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1 ABBREVIATIONS 
 
AE Adverse event 
AESI Adverse event of special interest 
AK Actinic keratosis 
ATC anatomical therapeutic chemical 
CI Confidence interval 
COVID-19 Coronavirus disease 2019 
CRF Case Report Form 
CRO Clinical Research Organization 
DMP Data Management Plan 
ECG Electrocardiogram 
eCRF Electronic case report form 
EoS End of Study 
EoT End of Treatment 
ESI Event of special interest 
ET Early termination 
ICF Informed Consent Form 
PE Physical examination 
PT preferred term 
Q1 first quantile 
Q3 third quantile 
SAE Serious adverse event 
SAP Statistical Analysis Plan 
SAS  Statistical Analysis System® 
SE standard error 
SD standard deviation 
SOC system organ class 
TF(s) Treatment Field(s) 
TEAE Treatment-emergent adverse event 
TESAE treatment emergent serious adverse events 
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TLF tables, listings, and figures 
WHO-DD World Health Organization Drug Dictionary 
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2 CLINICAL TRIAL PERSONNEL 
 
A detailed list of team members with respective role and contact information is maintained 
separately in the main study contact list. 
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3 INTRODUCTION 
 

3.1 Description of this Document 
 
This Statistical Analysis Plan (SAP) describes the planned analysis and reporting for sponsor 
clinical protocol M-14867-32. The analyses described in the SAP are based upon the protocol 
Version 2.0 dated 21-Mar-2022. In case of discrepancies between the protocol and the SAP, 
the SAP will be used to guide the statistical analysis. 
 
This SAP has been developed prior to database lock and final analyses. All final analyses will 
be performed after the clinical trial data are entered into the database, any discrepancies in the 
data are resolved, the database is locked, and following the signature of the SAP. 
 
The signature of this SAP will act as the assignment of each patient within the populations. 
 

3.2 Trial Design 
 
This is a Phase 3, multicenter, open-label, single-arm trial to evaluate safety and local 
tolerability of tirbanibulin ointment 1% administered topically for 5 days over a field of 
approximately 100 cm2 on the face or balding scalp in adult patients with actinic keratosis (AK). 
The study consists of a 4-week (28-day) Screening Period, a 5-day Treatment Period, and a 
Response Assessment Period of approximately 7 weeks (see Table 1, Schedule of 
Assessments): 
 

• During the Treatment Period, patients will apply tirbanibulin ointment 1% once daily for 5 
days beginning on Day 1. 

• All patients will be evaluated for safety, tolerability, and the presence of AK lesions in 
the treatment field (TF) until completion of the Response Assessment Period at Day 57. 

 
Enrollment will be controlled such that the trial population is representative of the population 
expected to use the product in terms of age and treated area. A minimum of 50% of patients 
older than 65 years old will be included and approximately two-thirds of the patients will be 
treated for AK lesions on the face and one-third on the scalp.
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e On Day 5 patients are to bring all 5 study drug packets back to the site (used and unused) with their respective torn parts in the individual closed zipper storage 
bag provided in the study kit. 
f All study drug packets will be weighed together in their respective closed zipper storage bag before and after use (including the torn opening part). 
g At each study visit, patients will be asked a general question e.g. “How have you been since the last visit?” AEs will be recorded before assessments of local 
tolerability, hypo- and hyperpigmentation, and scarring in the TF. AEs will be reported separately from local tolerability signs. 
h All patients who have unresolved local tolerability signs, hypo- or hyperpigmentation, scarring in the TF, or treatment-related AEs at Day 57 will return for 
additional follow-up every 7 to 28 days until these have resolved, have returned to the baseline value, or are deemed stabilized by the Investigators. 
i Measurement of vital signs will include blood pressure, heart rate, respiratory rate, and body temperature. Measurements of systolic and diastolic blood pressure 
will be performed after at least 5 minutes of rest in a supine position and preferably on the same arm. 
j Patients will complete a diary (Study App) to record daily dates and times of study treatment application. The diary (Study App) will be checked by the Investigator 
(or designee) at Visit 3. 
k TF identification (face/scalp) 
l Baseline photo is only required in case of any significant change from Screening is detected in the TF as per the Investigator judgement or if the quality of the 
image captured at Screening is not appropriate. If no photo is needed at baseline, then the screening photo will be considered the baseline assessment. 
m Study drug will be applied by the patient at home before study Visit 3 on Day 5, which will take place at the clinical site. 
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4 OBJECTIVES 
 

4.1 Objectives 
 
The primary objective of the trial is to evaluate the safety and tolerability of tirbanibulin ointment 
1% when applied to a field of approximately 100 cm2 on the face or balding scalp. 
 
Additionally, the treatment effect of tirbanibulin ointment 1% when applied to a field of 
approximately 100 cm2 on the face or balding scalp will be explored. 
 

4.2 Endpoints 

4.2.1 Safety Endpoints 
 
Safety Endpoints 
 

• Local Tolerability Assessment: 
 
o Number and proportion of patients with each local tolerability score by visit (0-3) for 

each individual sign (erythema, flaking/scaling, crusting, swelling, 
vesiculation/pustulation, and erosion/ulceration) 

 
o Maximum local tolerability score post baseline through all the visits for each 

individual sign 
 

o Time to maximum local tolerability score for each individual sign 
 

o Local tolerability signs composite score (0-18) by visit, defined as the sum of the 
scores graded from 0 to 3 on all six individual tolerability sign categories 

 
o Maximum local tolerability signs composite score post baseline through all the visits 

 
o Time to maximum local tolerability composite score 

 
o Proportion of patients with pigmentation and scarring in the TF through all the visits 
 

• Number and proportion of patients with treatment emergent adverse events (TEAEs), 
treatment emergent serious adverse events (TESAEs), adverse events of special 
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interest (AESIs), and change from baseline in clinical laboratory data, and other safety 
assessments (vital signs, physical examinations [PEs], electrocardiograms [ECGs]) 

 

4.2.2 Exploratory Endpoints 
 

• Absolute number, change from baseline, and percent change from baseline in AK lesion 
count from total lesions in the TF at each visit 

 
• Absolute number, change from baseline, and percent change from baseline in AK lesion 

count, for lesions that were already present at baseline, from total lesions in the TF at 
each visit 

 
• Absolute number and percent change of new lesions from total lesions in the TF at each 

visit 
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5 SAMPLE SIZE JUSTIFICATION 
 
Approximately 125 patients will be screened to initiate treatment in approximately 100 patients. 
 
