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4. General Statistical Considerations

Statistical analysis will be performed using SAS software (Version 9.4, SAS/STAT 15.2). 
Continuous variables will be summarized using the mean, the standard deviation (SD), 
median, Quartile 1 (Q1), Quartile 3 (Q3), minimum value, and maximum value. Categorical 
variables will be summarized using frequency and percentages. Unless otherwise noted, the 
denominator to determine the percentage of participants in each category will be based on 
the number of participants with available data. Selected ordinal data may be summarized 
using both descriptive statistics and frequencies and percentages of participants in each 
category, as appropriate. Data will be listed in data listings. 

All statistical tests will be 2-sided and performed using a 0.05 significance level, leading to 
95% (2-sided) Confidence Intervals (CIs). P-values less than 0.0001 will be presented as 
'<0.0001' and p-values = 1 will be presented as '>0.9999' in all tables. 

Number of patients, minimums, and maximums will be calculated to the same number of 
decimal places as the source data. Means, medians, and quartiles will be calculated to one 
more decimal place than the source data. SDs, standard errors, and CIs will be calculated to 
two more decimals than the source data. Percentages will be calculated to the nearest one 
decimal place. Zero count cells will be displayed as “0” with percentage of (0%).  

With regard to multiplicity caused by the 2 primary endpoints, Holm’s method (Holm 1979) 
will be utilized. First, an endpoint with a smaller p-value will be tested at alpha=0.025 
(two-sided). If the first test is significant, another endpoint will be tested at alpha=0.05 
(two-sided). Otherwise, the second test will not be performed. Key secondary efficacy 
endpoint will be tested at alpha=0.05 (two-sided) if primary endpoints are both significant 
at alpha=0.05. The other secondary efficacy endpoints will be tested in order by fixed 
sequence method if the key secondary endpoint is significant. 

The investigator will select the study eye, and this selection will be used in the final 
analysis even if the fellow eye is found to qualify and be worst. 

All efficacy analyses will only be presented for the study eye. 

Numeric data may be recorded at limits of detection (with a ‘<’ or ‘>’ sign, i.e. < 0.1 or > 
0.1). To summarize the data, the original value below a limit of detection will be converted 
to one half of the reported limit if it is a biological molecule, 0 otherwise. Values above a 
limit of detection will be reported at the limit. The actual values will be presented in the data 
listings. 
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4.1. Sample Size 

The parameters to be needed for the calculation of sample size were estimated from the 
previous Phase 2 study (K-161-2.01US). In order to take intercurrent events (ICEs) into 
account, 4 different patient patterns are considered: (1) patients who were assigned to K-161 

  and had an ICE, (2) patients who were assigned to K-161   and did not 
have an ICE, (3) patients who were assigned to vehicle and had an ICE, and (4) patients who 
were assigned to vehicle and did not have an ICE. 

Regarding EDS (VAS), a population mean in each pattern is assumed as follows: 

Table 1: Intercurrent Event Estimates 

Assigned Treatment Intercurrent Event 
Not Occurred Occurred 

K-161   (1) -10.0 (2)   -3.6 
Vehicle (3)   -3.6 (4)   -3.6 

A common variance, 431.2, and a common ICE occurrence rate, 8%, are assumed among 
the patterns. In order for EDS (VAS) to have at least 90% power when Holm’s method is 
applied, i.e., in order to have 90% probability that EDS (VAS) is statistically significant 
when an alpha is set to 0.025 (two-sided), 310 patients/arm will be needed. 

4.2. Targeted Estimand 
The summary of the targeted estimand is as follows: 

Treatment Condition 
Treatment condition based on the assigned treatment group. 

Population 
DED patients based on the Inclusion and Exclusion criteria of the study. 

Variable 
Change from baseline to Day 85 in conjunctival sum fluorescein staining score and 
EDS (VAS) including measurements after ICEs (i.e., treatment policy strategy). 
Potential ICEs of the study are as follows: 

• Discontinuation of the study treatment due to an AE 

• Discontinuation of the study treatment due to lack of efficacy 
Population-level Summary 
   Difference in means between the two treatment conditions. 
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4.4.3. Safety Population in the 12-week Primary Period 
Safety Population (SP) in the 12-week Primary Period (SP12) will include all randomized 
patients who have received at least 1 dose of double-masked study treatment. Analyses 
will be presented by actual treatment received. 

4.4.4. Full Analysis Set in the 52-week Overall Period 
FAS in the 52-week Overall Period (FAS52) will include the randomized patients who are 
assigned into the 52-week Overall Period and received at least 1 dose of double-masked 
study treatment. Patients will be analysed according to their randomized treatment group, 
regardless of whether they adhere to their assigned treatment. 

4.4.5. Safety Population in the 52-week Overall Period 

SP in the 52-week Period (SP52) will include randomized patients for the 52-week Overall 
Period and who had at least 1 dose of double-masked study treatment. Analyses will be 
presented by actual treatment received. 

4.5. Assessment Windows and Time Periods 

4.5.1. Study Day 

When study day is used for display or in comparisons the following algorithm will be used: 

 study day = date of assessment - Day 1 +1, if date of assessment ≥ Day 1.
 study day = date of assessment - Day 1, if date of assessment < Day 1.

Note that the day before Day 1 is Day -1 (for analysis, there is no Day 0 for study day). 

4.5.2. Visit Windows for Analysis 

Visit windows will be defined for by-visit summary and analysis purposes. Summary data 
(such as AEs and concomitant medications) that are not reported by visit will not use visit 
windows.  

Scheduled, unscheduled, and early termination visits will be considered as valid assessments 
for analysis.  Visit labels will be assigned to each post-baseline record based on the windows 
for study day relative to the date of first dose of double-masked study drug. If an assessment 
at Day 1 is missing, the closest visit with non-missing assessment on or before the date of 
first dose of double-masked study drug will be used as baseline. All analyses will be based 
on the analysis visit windows in Table 2. If there are multiple valid assessments within a 
time window, the assessment which occurs closest to the target day will be used in the 
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analysis. If there are multiple valid assessments with the same difference from the target day, 
the latest assessment will be used in the analysis.  

Table 2: Analysis Visit Windows 

Analysis Visit Window 

Analysis Visit 
12-week Primary Period
Patients / Total Patients

52-week Overall Period
Patients 

Day -14 Nominal Visit Nominal Visit 
Day 1 Nominal Visit Nominal Visit 
Baseline  Most recent measurement up 

to and including day 1 
 Most recent measurement 
up to and including day 1 

Day 15 2 to 22 Days 2 to 22 Days 
Day 29 23 to 43 Days 23 to 43 Days 
Day 57 44 to 71 Days 44 to 71 Days 
Day 85 72 to 92 Days 

 
72 to 127 Days 

 Day 99 93 to 105 Days N/A 
Day 169 N/A 128 to 211 Days 
Day 253 N/A 212 to 309 Days 
Day 365 N/A 310 to 372 Days 
Day 379 N/A 373 to 385 Days 

4.5.3. Time Periods 
Data may be summarized for different time periods according to whether 12-week Primary 
Period Patients, 52-week Overall Period Patients, or Total patients are summarized. For 
data collected at the study sites for individual assessments and summarized for FAS12, 
PPS12, or SP12, data will be summarized through the Day 85 window. For FAS52 or 
SP52, data for assessments will be summarized through the Day 379 window.  

