Discontinuation 

• SAEs 

Adverse Events and TEAEs will be summarized using discrete summary statistics and presented by 

treatment arm and all subjects for the the Safety population. If a subject reports the same PT multiple 

times within the same SOC, that PT will only be reported once within that SOC. As with the PT, if a 

subject reports multiple conditions within the same SOC, that SOC will only be reported once. In the 

summary, SOC will be listed in ascending alphabetical order; PTs will be listed in order of descending 

frequency for all subjects within each SOC.  

Severity of an AE is defined as a qualitative assessment of the degree of intensity of an AE as 

determined by the investigator or reported to him/her by the subject. The assessment of severity is made 

irrespective of relationship to IP or seriousness of the event and should be evaluated according to the 

following scale: 

• Mild: Event is noticeable to the subject, but is easily tolerated and does not interfere with the 

subject’s daily activities. 

• Moderate: Event is bothersome, possibly requiring additional therapy, and may interfere with 

the subject’s daily activities. 

• Severe: Event is intolerable, necessitates additional therapy or alteration of therapy, and 

interferes with the subject’s daily activities. 

Subjects experiencing more than one AE within a given SOC or PT are counted once within that SOC 

or PT for the maximal severity. 


