With 100 patients and assuming an expected percentage of patients with at least one local 
tolerability sign of approximately 90%, the precision in the estimation of that percentage will be 
approximately 11%. The precision is defined as the width of the 95% confidence interval.  
 
Furthermore, 100 patients will provide approximately 10% and 13% precision in the estimation 
of the percentage of patients with the local tolerability events of particular interest, specifically 
vesiculation/pustulation (assuming an expected percentage of 8%) and erosion/ulceration 
(assuming an expected percentage of 12%), respectively. 
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6 STRUCTURE AND METHODOLOGY OF STATISTICAL ANALYSIS  

6.1 Descriptive Statistics 
 
Categorical variables will be summarized with counts (n) and percentages (%). For continuous 
variables, the number of non-missing observations (n), mean, standard deviation (SD), 
standard error (SE) of the mean, 95% confidence interval (CI) of the mean, median, first (Q1) 
and third (Q3) quartiles, minimum (min) and maximum (max) will be tabulated.  
 
The 95% confidence interval for continuous data will be calculated using the normal 
approximation. If less than 30 patients with non-missing data are available (in a sub-group, if 
applicable) for a specific continuous data point, no confidence interval will be reported for this 
data point.  
 
The 95% confidence interval for proportions will be calculated using the exact Clopper-Pearson 
method.  
 
When applicable, summaries will be provided by visit of assessment. 
 

6.2 Level of Statistical Significance 
 
No statistical inferences will be performed for this study. Confidence intervals (CIs) will be two-
sided with 95% coverage. 
 

6.3 Baseline 
 
Unless otherwise specified, baseline value will be defined as the last non-missing assessment 
prior to the first study treatment dose dosing on Day 1 (including unscheduled and repeat 
assessments). If the last non-missing assessment is performed on the same date as the first 
study treatment administration and time is not available, the assessment will be considered as 
baseline, except for adverse events (AEs) not related to a pre-dose assessment and 
medications starting on the first study treatment dose administration date which will be 
considered post-baseline.  
 

6.4 Interim Analysis 
 
No interim analyses are planned. 
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6.5 Reference Start Date and Analysis Day 
 
Analysis day will be calculated from the first study treatment dose administration date and will 
be used to show start/end day of assessments or events.  
 
Analysis day = (Date of event – Date of first dose administration) + 1 if date of event is on or 

after the date of first dose administration of study treatment; 
 

= (Date of event – Date of first dose administration) if date of event is before the 
date of first dose administration of study treatment. 

 
In the situation where the assessment/event date is partial or missing, analysis day will be 
missing. 
 
 

6.6 Software Version 
 
All analyses will be performed using SAS® software Version 9.4 or higher. 
 
 

DocuSign Envelope ID: 318AF1C6-E018-48C4-8C0C-1ACEA6D58ADA



 
 
 
 
 
 
 
M-14867-32                                  Statistical Analysis Plan    Status:  Version (17 Jan 2023)     
 

 
Global Clinical Statistics             Page 18 of 36 
SRD-0002128 v3.0 CONFIDENTIAL 

7 DATA HANDLING 
 

7.1 Missing Data 
 
No imputation will be made for missing data. See Appendix 2 for handling of completely or partially 
missing dates and time for prior and concomitant medications and adverse events. 
 

7.2 Computation of Derived Variables 
 
Change from baseline will be calculated as:  
 

Assessment value at post-baseline Visit X – Baseline value. 
 
Percent change from baseline (%) will be calculated as: 
 

(Assessment value at post-baseline Visit X – Baseline value) / Baseline value * 100. 
 
Percent change from baseline will be missing in situation where baseline value equals to 0. 
 

7.3 Windowing Conventions 
 
Windowing conventions will apply to all local tolerability, hypopigmentation, hyperpigmentation 
and scarring, and AK lesions count assessments.  
 
Visits will be analyzed as scheduled. Scheduled, unscheduled, and early termination visits 
measurements will only be included if the scheduled, early termination, or unscheduled 
measurement falls within the analysis visit windows as described in Table 2. 
 
 
 
 
 
 
 
 

DocuSign Envelope ID: 318AF1C6-E018-48C4-8C0C-1ACEA6D58ADA



 
 
 
 
 
 
 
M-14867-32                                  Statistical Analysis Plan    Status:  Version (17 Jan 2023)     
 

 
Global Clinical Statistics             Page 19 of 36 
SRD-0002128 v3.0 CONFIDENTIAL 

Table 2  Analysis Visit Windows  

Analysis Visit Target Study Day 
Local tolerability, 

Hypopigmentation, 
hyperpigmentation and Scarring, 

AK lesions count 

Baseline Refer to Baseline definition Refer to Baseline definition 

Day 5 5 [1 post-dose; 5] 
Day 8 8 [6; 11] 
Day 15 15 [12; 22] 
Day 29 29 [23; 43] 
Day 57 57 [44; EOS] 

 
If there is more than one assessment for a given analysis visit, the assessment closest to the 
target day will be considered. If two assessments fall at the same distance from the target day 
for a given analysis visit and one of them is a scheduled assessment, the scheduled 
assessment will be considered. If two assessments fall at the same distance from the target 
day for a given analysis visit and none of them is a scheduled assessment, the first 
assessment will be considered.  
 
 

7.4 Repeated or Unscheduled Assessments 
 
When repeated measurements are done, the repeated measurement will be considered for the 
windowing and analysis in lieu of the original measurement. 
 
For local tolerability, hypopigmentation, hyperpigmentation and scarring, and AK lesions count 
assessments, unscheduled and early termination assessments will be remapped as mentioned 
in section 7.3. All data from visits will be listed under the nominal visit, and the analysis visit will 
also be presented if it differs from the nominal visit. 
 