Event data will not be summarized according to the data windows above. This includes 
data for protocol deviations, concomitant medications and procedures, ICEs, and AEs. 
Data summarized for FAS12, PPS12, or SP12 will be summarized for the following period: 

• 12-week Primary Period
o Through study day 85 for 52-week Overall Period Patients;
o Through the end of the study for 12-week Primary Period Patients

(including data at and after Day 99 visit, if appropriate).

For FAS52 or SP52, data will be summarized according to 3 different time periods: 
• 52-week Overall Period, through the end of the study (including all

available data);
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• 12-week Primary Period, through study day 85; 
• 40-week Extension Period, from study day 86 through the end of the study 

(including all available data). 
 
Periods for event data will be labeled for analysis populations FAS52 or SP52 in the 
analyses. The single period for event data will not be labeled beyond the labels used for 
FAS12, PPS12, or SP12. 
 
Windowing for study drug dosing and compliance is discussed in Section 7.7. 

5. Patient Disposition 

5.1. Disposition 

Enrollment by site and country will be presented for 52-week Overall Period Patients, 12-
week Primary Period Patients, and All Patients. 

Disposition will be summarized by treatment for 52-week Overall Period Patients, 12-week 
Primary Period Patients, and All Patients. The counts and percentages of patients who 
receive study treatment will be presented. The study completion status of patients will be 
presented and the reasons for withdrawal from the study will be presented for patients who 
withdraw. Study completion status for 52-week Overall Period Patients will also be 
presented by Primary and Extension Periods. Primary Period includes visits through Visit 6 
and Extension Period includes visits after Visit 6. Withdrawals will be summarized to the 
period in which they occur. Patients are assumed to be ongoing in the Primary Period if they 
did not withdraw. Patients are assumed to be ongoing unless they complete or withdraw the 
study in the Extension Period. The treatment completion status of patients will be presented 
and the reasons for study drug discontinuation will be presented for patients who do not 
complete treatment. The counts and percentages of patients who attend each study visit will 
be summarized. All percentages within the patient disposition summary will be based on the 
number of patients randomized in each treatment group within the appropriate patient 
population or overall. All percentages within the treatment disposition summary will be 
based on number of patients randomized who received at least 1 dose of double-masked 
study therapy.  For reason for study withdrawal, percentages will be based on the number of 
patients who withdrew from the study. For treatment completion status, percentages are 
based on number of patients randomized who received at least one dose of double-masked 
study therapy. For reason for study drug discontinuation, percentages are based on the 
number of patients who discontinued study drug.  

The count and percentage of patients who screen failed will be summarized out of patients 
who consented to the study. Reasons for screen failure will be presented for patients who 
screen failed.  
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Patient and treatment disposition data will be listed. Screen failures will also be listed in the 
data listing. 

5.2. Protocol Deviations 

Protocol deviations will be tracked by the clinical team on an ongoing basis and will be 
recorded within the EDC. 

Patients with protocol deviations will be tabulated for each treatment group and overall for 
the 12-week Primary Period for FAS12 and for the 52-week Overall Period, 12-week 
Primary Period, and 40-week Extension Period for FAS52. All percentages will be based on 
the number of patients in each treatment group or overall. All deviations will be listed by 
patient. Protocol deviations will be finalized prior to database lock. 

5.3. Intercurrent Events  

Patients with protocol deviations will be tabulated for each treatment group and overall for 
the 12-week Primary Period for FAS12 and for the 52-week Overall Period, 12-week 
Primary Period, and 40-week Extension Period for FAS52. Possible ICEs include: 

• Discontinuation of the study treatment due to an AE, whether by investigator (e.g., 
“Adverse event, in the opinion of the investigator”) or the patient (e.g., “Patient 
request, Adverse event”); 

• Discontinuation of the study treatment due to lack of efficacy, whether by the 
investigator (e.g., “Lack of efficacy, as judged by the investigator”) or the patient 
(e.g., “Patient request, Lack of efficacy”). 

6. Demographics and Baseline Characteristics 

6.1. Demographics 

Demographic information and baseline characteristics collected at Screening will be 
summarized for the FAS12, PPS12, FAS52, SP12, and SP52. Continuous variables include 
age (years) will be summarized using descriptive statistics for each treatment group and 
overall. The following categorical variables will be summarized by reporting the number 
and percentage of patients in each category for each treatment group and overall.  

• Sex (Male, Female) 
• Age (<65, ≥65) and (<65, 65-84, ≥85) 
• Sex × Age (Male <65, Male ≥65, Female <65, Female ≥65) 
• Ethnicity (Hispanic, Latino/a, or Spanish origin, Not Hispanic, Latino/a, or Spanish 

origin, Not Reported, Unknown) 
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• Hispanic, Latino/a, or Spanish Origin (Mexican, Mexican American, Chicana/o; 
Puerto Rican; Cuban; Other; Multiple) 

• Race (White, Black or African American, Asian, American Indian or Alaska Native, 
Asian Indian, Chinese, Filipino, Japanese, Korean, Vietnamese, Other Asian, Native 
Hawaiian, Guamanian or Chamorro, Samoan, Other Pacific Islander, Not Reported, 
Unknown, Other, and Multiple) 

• Iris color of study eye (Brown, Blue, Hazel, Grey, Green, Black, Other) 
• Study eye [Oculus Dexter (OD) or Oculus Sinister (OS)] 
• Status of Smoking (Never, Current, Former) 
• Status of Vaping (Never, Current, Former) 
• Alcohol Use Occurrence (Never, Current, Former) 

Percentages will be based on the total number of patients in the FAS12, FAS52, SP12, and 
SP52. Percentages of individual ethnicities are out of patients of Hispanic, Latino/a, or 
Spanish Origin. 

All demographic and baseline characteristics will be listed.  

6.2. Dry Eye, Medical, and Surgical History 

6.2.1. Dry Eye History 
Dry eye history is captured in the electronic case report form (eCRF). Duration of dry eye 
years will be summarized descriptively using SP12 and SP52. The frequency and 
percentage of patients with specific features of dry eye will be summarized by treatment 
group and overall using the SP12 and SP52. 
 
Dry Eye duration will be calculated in years as (consent date – start date + 1) / 365.25. 
 