For other assessments, unscheduled measurements will not be summarized in by-visit 
summary tables or figures. Early Termination (ET) visit assessments will be summarized as 
part of the Day 57/ET visit. All data from unscheduled and early termination visits will be listed. 
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8 ANALYSIS POPULATIONS 
 
There will be one analysis population in this trial: 
 
Safety population: The safety population will include all patients who have received at least one 
dose of study treatment. 
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9 STUDY PATIENT 

9.1 Patient Disposition 
 
All patients who provide informed consent will be accounted for in this study. The number of 
patients screened and number and percentage who failed screening (screen failures) will be 
presented. The reason for screen failure (count and percentage) will be presented for all 
screened patients who failed screening, if applicable. Moreover, the number of patients 
enrolled (patients will be considered as enrolled if they started Day 1) and included in the 
safety population will be presented. Study completion status and the reason for study 
discontinuation, including if related to COVID-19 or not, will also be presented both as count 
and percentages. The percentage of patients with screen failures will be calculated using the 
number of patients screened as denominator. The percentage of screen failure by reasons will 
be calculated using the number of screen failures as denominator. The percentage of patients 
with study discontinuation and reasons for discontinuation, including if related to COVID-19 or 
not, will be calculated by reasons using the number of enrolled patients who did not complete 
study as denominator. Otherwise, percentages will be calculated using the number of patients 
enrolled as denominator.  
 
Number of days in the study will be calculated as follows and summarized using descriptive 
statistics based on the safety population: 
 

Number of days in study = Date of completion/discontinuation – first study drug dose 
date +1. 

 
A listing of patients’ disposition will be provided. A listing of patients excluded from the safety 
population and associated reason, and a listing of missed visits due to the COVID-19 
pandemic will also be provided. 
 
 

9.2 Protocol Deviation 
 
All protocol deviations will be reported based on Almirall protocol deviations categories. 
Important vs. not important classification of protocol deviations will be conducted prior to the 
database lock. 
 
The number of events and the number and percentage of patients with at least one important 
protocol deviation will be summarized by deviation category and sub-category using the safety 
population. In case of a site-level protocol deviation, one protocol deviation for each patient for 
that site will be accounted for in the tables and listings. The number of events and the number 

DocuSign Envelope ID: 318AF1C6-E018-48C4-8C0C-1ACEA6D58ADA



 
 
 
 
 
 
 
M-14867-32                                  Statistical Analysis Plan    Status:  Version (17 Jan 2023)     
 

 
Global Clinical Statistics             Page 22 of 36 
SRD-0002128 v3.0 CONFIDENTIAL 

and percentage of patients with at least one protocol deviation related to COVID-19 will be 
summarized similarly. 
 
A listing of all protocol deviations will also be provided. 
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10 DEMOGRAPHIC AND OTHER BASELINE CHARACTERISTICS 
 

10.1 Demographics and Baseline Characteristics 
 
Descriptive statistics will be used to summarize demographic characteristics (age as collected 
at the time of Informed Consent Form, sex, Fitzpatrick skin type, race, and ethnicity) and 
baseline characteristics (height, body weight, area of face or scalp treated, number of AK 
lesions in the treatment field, presence of scarring, hypopigmentation and hyperpigmentation in 
the treatment field, and smoking and alcohol habits usage [never, current or former for 
smoking; consumption yes vs no for alcohol]), based on the safety population. Patients who 
reported more than one race will be summarized as ‘Multiple’ races in the table, and all races 
selected will be displayed in the listing.  
 
A listing of all demographics and baseline characteristics will be provided.  
 

10.2 Medical History 
 
Surgical and medical history will be coded according to the Medical Dictionary for Regulatory 
Activities (MedDRA), Version 25.0. 
 
Non-AK surgical and medical history will be summarized by system organ class (SOC) and 
preferred term (PT) using the safety population. A patient who experienced the same non-AK 
surgical and medical history event multiple times will be counted only once for the 
corresponding PT. Similarly, if a patient experienced multiple non-AK surgical and medical 
history events within the same SOC, the patient will be counted only once for that SOC. Non-
AK surgical and medical history events will be sorted alphabetically by SOC and within each 
SOC the PT will be presented by decreasing order. 
 
A listing of all non-AK surgical and medical history events will be provided. 
 
AK disease history, including body parts and sides affected, will be summarized based on the 
safety population. The time since first AK diagnostic (in years) will be calculated as: 
 
Time since first AK diagnostic (years) = {[First study treatment dose date – first AK diagnostic 

date] + 1} / 365.25. 
 
Should any AK diagnostic date be partially or completely missing, the time since first AK 
diagnostic will be left as missing. 
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A listing of AK disease history will be provided.  
 
11 EXPOSURE AND COMPLIANCE 
 

11.1 Exposure to Study Medication 
 
Duration of exposure to study treatment, in days, will be computed as follows: 
 

[(Date of last dose of study treatment – Date of first dose of study treatment) + 1]. 
 
Descriptive statistics for the duration of exposure to study treatment will be presented based on 
the safety population. Duration of exposure will also be presented by treatment area (scalp or 
face) sub-groups. 
 
A summary of amount of product applied will be presented based on the safety population. 
Amount of product applied will be derived based on the information on the pre-dose packets 
weight and post-dose packets weight captured in the eCRF. Amount applied (in grams) will be 
computed as follows: 
 

(Sum of packets weight pre-dose on Day 1 – Sum of packets weight post-dose on Day 5). 
 
If the information on packet weight is missing for a dispensed packet (i.e., the number of 
packets returned is not equal to the number of packets dispensed), the amount applied will be 
missing. 
 
A listing of study treatment amount applied, number of packets dispensed, returned and used 
will be provided. 
 