In case of a partial start date of DED: 

• If the start date is missing entirely, it will be left missing. 
• If the year is present and the month is missing, then the month will be set to January. 
• If the month and year are present and the day is missing, then the day will be set to 

the first day of month. 

6.2.2. Medical History 

Ocular and non-ocular medical histories will be captured in the eCRF.  The investigator will 
record the verbatim term, start date, and stop date (or continuing).  For ocular medical 
history, the investigator will also record the eye [right eye (OD), left eye (OS), both eyes 
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(OU)]. Medical history will be coded using the Medical Dictionary for Regulatory Activities 
(MedDRA) Version 25.0.  

The frequency and percentage of patients with any medical history will be summarized by 
treatment group and overall using SP12 and SP52. System organ class (SOC) will be sorted 
alphabetically and preferred term (PT) within each SOC will be sorted by overall descending 
order of frequency according to the following rules in order: 

• Descending frequency within K-161  
• Descending frequency within vehicle;
• PT in alphabetical order.

Medical history will include both the ocular and the general (non-ocular) history. Ocular 
medical history and general (non-ocular) medical histories will be summarized separately. 
Ocular and non-ocular medical histories will be identified according to whether eye is 
specified or not. Ocular medical history will be summarized for either eye. 

6.2.3. Surgical History 

Ocular and non-ocular surgical histories are captured in the eCRF.  The investigator will 
record the verbatim term and surgical date.  For ocular surgical history, the investigator will 
also record the eye (OD, OS, OU). Surgical history will be coded using the MedDRA 
Version 25.0.  

The frequency and percentage of patients with any surgical history will be summarized by 
treatment group using SP12 and SP52. SOC will be sorted alphabetically, and PT within 
each SOC will be sorted by overall descending order of frequency according to the following 
rules in order: 

• Descending frequency within K-161  
• Descending frequency within vehicle;
• PT in alphabetical order.

Surgical history will include both the ocular and the general (non-ocular) history. Ocular 
surgical history and general (non-ocular) surgical history will be summarized separately. 
Ocular and non-ocular surgical history are identified according to whether eye is specified 
or not. Ocular surgical history will be summarized for either eye. 
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6.3. Inclusion and Exclusion Criteria 

Inclusion and exclusion criteria deviations noted in the eCRF will be presented in a data 
listing. A summary table of inclusion and exclusion criteria that were not met will be 
presented for screen failures. 

7. Treatments and Medications 

7.1. Prior Medications and Concomitant Medications 

The investigator must record the use of all concomitant medications and any historical use 
of  before Visit 1, both dispensed and over-the-counter (OTC), in the eCRF 
along with the reason the medication was taken. This includes drugs used on a chronic and 
as-needed basis. Patients must be discouraged from starting any new medication, both 
dispensed and OTC, without consulting the investigator, unless the new medication is 
required for emergency use.  

Prior and concomitant medications will be coded using the World Health Organization Drug 
Dictionary (WHO Drug) (B3 WHO Drug Global Mar 2022 or later) for anatomical 
therapeutic chemical (ATC) classification and preferred drug name. 
The frequency and percentage of patients with coded medications will be summarized by 
treatment group using SP12 and SP52. Coded medications will be tabulated separately for 
the 52-week Overall Period, 12-week Primary Period, and 40-week Extension Period for 
SP52. A patient who used multiple medications will be counted only once for each ATC and 
preferred drug name. Therapeutic Subgroup will be sorted alphabetically, and preferred 
name will be sorted by descending frequency overall within each Level 3 term according to:  
 

1. Descending frequency within K-161   
2. Descending frequency within vehicle;  
3. PT in alphabetical order. 

Prior medications are defined as any medications that started and stopped prior to the first 
dose of double-masked study drug. Concomitant medications are defined as any medications 
that (1) start prior to the first dose of double-masked study drug and stop or are ongoing at 
or after the date of first dose of double-masked study drug; or (2) start at or after the first 
dose of double-masked study drug. Medications taken after a patient’s last visit or 
withdrawal from the study are not considered concomitant. 

Partial or missing medication stop dates for medications that are not ongoing will be handled 
as follows: 
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surgery/procedure that starts at or after the first dose of double-masked study drug. Date 
imputation will be performed in a manner consistent with what was described in 7.1 Prior 
Medications and Concomitant Medications. Concomitant surgeries/procedures will be 
tabulated for each treatment group and overall for the 12-week Primary Period for SP12 
and for the 52-week Overall Period, 12-week Primary Period, and 40-week Extension 
Period for SP52.  

7.5. Rescue Surgeries/Procedures 
The subset of surgeries/procedures that are determined to be rescue surgeries/procedures 
for the signs and symptoms of DED will be summarized in a manner similar to 
surgeries/procedures. 

7.6. Concomitant Devices 
Concomitant devices will be presented in a listing. Rescue status for the signs and 
symptoms of DED will be listed. 

7.7. Study Treatments 

7.7.1. Extent of Exposure  

Descriptive statistics for the study treatment exposure (number of instillations and duration 
of treatment) and compliance will be provided by treatment group and overall and tabulated 
separately for the 12-week Primary Period for SP12 and the 52-week Overall Period, 12-
week Primary Period, and 40-week Extension Period for SP52. Duration of exposure will be 
calculated in days as the (date of last dose – date of first dose + 1). For exposure for the 12-
week Primary Period, 52-week Overall Period Patients will use the Visit 6 date – 1 as their 
last dose date if they have not already discontinued study drug. Duration for the 40-week 
Extension Period will be computed as last dose date minus Visit 6 date + 1 for 52-week 
Overall Period Patients. 

Frequency and percentages of patients in the following exposure categories will be 
summarized for SP12: 

• <1 week
• 1 to ≤ 4 weeks
• >4 to ≤ 8 weeks
• >8 to ≤ 12 weeks
• >12 weeks
• Overall

o 1 to ≤ 12 weeks.



Kowa Research Institute, Inc.      Statistical Analysis Plan, Version 1.0 
K-161-3.01 Date Issued: 2023-05-23 

 26 

Frequency and percentages of patients in the following exposure categories will be 
summarized for SP52: 

• <1 week
• 1 to ≤ 4 weeks
• >4 to ≤ 8 weeks
• >8 to ≤ 12 weeks
• >12 to ≤ 24 weeks
• >24 to ≤ 36 weeks
• >36 to ≤ 52 weeks
• >52 weeks
• Overall

o 1 to ≤ 12 weeks
o >12 to ≤ 52 weeks
o 1 to ≤ 52 weeks.

7.7.2. Treatment Compliance and Modifications 

Percent compliance will be calculated as: 

total assumed number of study drug instillations
planned number of instillations

× 100 

for SP12 and SP52. 

To calculate the planned number of instillations, the following scenarios are considered: 

• For all study days, the total number of study drug instillations is the number of
dispensed vials minus the number of unused vials reported on the Study Drug
Dispensation and Accountability eCRF.

• For all study days, the number of planned instillations will be 2 doses.
• 12-week Primary Period Patients will not be dosed on Day 85 (Visit 6). Duration of

exposure for patients who complete this phase will generally be (Visit 6 date – 1) –
Visit 2 date + 1.

• 52-week Overall Period Patients will not be dosed on Day 365 (Visit 9). Duration of
exposure for patients who complete this phase will generally be (Visit 9 date – 1) –
Visit 2 date + 1.

• Patients who discontinue dosing early (dates do not correspond to Visit 6 or 9) will
include both doses in the planned number of doses on the last date of dosing.

• Patients will be considered compliant with study treatment if the calculated percent
compliance is between 80% and 125%, inclusive.
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Summaries for run-in medication will be similarly presented, except that exposure categories 
will not be included. Compliance for run-in medication will be calculated in a similar manner 
as above. Patients are expected to dose  daily from Visit 1 (inclusive) up to the date prior 
to Visit 2 (inclusive). Duration will generally be calculated as Visit 2 – Visit 1. 

A by-patient listing will be presented for the study treatment exposure and compliance, as 
well as drug accountability. 

8. Efficacy Analysis 

The FAS12 will be the primary analysis set for efficacy analyses. Separate efficacy analyses 
will be presented by the FAS52 if appropriate. Efficacy analyses will only be presented for 
the study eye. Primary efficacy endpoints will also be analyzed using PPS12. 
 
Summary statistics will be calculated for the observed values and change from baseline for 
the primary endpoints through Day 85 for FAS12 and through Day 365 for FAS52. The 
changes from baseline will be analyzed using MMRM models. This analysis will also be 
performed using PPS12. Imputation methods are described below. 
 

8.1. Primary Efficacy Endpoints 

8.1.1. Notation 

𝑖𝑖 Patient (𝑖𝑖 = 1, … ,𝑛𝑛𝑗𝑗) 
𝑗𝑗 Treatment group (𝑗𝑗 = 1, … , 𝐽𝐽) 
𝑘𝑘 ICE status (𝑘𝑘 = 1, … ,𝐾𝐾) 
𝑛𝑛𝑗𝑗  The number of patients for treatment group 𝑗𝑗 
𝑡𝑡 Time point (𝑡𝑡 = 1, … ,𝑇𝑇) 
𝑦𝑦𝑖𝑖𝑖𝑖𝑖𝑖 Response variable for patient 𝑖𝑖 within treatment group 𝑗𝑗 at time point 𝑡𝑡 
𝑑𝑑𝑖𝑖𝑖𝑖𝑖𝑖 Change from baseline to time point 𝑡𝑡 for patient 𝑖𝑖 within treatment group 𝑗𝑗 

(𝑑𝑑𝑖𝑖𝑖𝑖𝑖𝑖 = 𝑦𝑦𝑖𝑖𝑖𝑖𝑖𝑖 − 𝑦𝑦𝑖𝑖𝑖𝑖0 where 𝑦𝑦𝑖𝑖𝑖𝑖0 is baseline value) 
𝐱𝐱𝑖𝑖𝑖𝑖 Covariates (vector) for patient 𝑖𝑖 within treatment group 𝑗𝑗 
𝑅𝑅𝑖𝑖𝑖𝑖𝑖𝑖 Missingness status (𝑅𝑅𝑖𝑖𝑖𝑖𝑖𝑖 = 0 if observed, 𝑅𝑅𝑖𝑖𝑖𝑖𝑖𝑖 = 1 if missing) for patient 𝑖𝑖 within 

treatment group 𝑗𝑗 at time point 𝑡𝑡 
 
K-161-3.01 study has 𝐽𝐽 = 2 treatments, 𝐾𝐾 = 3 different ICE statuses and 𝑇𝑇 = 3 time 
points as follows:  
 
Indicator  
Treatment Group 
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VAR SEX BASE AVAL3 ; 
FCS ; 

RUN ; 

Note: The numbers specified in MINIMUM, MAXIMUM and ROUND options are utilized 
only for EDS (VAS). As for conjunctival sum fluorescein staining score, the following 
numbers are specified:  

MINIMUM= . . 0 MAXIMUM= . . 24 ROUND= . . 0.5 

The following is an example of datasets to be used: 

SUBJID TRTP TRTPN AGE SEX SEXN BASE AVAL1 AVAL2 AVAL3 ICE ICEN 
0001 Vehicle 1 48 F 1 76 51 49 60 Not Occurred 1 
0002 K-161 2 32 F 1 70 60   Not Occurred 1 
0003 K-161 2 39 F 1 55 58 41  LOE 3 
0004 Vehicle 1 21 M 0 60 72 76 55 AE 2 
… … … … … … … … … … … … 

SUBJID: Patient Identifier, TRTP: Planned Treatment, TRTPN: Planned Treatment (N), AGE: Age, SEX: Sex, SEXN: Sex (N), BASE: Baseline Value, 
AVAL1: Analysis Value at Day 29, AVAL2: Analysis Value at Day 57, AVAL3: Analysis Value at Day 85, ICE: Intercurrent Event Status, ICE: 
Intercurrent Event Status (N) 

With regard to the other ICE status (𝑘𝑘 = 1), 𝑦𝑦𝑖𝑖𝑖𝑖𝑖𝑖 will be imputed under the Missing At 
Random (MAR) assumption if it is not observed. Let 𝐑𝐑𝑖𝑖𝑖𝑖 = �𝑅𝑅𝑖𝑖𝑖𝑖1,𝑅𝑅𝑖𝑖𝑖𝑖2, … ,𝑅𝑅𝑖𝑖𝑖𝑖𝑖𝑖�

′
. When

there is a patient whose values were observed at time points 𝑡𝑡 < 𝑇𝑇 but not observed at the 
last time point 𝑡𝑡 = 𝑇𝑇, for example, the MAR assumption implies that  

𝑓𝑓 �𝑦𝑦𝑖𝑖𝑖𝑖𝑖𝑖�𝐱𝐱𝑖𝑖𝑖𝑖, 𝑗𝑗 = 𝑝𝑝,𝑦𝑦𝑖𝑖𝑖𝑖1, … , 𝑦𝑦𝑖𝑖𝑖𝑖(𝑇𝑇−1),𝐑𝐑𝑖𝑖𝑖𝑖
′ = �0, … ,0, 1��

= 𝑓𝑓 �𝑦𝑦𝑖𝑖𝑖𝑖𝑖𝑖�𝐱𝐱𝑖𝑖𝑖𝑖, 𝑗𝑗 = 𝑝𝑝,𝑦𝑦𝑖𝑖𝑖𝑖1, … ,𝑦𝑦𝑖𝑖𝑖𝑖(𝑇𝑇−1),𝐑𝐑𝑖𝑖𝑖𝑖
′ = �0, … ,0, 0��. 