11.2 Compliance with Study Medication 
 
 
Compliance with study treatment (%) will be calculated based on used packets as follows: 
 

Total number of used packets per the eCRF

Total duration of exposure (days) x Planned number of dose per day (i. e. , 1)
x100 
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Descriptive statistics for the compliance to study treatment will be presented based on the 
safety population. Frequency distribution will also be presented for the following compliance 
categories: <80%, 80% to 120%, >120%. Compliance will also be presented by treatment area 
(scalp or face) sub-groups. 
 
If a patient did not return the full number of packets dispensed, his compliance will be left as 
missing. 
 
A listing of patient exposure, compliance and drug interruption will be provided. 
 
12 ANALYSES OF PRIOR AND CONCOMITANT MEDICATION 
 
Medications will be coded according to the World Health Organization Drug Dictionary (WHO-
DD) B3, March 2022. 
 
Prior medications are defined as any medication started and discontinued prior to the first 
study treatment dosing. Concomitant medications are defined as any medication started on the 
same day than or after the first study treatment dosing, including those who started prior to the 
first study treatment date and continued past that date. See Appendix 2 for handling of 
completely or partially missing dates and time for prior and concomitant medications.  
 
Incidence of prior and concomitant medications will be tabulated by anatomical therapeutic 
chemical (ATC) Level 3 and standardized drug name using the safety population. A patient 
with the same medication taken multiple times will be counted only once for the corresponding 
standardized drug name. Similarly, if a patient has taken more than one medication within the 
same ATC level, then the patient will be counted only once for that ATC. Prior and concomitant 
medications will be sorted alphabetically by ATC level and within each ATC level, the 
standardized drug name will be presented by decreasing order.   
 
Prior and concomitant medication information will be presented in a by-patient listing using the 
Safety population. 
 
Actinic keratosis treatment non-drug therapies and procedures during the study will be 
provided in a listing.  
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13 ANALYSES OF EXPLORATORY ENDPOINTS 
 
The analyses of exploratory endpoints will be performed on the safety population. No statistical 
inferences will be performed. 
 

13.1 AK Lesions Count 
 
At screening, the Investigator will select and measure the TF (e.g., approximately mid face or an 
area on the scalp). Each AK lesion within the TF will also been identified with a label.  A 
photograph will be captured using imaging devices to be used to support the location of the same 
TF identified at screening during the follow-up study visits assessments.  At baseline (Day 1), 
the area of the TF and location of AK lesions in the TF will be confirmed. A baseline photograph 
is only required in case of any significant change from screening is detected in the TF as per 
Investigator’s judgement or if the quality of the image captured at screening is not appropriate.  
If no photograph is needed at baseline, then the screening photograph, TF, and AK lesions count 
will be considered the baseline assessment.  At each post-baseline visit, all lesions in the TF will 
be counted and details on whether the lesion present in the TF is new or an existing lesion at 
baseline will be recorded in the eCRF. 
 
The absolute number, change from baseline, and percent change from baseline in total 
number of AK lesions in the TF (i.e., already present at baseline AND new) will be analysed 
descriptively at each visit.  
 
The absolute number, change from baseline and percent change from baseline in AK lesion 
count for lesions that were already present at baseline in the TF will be summarized at each 
post-baseline visit using descriptive statistics.  
 
The absolute number and percent change in new AK lesions since baseline in the TF will also 
be summarized at each post-baseline visit using descriptive statistics. The percent change in 
new AK lesions since baseline in the TF is defined as: 
 

Number of new AK lesions in the TF

Number of AK lesions at baseline
 x 100 

 
A listing of AK lesions count will be provided. Figures of the AK lesions counts (total lesions, 
lesions that were already present at baseline, and new lesions from baseline) by visit will also 
be provided. 
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14 ANALYSES OF SAFETY AND TOLERABILITY ENDPOINTS 
 
The analyses of safety and tolerability endpoints will be performed on the safety population.  

14.1 Local Tolerability Assessment 
 
Local tolerability is assessed based on the review of the following signs in the treatment field: 
erythema, flaking/scaling, crusting, swelling, vesiculation/pustulation, and erosion/ulceration 
and will be evaluated both individually and as a composite score (total of the 6 individual 
scores ranging from 0 to 18). These signs will be graded as:  0=absent, 1=mild (slightly, barely 
perceptible), 2=moderate (distinct presence), and 3=severe (marked, intense). If one or more 
individual score is missing, the composite score will be set as missing.  
 
The maximum local tolerability signs composite score across visits will be derived as the 
maximum local tolerability assessment (LTA) composite score observed post-baseline for a 
patient. The maximum local tolerability of individual signs across visits will be derived as the 
maximum LTA of an individual sign observed postbaseline for a patient. 
 
Descriptive statistics will be presented for local tolerability signs composite score by visit, and 
for maximum local tolerability signs composite score across post-baseline visits. Frequency 
and percentages by visit of patients presenting any individual and composite local tolerability 
signs and associated CI based on exact Clopper-Pearson method will be presented. The 
presence of any individual and composite local tolerability sign is defined by a score of >0. 
Frequency and percentages by visit for specific local tolerability individual signs results and 
maximum local tolerability of individual signs across post-baseline visits will also be provided. 
 
The 95% CI will be presented for the median of the maximum local tolerability composite score. 
 
Figures presenting the number of patients with each local tolerability individual sign 
(absent/mild/moderate/severe) by visit, and a figure presenting the mean local tolerability 
composite score by visit will be produced.  
 
The time to maximum LTA score for each individual sign and the time to maximum LTA 
composite score will be calculated as the time (in days) from the first dose of study treatment to 
the time of the first occurrence of the maximum LTA score observed post-baseline for each 
individual sign and composite score, respectively. That is, for each individual sign, time to 
maximum LTA, in days, will be calculated as follows: 
 
(Date of first post-baseline occurrence of maximum LTA score for an individual sign – Date of 

first dose) 
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Time to maximum composite LTA, in days, will be calculated as follows: 
 
(Date of first post-baseline occurrence of maximum composite LTA score – Date of first dose) 

 
If a patient’s maximum composite/individual sign LTA score stays at 0 throughout the study, 
the patient will be considered censored at his last LTA score observation. The time to 
maximum composite/individual sign LTA will be analyzed using Kaplan Meier estimation, 
overall and by strata as applicable. The Kaplan Meier estimates will include the 25th, 50th 
(median), and 75th percentiles along with their 95% CIs. The standard errors (SE) will be 
computed using the Greenwood’s formula. The CI for the median will be calculated as per 
Brookmeyer and Crowley and the CIs for the 25th and 75th percentiles will be calculated using 
the log-log transformation. 
 