Actually, not only the last time point also but the other intermediate time points will be 
imputed in turn on the basis of the Available Case Missing Values (ACMV) restriction if 
there exists “not-observed” values. Thus, “not-observed” values will be imputed using 
SAS® MI procedure (Step 2A and 2B): 

MI Step 2A 
/*First, MCMC is used to complete input data to monotone pattern*/ 
PROC MI DATA= input1 OUT= output2 NIMPUTE= 100  

   MINIMUM= . . 0 0 0 MAXIMUM= . . 100 100 100 
       ROUND= . . 1 1 1 ; 

WHERE ICEN IN (1) ; 
BY TRTPN TRTP ; 
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VAR SEXN BASE AVAL1 AVAL2 AVAL3 ; 
MCMC IMPUTE= MONOTONE ; 

RUN ; 

Note: The SEXN is the numeric variable for sex which was coded as 1 = female and 0 = 
male. The numbers specified in MINIMUM, MAXIMUM and ROUND options are utilized 
only for EDS (VAS). As for conjunctival sum fluorescein staining score, the following 
numbers are specified:  

  MINIMUM= . . 0 0 0 MAXIMUM= . . 24 24 24 
  ROUND= . . 0.5 0.5 0.5 

MI Step 2B 
/*Then, single imputation is performed in order for the data to be full*/ 
PROC MI DATA= output2 OUT= output3 NIMPUTE= 1  

   MINIMUM= . . 0 0 0 MAXIMUM= . . 100 100 100 
  ROUND= . . 1 1 1 ; 

BY TRTPN TRTP _Imputation_ ; 
CLASS SEX ; 
VAR SEX BASE AVAL1 AVAL2 AVAL3 ; 
MONOTONE REG ; 

RUN ; 

Note: The numbers specified in MINIMUM, MAXIMUM and ROUND options are utilized 
only for EDS (VAS). As for conjunctival sum fluorescein staining score, the following 
numbers are specified:  

 MINIMUM= . . 0 0 0 MAXIMUM= . . 24 24 24 
   ROUND= . . 0.5 0.5 0.5 

Two output datasets output1 and output3 are combined, which is named as input2, and 
then change from baseline to each time point (𝑑𝑑𝑖𝑖𝑖𝑖𝑖𝑖) is calculated, whose variable names are 
CHG1, CHG2 and CHG3, respectively. The dataset input2 is analyzed using SAS® MIXED 
procedure in each imputation after sorted by the variable _Imputation_. The following 
analysis model is assumed:  

𝑑𝑑𝑖𝑖𝑖𝑖𝑖𝑖 = 𝛃𝛃′𝐱𝐱𝑖𝑖𝑖𝑖 + 𝜏𝜏𝑗𝑗 + 𝜀𝜀𝑖𝑖𝑖𝑖 ,   𝜀𝜀𝑖𝑖𝑖𝑖~𝑁𝑁(0,𝜎𝜎2) 

where 𝜏𝜏𝑗𝑗 is effect of treatment group 𝑗𝑗. The estimator of interest is �𝜏̂𝜏2 + 𝛃𝛃�′𝐱𝐱�� −
�𝜏̂𝜏1 + 𝛃𝛃�′𝐱𝐱�� = 𝜏̂𝜏2 − 𝜏̂𝜏1, which is the difference of least squares means between K-161  

 vs. Vehicle  
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Note that observed values after any of the ICEs occurred are not used in this approach, that 
is, those values are considered as “not-observed”. In this approach, first, a separate Mixed 
Model for Repeated Measures (MMRM) analysis for each treatment group is performed 
using all randomized patients under the MAR assumption:  
 
Step 1 

PROC MIXED DATA= input1 ; 
BY TRTPN TRTP ; 
CLASS SUBJID AVISIT ; 
MODEL CHG = BASE SEXN AVISIT BASE*AVISIT / DDFM= KR ; 
REPEATED AVISIT / SUBJECT= SUBJID TYPE= UN ; 
LSMEANS AVISIT / AT (BASE SEXN)= (&BASE_Mean &SEXN_Mean) ; 
ODS OUTPUT LSMeans= output1 ; 

RUN ; 
 
Note: The SEXN is the numeric variable for sex which was coded as 1 = female and 0 = 
male. The &BASE_Mean and & SEXN_Mean are an overall mean of baseline and an 
overall proportion of female patients values, respectively, in all study patients in the 
appropriate analysis population, FAS12 or PPS12. 

 
The following is an example of datasets to be used: 
 

SUBJID TRTP TRTPN AGE SEX SEXN AVISIT AVISITN BASE CHG ICE ICEN 
0001 Vehicle 1 48 F 1 Day 29 1 76 -25 Not Occurred 1 
0001 Vehicle 1 48 F 1 Day 57 2 76 -27 Not Occurred 1 
0001 Vehicle 1 48 F 1 Day 85 3 76 -16 Not Occurred 1 
0002 K-161 2 32 F 1 Day 29 1 70 -10 Not Occurred 1 
0002 K-161 2 32 F 1 Day 57 2 70  Not Occurred 1 
0002 K-161 2 32 F 1 Day 85 3 70  Not Occurred 1 
0003 K-161 2 39 F 1 Day 29 1 55 3 LOE 3 
… … … … … … … …   … … 

SUBJID: Patient Identifier, TRTP: Planned Treatment, TRTPN: Planned Treatment (N), AGE: Age, SEX: Sex, SEXN: Sex (N), AVISIT: Analysis Visit, 
AVISITN: Analysis Visit (N), BASE: Baseline Value, CHG: Change from Baseline, ICE: Intercurrent Event Status, ICE: Intercurrent Event Status (N) 

 
Second, the by-treatment MMRM analysis is repeated using only patients in whom any 
ICEs didn’t occur (𝑘𝑘 = 1):  
 
Step 2 

PROC MIXED DATA= input1 ; 
WHERE ICEN = 1 ; 
BY TRTPN TRTP ; 
CLASS SUBJID AVISIT ; 
MODEL CHG = BASE SEXN AVISIT BASE*AVISIT / DDFM= KR ; 
REPEATED AVISIT / SUBJECT= SUBJID TYPE= UN ; 
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LSMEANS AVISIT / AT (BASE SEXN)= (&BASE_Mean &SEXN_Mean) ; 
ODS OUTPUT LSMeans= output2; 

RUN ; 
 
When 𝜇̂𝜇𝑗𝑗,𝑀𝑀𝑀𝑀𝑀𝑀 and 𝜇̂𝜇𝑗𝑗𝑘𝑘=1 denote LS-Means at week 12 for treatment group 𝑗𝑗 from the Step 1 
and 2, respectively, the estimator of effect for active treatment (i.e., K-161   𝑗𝑗 =
2) proposed by Mehrotra et al. (2017) is as follows:  
 