Survival curves will also be presented and all local tolerability assessments will be listed. 

14.2 Scarring, Hypopigmentation and Hyperpigmentation 
 
The number and percentage of patients with absence or presence of scarring, 
hypopigmentation, and hyperpigmentation in the TF and associated 95% CIs will be presented 
separately at scheduled visits. 
 
Shift tables representing the change from baseline in scarring, hypopigmentation, and 
hyperpigmentation in the TF will be provided separately as well. Only patients with a baseline 
result and a result at the specified post-baseline visit for the parameter will be considered in the 
shift tables. 
 
Scarring, hypopigmentation and hyperpigmentation evaluations will be presented in a listing.  

14.3 Adverse Events 
 
AEs will be coded according to the MedDRA, Version 25.0. 
 
TEAEs will be defined as any AEs with onset date/time on or after the first study treatment 
dosing and prior to the last date of study treatment dosing + 57 days (inclusive), or as any AE 
that was present prior to the first dose of trial drug but increased in severity on or after the first 
study treatment dosing and prior to the last date of study treatment dosing + 57 days 
(inclusive). AEs starting on the first study treatment dosing date and related to a pre-dose 
study assessment will not be considered as TEAE. See Appendix 2 for handling of completely 
or partially missing dates and time for AEs. In the case where it is not possible to define an AE 
as treatment emergent or not, the AE will be classified as treatment emergent.  
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Overall summaries of AEs will be presented by number and percentages of patients with and 
number of events of AEs, TEAEs, study treatment-related TEAEs, TESAEs, TEAEs by worst 
severity, TEAEs leading to study treatment discontinuation, TEAEs leading to study 
discontinuation, application site TEAEs, AESIs, and TEAEs with an outcome of death.  
 
Frequency and percentage of patients who experience TEAE will be summarized by SOC and 
PT within SOC. Unless otherwise specified, a patient experiencing the same TEAE multiple 
times will be counted only once for the corresponding PT. Similarly, if a patient experiences 
multiple TEAEs within the same SOC, the patient will be counted only once for that SOC. 
TEAEs will be sorted alphabetically by SOC and within each SOC the PT will be presented by 
decreasing order. Treatment-emergent SAEs, TEAEs leading to study treatment 
discontinuation, TEAEs with an outcome of death and TEAEs leading to study discontinuation 
will be summarized similarly. 
 
Frequency and percentage of patients who experience TEAE will also be summarized by SOC, 
PT and worst severity (mild/moderate/severe). TEAE with an unknown severity will be 
considered as severe. If a patient experiences more than one TEAE within different severity 
categories within the same SOC/PT, the patient will be counted only once under each SOC/PT 
under the worst severity. 
 
Frequency and percentage of patients who experience study treatment-related TEAE will be 
summarized by SOC and PT. A study treatment-related TEAE is defined as any TEAE that is 
assessed by the Investigator as possibly related or related to study treatment. A not study 
treatment-related TEAE is defined as any TEAE that is assessed by the Investigator as unlikely 
or not related to study treatment. TEAE with an unknown relationship will be considered as 
treatment-related.  
 
Frequency and percentage of patients who experience application site TEAE will be 
summarized by PT. AESIs will be summarized similarly. 
 
Frequency and percentage of patients who experience TEAE in the application site pain 
preferred term will be summarized by PT and lowest level term (LLT). Unless otherwise 
specified, a patient experiencing the same TEAE multiple times will be counted only once for 
the corresponding PT/LLT. 
 
All AEs will be listed. Separate listings will also be provided for AEs leading to death, all SAEs, 
all TEAEs leading to study discontinuation, and all AESIs.  
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14.4 Clinical Laboratory Parameters 
 
Laboratory parameters of hematology, blood chemistry, and urinalysis will be summarized 
using descriptive statistics at baseline and at subsequent visits. Change from baseline values 
will be presented for each post-baseline assessment. Frequencies and percentages for each 
result will be provided for qualitative urinalysis data. 
 
In addition, shift tables (for hematology, blood chemistry, and quantitative urinalysis: low-
normal-high at baseline versus low-normal-high at follow-up in a 3-by-3 contingency table; for 
qualitative urinalysis: normal-abnormal at baseline versus normal-abnormal at follow-up in a 
2-by-2 contingency table) will be provided to assess changes in laboratory values from 
baseline. Only patients with a baseline result and a result at the specified post-baseline visit for 
the parameter will be considered in the shift tables. 
 
Separate listings of all data for hematology, blood chemistry, and urinalysis will be provided. In 
addition, separate listings of data for hematology, blood chemistry, and urinalysis will be 
provided for each parameter where a patient had at least one clinically significant or not 
clinically significant abnormal result. 
 
A listing will be provided for Pregnancy test results. 

14.5 Vital Signs 
 
Vital signs (systolic blood pressure, diastolic blood pressure, heart rate, respiratory rate, and 
body temperature) and weight will be summarized using descriptive statistics at baseline and at 
each subsequent visit. Change from baseline values will also be presented for each post-
baseline assessment.  
 
For each vital sign, shift table from baseline to each post-baseline assessments describing 
shifts to abnormality (normal-abnormal not clinically significant [NCS]-abnormal clinically 
significant [CS] at baseline versus normal-abnormal NCS-abnormal CS at post-baseline visit in 
a 3-by-3 contingency table) will be provided as well. Only patients with a baseline result and a 
result at the specified post-baseline visit for the parameter will be considered in the shift tables.  
 
A listing of all vital sign assessments, including height and weight, will be provided. In addition, 
a separate listing will be provided for each parameter where a patient had at least one clinically 
significant or not clinically significant abnormal result. 

14.6 ECGs 
 
Descriptive statistics will be presented for data related to ECGs (HR, RR, PR, QRS, QT 
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interval, QTcB interval and QTcF interval) at each scheduled visit, with change from baseline 
values presented for post-baseline assessments.  
 
Shift tables from baseline to each post-baseline assessments describing shifts to abnormality 
(normal-abnormal NCS-abnormal CS at baseline versus normal-abnormal NCS-abnormal CS 
at post-baseline visit) will be provided for overall interpretation (based on Investigator 
interpretation). Only patients with a baseline result and a result at the specified post-baseline 
visit will be considered in the shift tables. 
 
A listing of all ECG assessments will be provided. In addition, a separate listing will be provided 
for overall interpretation where a patient had at least one clinically significant or not clinically 
significant abnormal result. 
 

14.7 Physical Examinations 
 
All physical examinations will be listed. 
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15 ADDITIONAL ANALYSES 

15.1 Subgroup Analyses 
 
Descriptive statistics will be provided for exploratory endpoints by subgroups:  age (<65 and 
≥65), sex (male/female), number of AK lesions in the TF at baseline (≤8 and >8), treatment 
area (face/scalp), history of skin cancer (yes/no), and Fitzpatrick skin type (I/II and III/IV/V/IV). 
Figures for exploratory endpoints will only be provided for overall and by subgroup of treatment 
area (face/scalp). 
 
Additionally, exposure, compliance and local tolerability assessments will be provided by 
subgroup of treatment area (face/scalp). 
 
No other subgroup analysis is planned for this study. 
 

15.2 Other Analyses 
 
No other analyses are planned for this study. 
 
 
16 CHANGES TO ANALYSES SPECIFIED IN THE PROTOCOL 
 
The changes made to analyses specified in the protocol are presented in Table 3. 

Table 3   Changes to Analyses Specified in the Protocol  

Description of the Change Rationale 
Protocol states that Unscheduled tests will 
not be associated with any trial visit. 
However assessments performed at each 
study visit will be remapped based on 
windowing conventions specified in Section 
7.3. 
 

To minimize missing data in table reporting. 

Protocol states that the number and 
percentage of patients who experience one 
or more AESI will be tabulated by AESI. 
However the number and percentage of 
patients who experience one or more AESI 
will rather be tabulated by SOC and PT.  

The only type of AESI considered in this 
study is skin cancer.  
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Protocol states the number and percentages 
of patients with events, and number and 
percentage of events will be presented for 
TEAEs. 

Only the number and percentages of patients 
with events, and the number of events will be 
reported. Percentages of events will not be 
reported. 

Protocol states subgroup analyses for 
exploratory endpoints only. 

Exposure, compliance and local tolerability 
assessments will also be provided by 
subgroup of treatment area (face/scalp). 
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17 REFERENCES 
 
Not applicable. 
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18.2 Appendix 2 
 

Algorithm for Imputation of Start/End Date of Adverse Events and 
Prior/Concomitant Medications 
 
Event Start Date Imputation 

• Imputation of event end date should be done before imputation of event start date.  
• Completely missing: Impute to the first study treatment date. 
• Missing day and month: Impute to January 1st, unless year is the same as year of first 

study treatment dose then impute to the first study treatment date. 
• Missing day: Impute to the 1st of the month, unless month and year are the same as 

month and year of first study treatment dose then impute to the first study treatment 
date. 

• If imputed event start date is after event end date (imputed or not), set the event start 
date to the imputed event end date. 

 
Event Start Time Imputation  

• Imputation of event end time should be done before imputation of event start date.  
• If the event date (imputed or not) is not the same as the first dose date or time part of 

the first dose date is missing, impute to 00:00. 
• If the event date (imputed or not) is the same as the first dose date, impute to time part 

of first dose date. 
• If the event start date (imputed or not) is equal to event end date and imputed event 

start time is after event end time (imputed or not), set the event start time to the imputed 
event end time. 

 
Event End Date Imputation 

• Completely Missing (not flagged as "ongoing"): Impute to the last contact date. 
• Missing day and month: Impute to December 31st, unless year is the same as last 

contact date then impute to the last contact date. 
• Missing day: Impute to the last day of the month, unless year and month are the same 

as year and month of last contact date then impute to the last contact date. 
 
Event End Time Imputation  

• Impute to 23:59. 
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E L E C T R O NI C R E C O R D A N D SI G N A T U R E DI S C L O S U R E   

Fr o m ti m e t o ti m e, I n n o v a d er m R es e ar c h I n c. ( w e, us or C o m p a n y) m a y b e r e q uir e d b y l a w t o 
pr o vi d e t o y o u c ert ai n writt e n n oti c es or dis cl os ur es. D es cri b e d b el o w ar e t h e t er ms a n d 
c o n diti o ns f or pr o vi di n g t o y o u s u c h n oti c es a n d dis cl os ur es el e ctr o ni c all y t hr o u g h t h e D o c u Si g n 
s yst e m. Pl e as e r e a d t h e i nf or m ati o n b el o w c ar ef ull y a n d t h or o u g hl y, a n d if y o u c a n a c c ess t his 
i nf or m ati o n el e ctr o ni c all y t o y o ur s ati sf a cti o n a n d a gr e e t o t his El e ctr o ni c R e c or d a n d Si g n at ur e 
Dis cl os ur e ( E R S D), pl e a s e c o nfir m y o ur a gr e e m e nt b y s el e cti n g t h e c h e c k -b o x n e xt t o ‘I a gr e e t o 
us e el e ctr o ni c r e c or ds a n d si g n at ur es’ b ef or e cli c ki n g ‘ C O N TI N U E’ wit hi n t h e D o c u Si g n 
s yst e m.  