𝜇̂𝜇2,𝑛𝑛𝑛𝑛𝑛𝑛[𝑐𝑐] ≡ 𝑓𝑓2𝑘𝑘=1𝜇̂𝜇2𝑘𝑘=1 + 𝑓𝑓2𝑘𝑘≠1�𝜇̂𝜇1,𝑀𝑀𝑀𝑀𝑀𝑀 + 𝑐𝑐� 
 

where 𝑓𝑓𝑗𝑗𝑘𝑘=1 and 𝑓𝑓𝑗𝑗𝑘𝑘≠1 are the proportions of patients with 𝑘𝑘 = 1 or 𝑘𝑘 ≠ 1 in treatment 
group 𝑗𝑗, that is, 𝑓𝑓𝑗𝑗𝑘𝑘≠1 = 1 − 𝑓𝑓𝑗𝑗𝑘𝑘=1. As for the primary analysis, suppose that 𝑐𝑐 = 0, which 
implies that an average of active group’s patients in whom any of ICEs occurred is equal to 
one of vehicle group’s patients. Thus, the proposed estimator of treatment difference and 
its variance are as follows:  
 

𝛿𝛿𝑛𝑛𝑛𝑛𝑛𝑛[𝑐𝑐] = 𝜇̂𝜇2,𝑛𝑛𝑛𝑛𝑛𝑛[𝑐𝑐] − 𝜇̂𝜇1,𝑀𝑀𝑀𝑀𝑀𝑀 = 𝑓𝑓2𝑘𝑘=1�𝜇̂𝜇2𝑘𝑘=1 − 𝜇̂𝜇1,𝑀𝑀𝑀𝑀𝑀𝑀 − 𝑐𝑐� + 𝑐𝑐 
 

and 
𝑉𝑉��𝛿̂𝛿𝑛𝑛𝑛𝑛𝑛𝑛[𝑐𝑐]� = �𝐴𝐴2 + �𝑓𝑓2𝑘𝑘=1�

2
� �𝑉𝑉�2𝑘𝑘=1 + 𝑉𝑉�1,𝑀𝑀𝑀𝑀𝑀𝑀� + �𝐴𝐴2�𝜇̂𝜇2𝑘𝑘=1 − 𝜇̂𝜇1,𝑀𝑀𝑀𝑀𝑀𝑀 − 𝑐𝑐�

2
� 

 
where 𝐴𝐴2 = 𝑓𝑓2𝑘𝑘=1�1 − 𝑓𝑓2𝑘𝑘=1�𝑛𝑛2−1. 𝑉𝑉�2𝑘𝑘=1 and 𝑉𝑉�1,𝑀𝑀𝑀𝑀𝑀𝑀 are the estimated variances of 𝜇̂𝜇2𝑘𝑘=1 and 
𝜇̂𝜇1,𝑀𝑀𝑀𝑀𝑀𝑀, respectively, with corresponding Kenward-Roger type degrees of freedom 𝜆𝜆2𝑘𝑘=1 
and 𝜆𝜆1,𝑀𝑀𝑀𝑀𝑀𝑀. Therefore, the statistic  

𝑡𝑡𝑛𝑛𝑛𝑛𝑛𝑛[𝑐𝑐] =
𝛿𝛿𝑛𝑛𝑛𝑛𝑛𝑛[𝑐𝑐]

�𝑉𝑉��𝛿𝛿𝑛𝑛𝑛𝑛𝑛𝑛[𝑐𝑐]�
 

is tested using t-distribution with the degree of freedom  

𝜆𝜆[𝑐𝑐] =
�𝑉𝑉��𝛿𝛿𝑛𝑛𝑛𝑛𝑛𝑛[𝑐𝑐]��

2

�𝑉𝑉�2𝑘𝑘=1�
2

𝜆𝜆2𝑘𝑘=1
+
�𝑉𝑉�1,𝑀𝑀𝑀𝑀𝑀𝑀�

2

𝜆𝜆1,𝑀𝑀𝑀𝑀𝑀𝑀

 

 
In order to calculate the above statistics, the following values are extracted from the two 
output datasets output1 and output2, and aggregated into one dataset output3 with 
underlined variables. 
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𝜇̂𝜇2𝑘𝑘=1 Value of variable Estimate where TRTPN = 2 AND AVISIT = ‘Day 85’ 
in dataset output2: mu2_k1. 

𝜇̂𝜇1,𝑀𝑀𝑀𝑀𝑀𝑀 Value of variable Estimate where TRTPN = 1 AND AVISIT = ‘Day 85’ 
in dataset output1: mu1 MAR. 

𝑉𝑉�2𝑘𝑘=1 Squared value of variable StdErr where TRTPN = 2 AND AVISIT = ‘Day 85’ in 
dataset output2: V2 k1. 

𝑉𝑉�1,𝑀𝑀𝑀𝑀𝑀𝑀 Squared value of variable StdErr where TRTPN = 1 AND AVISIT = ‘Day 85’ 
in dataset output1: V1_MAR. 

𝜆𝜆2𝑘𝑘=1 Value of variable DF where TRTPN = 2 AND AVISIT = ‘Day 85’ 
in dataset output2: lambda2_k1. 

𝜆𝜆1,𝑀𝑀𝑀𝑀𝑀𝑀 Value of variable DF where TRTPN = 1 AND AVISIT = ‘Day 85’ 
in dataset output1: lambda1 MAR. 

Besides, 𝑓𝑓2𝑘𝑘=1 the proportion of treated group patients with 𝑘𝑘 = 1 and 𝑛𝑛2 the sample size 
in study treatment group in FAS (i.e., K-161   𝑗𝑗 = 2) are added to the dataset. 

With regard to the primary analysis, p-value (Probt) and two-sided 95% CI (Lower and 
Upper) are calculated as follows: 

 DATA output4 ; 
SET output3 ; 
c= 0 ; 
delta_new_c= f2_k1*(mu2_k1 - mu1_MAR - c) + c ; 
A2= f2_k1*(1 - f2_k1)/n2 ; 
V_delta_new_c= (A2 + (f2_k1)**2)*(V2_k1 + V1_MAR) 

+ (A2*(mu2_k1 + mu1_MAR - c)**2) ;
t_new_c= delta_new_c/sqrt(V_delta_new_c) ; 
lambda_c= V_delta_new_c**2/ 

         (V2_k1**2/lambda2_k1 + V1_MAR**2/lambda1_MAR) ; 
Probt= 2*(1 - cdf(‘T’, abs(t_new_c), lambda_c)) ; 
Lower= delta_new_c -  

        quantile(‘T’, .975, lambda_c)*sqrt(V_delta_new_c) ; 
Upper= delta_new_c +  

   quantile(‘T’, .975, lambda_c)*sqrt(V_delta_new_c) ; 
RUN ; 

8.1.5. Subgroup Analysis 
Week 12 observed and change from baseline for the primary endpoints will also be 
presented by the following subgroups: 



Kowa Research Institute, Inc.                                                                                                             Statistical Analysis Plan, Version 1.0 
K-161-3.01  Date Issued: 2023-05-23 
 

 
  

35 

• Baseline EDS VAS (≤ or > median); 
• Baseline conjunctival sum fluorescein staining score (≤ or > median); 
• Baseline total eye fluorescein staining score (≤ or > median); 
• Baseline corneal sum fluorescein staining score (≤ or > median); 
• Baseline Schirmer score (≤ 5 mm or > 5 mm). 