 
G etti n g p a p e r c o pi es   

At a n y ti m e, y o u m a y r e q u est fr o m us a p a p er c o p y of a n y r e c or d pr o vi d e d or m a d e a v ail a bl e 
el e ctr o ni c all y t o y o u b y u s. Y o u will h a v e t h e a bilit y t o d o w nl o a d a n d pri nt d o c u m e nts w e s e n d 
t o y o u t hr o u g h t h e D o c u Si g n s yst e m d uri n g a n d i m m e di at el y aft er t h e si g ni n g s essi o n a n d, if y o u 
el e ct t o cr e at e a D o c u Si g n a c c o u nt, y o u m a y a c c e ss t h e d o c u m e nts f or a li mit e d p eri o d of ti m e 
( us u all y 3 0 d a ys) aft er s u c h d o c u m e nts ar e first s e nt t o y o u. Aft er s u c h ti m e, if y o u wis h f or us t o 
s e n d y o u p a p er c o pi es of a n y s u c h d o c u m e nts fr o m o ur offi c e t o y o u, y o u will b e c h ar g e d a 
$ 0. 0 0  p er -p a g e f e e. Y o u m a y r e q u est d eli v er y of s u c h p a p er c o pi es fr o m us b y f oll o wi n g t h e 
pr o c e d ur e d es cri b e d b el o w.  

 
Wit h d r a wi n g y o u r c o n s e nt   

If y o u d e ci d e t o r e c ei v e n oti c es a n d dis cl os ur es fr o m us el e ctr o ni c all y, y o u m a y at a n y ti m e 
c h a n g e y o ur mi n d a n d t ell us t h at t h er e aft er y o u w a nt t o r e c ei v e r e q uir e d n oti c es a n d dis cl os ur es 
o nl y i n p a p er f or m at. H o w y o u m ust i nf or m us of y o ur d e cisi o n t o r e c ei v e f ut ur e n oti c es a n d 
dis cl os ur e i n p a p er f or m at a n d wit h dr a w y o ur c o ns e nt t o r e c ei v e n oti c es a n d dis cl os ur es 
el e ctr o ni c all y is d es cri b e d  b el o w.  

 
C o ns e q u e n c es of c h a n gi n g y o u r mi n d   

If y o u el e ct t o r e c ei v e r e q uir e d n oti c es a n d dis cl o s ur es o nl y i n p a p er f or m at, it will sl o w t h e 
s p e e d at w hi c h w e c a n c o m pl et e c ert ai n st e ps i n tr a ns a cti o ns wit h y o u a n d d eli v eri n g s er vi c es t o 
y o u b e c a us e w e wil l n e e d first t o s e n d t h e r e q uir e d n oti c es or dis cl os ur es t o y o u i n p a p er f or m at, 
a n d t h e n w ait u ntil w e r e c ei v e b a c k fr o m y o u y o ur a c k n o wl e d g m e nt of y o ur r e c ei pt of s u c h 
p a p er n oti c es or dis cl os ur es. F urt h er, y o u will n o l o n g er b e a bl e t o us e t h e D o c u Si g n s yst e m t o 
r e c ei v e r e q uir e d n oti c es a n d c o ns e nts el e ctr o ni c all y fr o m us or t o si g n el e ctr o ni c all y d o c u m e nts 
fr o m us. 

 
All n oti c es a n d dis cl os u r es will b e s e nt t o y o u el e ct r o ni c all y   

El e ctr o ni c R e c or d a n d Si g n at ur e Di s cl o s ur e cr e at e d o n: 2 7- M a y- 2 0 2 2 | 1 2: 5 0

P arti e s a gr e e d t o: P P D



U nl ess y o u t ell us ot h er wis e i n a c c or d a n c e wit h t h e pr o c e d ur es d es cri b e d h e r ei n, w e will pr o vi d e 
el e ctr o ni c all y t o y o u t hr o u g h t h e D o c u Si g n s yst e m all r e q uir e d n oti c es, di s cl os ur es, 
a ut h ori z ati o ns, a c k n o wl e d g e m e nts, a n d ot h er d o c u m e nts t h at ar e r e q uir e d t o b e pr o vi d e d or m a d e 
a v ail a bl e t o y o u d uri n g t h e c o urs e of o ur r el ati o ns hi p  wit h y o u. T o r e d u c e t h e c h a n c e of y o u 
i n a d v ert e ntl y n ot r e c ei vi n g a n y n oti c e or dis cl os ur e, w e pr ef er t o pr o vi d e all of t h e r e q uir e d 
n oti c es a n d dis cl os ur es t o y o u b y t h e s a m e m et h o d a n d t o t h e s a m e a d dr es s t h at y o u h a v e gi v e n 
us. T h us, y o u c a n r e c ei v e al l t h e dis cl os ur es a n d n oti c es el e ctr o ni c all y or i n p a p er f or m at t hr o u g h 
t h e p a p er m ail d eli v er y s yst e m. If y o u d o n ot a gr e e wit h t his pr o c ess, pl e as e l et us k n o w as 
d es cri b e d b el o w. Pl e as e als o s e e t h e p ar a gr a p h i m m e di at el y a b o v e t h at d es cri b es t h e 
c o ns e q u e n c es of y o ur el e cti n g n ot t o r e c ei v e d eli v er y of t h e n oti c es a n d dis cl os ur es 
el e ctr o ni c all y fr o m us.  

 
H o w t o c o nt a ct I n n o v a d e r m R es e a r c h I n c.:   

Y o u m a y c o nt a ct us t o l et us k n o w of y o ur c h a n g e s as t o h o w w e m a y c o nt a ct y o u el e ctr o ni c all y, 
t o r e q u est p a p er c o pi es of c ert ai n i nf or m ati o n fr o m us, a n d t o wit h dr a w y o ur pri or c o ns e nt t o 
r e c ei v e n oti c es a n d dis cl os ur es el e ctr o ni c all y as f oll o ws: 
T o c o nt a ct us b y e m ail s e n d m ess a g es t o:  

 
T o a d vis e I n n o v a d e r m R es e a r c h I n c. of y o u r n e w e m ai l a d d r ess  

T o l et us k n o w of a c h a n g e i n y o ur e m ail a d dr ess w h er e w e s h o ul d s e n d n oti c es a n d dis cl os ur es 
el e ctr o ni c all y t o y o u, y o u m ust s e n d a n e m ail m ess a g e t o us at   a n d i n 
t h e b o d y of s u c h r e q u est y o u m ust st at e: y o ur pr e vi o us e mail a d dr ess, y o ur n e w e m ail 
a d dr ess.  W e d o n ot r e q uir e a n y ot h er i nf or m ati o n fr o m y o u t o c h a n g e y o ur e m ail a d dr ess.   