8.1.6. Sensitivity Analysis 

A tipping point 𝑐𝑐 = 𝑐𝑐𝑡𝑡, at which the primary analysis result turns out to be not-significant, 
is examined.  
 
An appropriate range of values for 𝑐𝑐𝑡𝑡 will be determined prior to database lock. 

8.2. Key Secondary Efficacy Endpoint 
The key secondary efficacy endpoint is change from baseline of total eye fluorescein 
staining score as assessed by expanded NEI scale for the study eye will be analyzed in a 
similar manner as performed for primary endpoint. 
The key secondary efficacy endpoint will be tested at alpha=0.05 (two-sided) if primary 
endpoints are both significant at alpha=0.05. 
 
Week 12 observed and change from baseline for the key secondary efficacy endpoint will 
also be presented by the subgroups defined for the primary endpoint. 
 
Summary statistics will be calculated for the observed values and change from baseline for 
the key secondary endpoint through Day 85 for FAS12 and through Day 365 for FAS52. 
Changes from baseline will also be analyzed using MMRM models. The MMRM analysis 
will also be performed using PPS12. Note that efficacy analyses using MMRM only 
summarize and analyze data that occur prior to ICEs. 

8.3. Secondary Efficacy Endpoints 

The secondary efficacy endpoints are the change from baseline to Day 85 for: 

• Corneal sum fluorescein staining score as assessed by expanded NEI scale, study 
eye; 

• OSDI© Score; 

• Schirmer’s test (unanesthetized), study eye; 

• TFBUT, study eye. 
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SOC will be sorted alphabetically, and PT within each SOC will be sorted by overall 
descending order of frequency according to the following rules in order: 

• Descending frequency within K-161  
• Descending frequency within vehicle;
• PT in alphabetical order.

Patients are counted only once for each SOC and PT. The percentages are calculated based 
on the number of patients in each treatment group.  

Partial dates on AE start dates will be handled as follows:  

• If the onset date is completely missing and the AE end date is not prior to the date of
first dose of double-masked study drug, onset date will be set to the date of first dose.

• If the year is present and the month is missing, then the month will be set to January.
If the year is the same as the year of the date of first dose of double-masked study
drug and the AE end date is not prior to the date of first dose of double-masked study
drug, then onset date will be set to the date of first dose of double-masked study drug.

• If the month and year are present and the day is missing, then the day will be set to
the 1st day of month. If the month and year are the same as the month and year of the
date of first dose and the AE end date is not prior to the date of first dose of double-
masked study drug, then onset date will be set to the date of first dose of double-
masked study drug.

• If the AE end date is present, then the imputed start date will be no later than the end
date.

9.1.1. Overview of Adverse Events
Overall summaries of TEAEs by treatment will include: 

• the number of TEAEs and TESAEs reported;
• the number of study-drug related TEAEs and TESAEs reported;
• the number and percentage of patients who experienced any TEAE or TESAE;
• the number and percentage of patients who experienced any study-drug related

TEAE or TESAE;
• the number and percentage of patients with specific reasons for seriousness for

TESAE;
• the number and percentage of patients with TEAE or TESAE leading to study drug

discontinuation;
• the number and percentage of patients with TEAE or TESAE leading to study

withdrawal;



Kowa Research Institute, Inc.      Statistical Analysis Plan, Version 1.0 
K-161-3.01 Date Issued: 2023-05-23 

 40 

• the number and percentage of patients with any TEAE or TESAE by worst
severity.

The above quantities will be tabulated for each treatment group and overall for the 12-
week Primary Period for SP12 and for the 52-week Overall Period, 12-week Primary 
Period, and 40-week Extension Period for SP52 for total, ocular, and non-ocular events. 

9.1.2. Incidence of Adverse Events 

Both ocular and non-ocular TEAEs will be summarized by treatment group or overall. The 
total number of TEAEs and the number and percentage of patients with at least one TEAE 
in each SOC and having each individual TEAE based on the PT will be presented. The 
number of events overall will also be presented. All AEs will be listed.  
The above analyses will be tabulated for each treatment group and overall for the 12-week 
Primary Period for SP12 and for the 52-week Overall Period, 12-week Primary Period, and 
40-week Extension Period for SP52 for ocular and non-ocular events.

9.1.3. Severity of Adverse Event 

A summary of TEAEs by maximum severity will be presented in a table by total number of 
patients with incidence of TEAE occurrence.  The severity that will be presented represents 
the most extreme severity captured on the eCRF page. The possible severities are “Mild,” 
“Moderate,” and “Severe.”  If a patient reported multiple occurrences of the same TEAE, 
only the most severe will be presented in the incidence count. TEAEs that are missing 
severity will be presented in tables as “Severe” but will be presented in the data listing with 
a missing severity. The percentages are calculated based on the number of patients in each 
treatment group and overall. The number of events overall by severity will also be presented. 
The TEAE data will be categorized and presented by SOC, PT, and severity in a manner 
similar to that described in Section 9.1.2. The above analyses will be tabulated for each 
treatment group and overall for the 12-week Primary Period for SP12 and for the 52-week 
Overall Period, 12-week Primary Period, and 40-week Extension Period for SP52 for 
ocular and non-ocular events. 

9.1.4. Adverse Events Related to Study Drug 

The relationship or association of the study drug in causing or contributing to the TEAE will 
be characterized as related or not related. A summary of TEAEs related to study drug will 
be presented in a table by total number of patients with incidence of TEAE occurrence. The 
investigator will provide an assessment of the relationship of the event to the study drug. 
TEAEs that are missing a relationship will be presented in the summary table as “Related” 
but will be presented in the data listing with a missing relationship. The percentages are 
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calculated based on the number of patients in each treatment group or overall. The number 
of events overall will also be presented. 

The TEAE data will be categorized and presented by SOC, PT, and relationship in a manner 
similar to that described in Section 9.1.2. 

Summaries based on maximum relationship will be conducted in a manner similar to 
analyses for severity described in Section 9.1.3. 

The above analyses will be tabulated for each treatment group and overall for the 12-week 
Primary Period for SP12 and for the 52-week Overall Period, 12-week Primary Period, and 
40-week Extension Period for SP52 for ocular and non-ocular events.

9.1.5. Treatment-Emergent Adverse Events Leading to Study Drug 
Discontinuation 

TEAEs leading to study drug discontinuation will be identified as TEAEs on the AE eCRF 
page, where the action taken with study drug is “Study Drug Discontinued”.  The TEAEs 
leading to study drug discontinuation will be categorized and presented by SOC and PT in a 
manner similar to Section 9.1.2 that described in. All TEAEs leading to study drug 
discontinuation will be listed in a data listing. 

9.1.6. Treatment-Emergent Adverse Events Leading to Study Withdrawal 

TEAEs leading to study withdrawal will be identified as such if the study completion page 
lists reason for discontinuation is AE, in the opinion of the patient with the AE listed. The 
TEAEs leading to study withdrawal will be categorized and presented by SOC and PT in a 
manner similar to that described in Section 9.1.2. All TEAEs leading to study withdrawal 
will be listed in a data listing. 

9.1.7. Serious Adverse Events 

The TESAE data will be categorized and presented by SOC and PT in a manner similar to 
that described in Section 9.1.2. The TESAE data will be presented by SOC, PT, and severity 
as described in Section 9.1.3. The TESAE data will be presented by SOC, PT, and 
relationship as described in Section 9.1.4. The TESAE leading to treatment discontinuation 
and study withdrawal will be categorized and presented by SOC and PT in a manner similar 
to Sections 9.1.5 and 9.1.6. For all TESAE summaries, the number of events under each 
SOC and PT will also be presented. All SAE data will be listed in a data listing. 

The above analyses will be tabulated for each treatment group and overall for the 12-week 
Primary Period for SP12 and for the 52-week Overall Period, 12-week Primary Period, and 
40-week Extension Period for SP52 for ocular and non-ocular events.
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9.1.8. Death 

Deaths will be identified as AEs on the AE eCRF page. Patient deaths will be identified as 
AEs where the outcome is “Death”.  All deaths will be listed in a data listing. 

9.2. Systemic Clinical Evaluation 

Systemic clinical evaluation will be conducted by investigator at baseline, Day 85, and Day 
365 and will include a review of the patient’s medical and medication history and subsequent 
evaluation of relevant body system complaints. In case of abnormal findings, full evaluation 
of the condition should be conducted by a physician in accordance with local standard of 
care. The findings will be documented in the patient’s medical records and eCRF. Clinically 
significant (CS) abnormal findings should be recorded as AEs. 

Whether these evaluations were performed will be listed. 

9.3. Clinical Laboratory Measurements 

The following clinical laboratory assessments will be conducted: 

Hematology: hematocrit, hemoglobin, mean corpuscular hemoglobin, mean corpuscular 
hemoglobin concentration, mean corpuscular volume, red cell distribution width, platelets, 
red blood cell, white blood cell, red blood cell morphology, and differentials (basophils, 
eosinophils, lymphocytes, monocytes, and neutrophils) 

Clinical chemistry: alanine aminotransferase, aspartate aminotransferase, albumin, 
calcium, chloride, alkaline phosphatase, bicarbonate, cholesterol, creatine kinase, creatinine, 
direct bilirubin, lactate dehydrogenase, magnesium, globulin, glucose, γ-
glutamyltransferase, indirect bilirubin, phosphorus, potassium, sodium, total bilirubin, total 
protein, triglycerides, urea nitrogen, and uric acid 

Urinalysis: bilirubin, blood, clarity, color, glucose, ketones, leukocyte esterase, nitrites, pH, 
protein, specific gravity, urobilinogen, and microscopic examination (if needed) 

Descriptive summaries of the observed test results at each scheduled visit as well as the 
change from baseline at each post-baseline visit will be presented for hematology, serum 
chemistry, and a subset of urinalysis labs (specific gravity, pH, urobilinogen). The frequency 
and percentage of the categorical shift from baseline at each post-baseline visit will be 
tabulated at each scheduled visit for labs. The frequency and percentage of patients with 
observed values for categorical urinalysis laboratory measurements will be tabulated at each 
scheduled visit. All laboratory data will be listed. 
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12. Appendix I: Time and Event Table

Table 4: Schedule of Study Site Activities 

ASSESSMENTS 
PERFORMED 

STUDY PERIOD 
Scree
ning 

/Run-
in 

Period 

Days of Dosing and Assessments Post-
dose 

Assessm
ents 

52-week Overall Period

12-week Primary Period 40-week Extension
Period 

Visit 
1 

Day -
14 

(Day -
21 to -

12) 

Visit 
2 

Day 1 
(Base
line) 

Visit 
3 

Day 
15 
± 2 

(Rem
ote)a 

Visit 
4 

Day 
29 
± 2 

Visit 
5 

Day 
57 
± 7 

Visit 
6 

Day 
85 
± 7 

Visit 
7b 

Day 
169 
± 7 

Visit 
8b 

Day 
253 
± 7 

Visit 
9b 

Day 
365 
± 7 

Visit 6.5b 

Day 99 ± 7c  
or 

Visit 10b 
Day 379 

± 7c 

Informed 
Consent/HIPAA X 

Medical/Medication/
Ocular History and 
Demographics 

X 

Medical/Medication 
Update X X X X X X X X X 

Vehicle Run-In 
Dispensation X 

Vehicle Run-In 
Instillation X 

Vehicle Run-in 
Collection and 
Accountability 

X 

Determination/assig
nment of the study 
eye 

X 

Randomization X 
Study Drug 
Dispensation X Xd Xd Xd 

Study Drug 
Instillation X X X Xd Xd Xd 

Study Drug 
Collection and 
Accountability 

Xe Xe X Xd Xd Xd 
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ASSESSMENTS 
PERFORMED 

STUDY PERIOD 
Scree
ning 

/Run-
in 

Period 

Days of Dosing and Assessments Post-
dose 

Assessm
ents 

52-week Overall Period

12-week Primary Period 40-week Extension
Period 

Visit 
1 

Day -
14 

(Day -
21 to -

12) 

Visit 
2 

Day 1 
(Base
line) 

Visit 
3 

Day 
15 
± 2 

(Rem
ote)a 

Visit 
4 

Day 
29 
± 2 

Visit 
5 

Day 
57 
± 7 

Visit 
6 

Day 
85 
± 7 

Visit 
7b 

Day 
169 
± 7 

Visit 
8b 

Day 
253 
± 7 

Visit 
9b 

Day 
365 
± 7 

Visit 6.5b 

Day 99 ± 7c  
or 

Visit 10b 
Day 379 

± 7c 

Fluorescein Staining 
Scoring X X X X X X X X 

VAS X X X X X X X X 

TFBUT X X X X X X X X 
Schirmer’s Test X X X X X X X X 

Adverse Event 
Collection X X X X X X X X X X 

Systemic Clinical 
Evaluation  X X X 

Clinical Laboratory 
Measurement X X X 