If y o u cr e at e d a D o c u Si g n a c c o u nt, y o u m a y u p d at e it wit h y o ur n e w e m ail a d dr ess t hr o u g h y o ur 
a c c o u nt pr ef er e n c es.  

 
T o r e q u est p a p e r c o pi es f r o m I n n o v a d e r m R es e a r c h I n c.   

T o r e q u est d eli v er y fr o m us of p a p er c o pi es of t h e n oti c es a n d dis cl os ur es pr e vi o usl y pr o vi d e d 
b y us t o y o u el e ctr o ni c all y, y o u m ust s e n d us a n e m ail t o   a n d i n t h e 
b o d y of s u c h r e q u est y o u m ust st a t e y o ur e m ail a d dr ess, f ull n a m e, m aili n g a d dr ess, a n d 
t el e p h o n e n u m b er.  

 
T o wit h d r a w y o u r c o n s e nt wit h I n n o v a d e r m R es e a r c h I n c.   

T o i nf or m us t h at y o u n o l o n g er wis h t o r e c ei v e f ut ur e n oti c es a n d dis cl os ur es i n el e ctr o ni c 
f or m at y o u m a y: 
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i. d e cli n e t o sig n a d o c u m e nt fr o m wit hi n y o ur si g ni n g s essi o n, a n d o n t h e s u bs e q u e nt p a g e, 
s el e ct t h e c h e c k -b o x i n di c ati n g y o u wis h t o wit h dr a w y o ur c o ns e nt, or y o u m a y;  

ii. s e n d us a n e m ail t o  a n d i n t h e b o d y of s u c h r e q u est y o u m ust 
st at e y o ur e m ail, f ull n a m e, m aili n g a d dr ess, a n d t el e p h o n e n u m b er.  W e d o n ot n e e d a n y ot h er 
i nf or m ati o n fr o m y o u t o wit h dr a w c o ns e nt..  T h e c o ns e q u e n c es of y o ur wit h dr a wi n g c o ns e nt f or 
o nli n e d o c u m e nts will b e t h at tr a ns a cti o ns m a y t a k e a l o n g er ti m e t o pr o c es s..  

 
R e q ui r e d h a r d w a r e a n d s oft w a r e   

T h e mi ni m u m s yst e m r e q uir e m e nts f or usi n g t h e D o c u Si g n s yst e m m a y c h a n g e o v er ti m e. T h e 
c urr e nt s yst e m r e q uir e m e nts ar e f o u n d h er e: htt ps://s u p p ort. d o c usi g n. c o m/ g ui d es/si g n er -g ui d e -
si g ni n g-s yst e m -r e q uir e m e nts.  

 
A c k n o wl e d gi n g y o u r a c c ess a n d c o n s e nt t o r e c ei v e a n d si g n d o c u m e nts el e ct r o ni c all y   

T o c o nfir m t o us t h at y o u c a n a c c ess t his i nf or m ati o n el e ctr o ni c all y, w hi c h will  b e si mil ar t o 
ot h er el e ctr o ni c n oti c es a n d dis cl os ur es t h at w e will pr o vi d e t o y o u, pl e as e c o nfir m t h at y o u h a v e 
r e a d t hi s E R S D, a n d (i) t h at y o u ar e a bl e t o pri nt o n p a p er or el e ctr o ni c all y s a v e t hi s E R S D f or 
y o ur f ut ur e r ef er e n c e a n d a c c ess; or (ii) t h a t y o u ar e a bl e t o e m ail t his E R S D t o a n e m ail a d dr ess 
w h er e y o u will b e a bl e t o pri nt o n p a p er or s a v e it f or y o ur f ut ur e r ef er e n c e a n d a c c ess. F urt h er, 
if y o u c o ns e nt t o r e c ei vi n g n oti c es a n d dis cl os ur es e x cl usi v el y i n el e ctr o ni c f or m at as d es cri b e d 
h er ei n, t h e n s el e ct t h e c h e c k -b o x n e xt t o ‘I a gr e e t o us e el e ctr o ni c r e c or ds a n d si g n at ur es’ b ef or e 
cli c ki n g ‘ C O N TI N U E’ wit hi n t h e D o c u Si g n s yst e m.  

B y s el e cti n g t h e c h e c k -b o x n e xt t o ‘I a gr e e t o us e el e ctr o ni c r e c or ds a n d si g n at ur es’, y o u c o nfir m 
t h at: 

  Y o u c a n a c c ess a n d r e a d t hi s El e ctr o ni c R e c or d a n d Si g n at ur e Dis cl os ur e; a n d  
  Y o u c a n pri nt o n p a p er t his El e ctr o ni c R e c or d a n d Si g n at ur e Dis cl os ur e, or s a v e or s e n d 

t hi s El e ctr o ni c R e c or d a n d Dis cl os ur e t o a l o c ati o n w h er e y o u c a n pri nt it, f or f ut ur e 
r ef er e n c e a n d a c c ess; a n d 

  U ntil or u nl ess y o u n otif y  I n n o v a d er m R es e ar c h I n c. as d es cri b e d a b o v e, y o u c o ns e nt t o 
r e c ei v e e x cl usi v el y t hr o u g h el e ctr o ni c m e a ns all n oti c es, dis cl os ur es, a ut h ori z ati o ns, 
a c k n o wl e d g e m e nts, a n d ot h er d o c u m e nts t h at ar e r e q uir e d t o b e pr o vi d e d or m a d e 
a v ail a bl e t o y o u b y  I n n o v a d er m R es e ar c h I n c. d uri n g t h e c ours e of y o ur r el ati o ns hi p wit h 
I n n o v a d er m R es e ar c h I n c.. 
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