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QD Once a day (quaque die) 
SAP  Statistical Analysis Plan 

  
SOC System Organ Class 
SUSAR Suspected Unexpected Serious Adverse Reactions 
T4 Serum Free Thyroxine 
TEAE Treatment-Emergent Adverse Event 
TID Three times a day (ter in die) 
TSH Thyroid Stimulating Hormone 
UPT Urine Pregnancy Test 
VASI Vitiligo Area and Scoring Index 
VES Vitiligo Extent Score 

  
VIPs Vitiligo Impact Patient Scale 
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Clinical Evaluations will be performed at: 

 Visit 1: Screening Visit (Week ≥ -4 / Day -28 to -1); 
 Visit 2: Baseline Visit (Week 1 / Day 1); 
 Visit 3: Interim Visit (Week 4 / Day 29 ± 3 Days); 
 Visit 4: Interim Visit (Week 12 / Day 85 ± 3 Days); 
 Visit 5: Interim Visit (Week 16 / Day 113 ± 3 Days); 
 Visit 6: Interim Visit (Week 20 / Day 141 ± 3 Days); 
 Visit 7: Interim Visit (Week 24 / Day 169 ± 3 Days); 
 Visit 8: Interim Visit (Week 28 / Day 197 ± 3 Days); 
 Visit 9: Interim Visit (Week 36 / Day 253 ± 3 Days); 
 Visit 10: Interim Visit (Week 44 / Day 309 ± 3 Days); 
 Visit 11: Interim Visit (Week 48 / Day 337 ± 3 Days); 
 Visit 12: End of Treatment Visit (Week 52 / Day 365 ± 3 Days); 
 Visit 13: Follow-up Visit (Week 64 / Day 449 ± 3 Days); 

Subjects will be admitted into the study after informed consent has been obtained. An 
Unscheduled Visit is allowed at any time, for any reason, if in the Principal Investigator’s 
opinion it is warranted. If a subject is discontinued from the study during an Unscheduled 
Visit, the Unscheduled Visit will be referred to as an Early Discontinuation Visit. Subjects 
discontinued from Investigational Product (IP) prior to the end of study will be required to 
complete the End of Study (EoS) assessment within 2 weeks after the last dose. 

. 
Randomization and re-randomization will be stratified by stability of disease (stable vs. non-
stable)  
The assigned IP will be administered orally three tablets three times a day, in the morning, in 
the afternoon, and in the evening according to a randomization scheme. Subjects will be 
required to use diaries to document the date of study treatments, any missed treatments, and 
the occurrence of all adverse events (AEs). 
The duration of each Subject’s participation in the study will be approximately 64 weeks 
(449 days). 
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If the Principal Investigator determines that the Subject’s condition has worsened to the 
degree that it is unsafe for the Subject to continue in the study (e.g., an increase in VASI score 
from baseline by ≥25%), the Subject may be discontinued from the study as a treatment 
failure and treated using the standard care. 
A detailed Schedule of Procedures is provided in Appendix 11.1. 

3.2 Sample Size  
The study will randomize approximately 320 subjects into 5 treatment arms (n=approximately 
64 subjects per arm) in a 1:1:1:1:1 ratio. The sample size assumes a drop-out rate of about 
20%, with 52 evaluable subjects per treatment arm at the time of analysis. The study is 
powered at 85%, and assumes a two-sample Z-test with equal variances, two-sided alpha (α) 
of 0.05, a Baseline VASI mean of 15.7 and standard deviation of 8.9 and an improvement at 
Week 24 of 35% (Δ 5.50) for AS012 versus an improvement for placebo of 10% (Δ 1.56), for 
a mean treatment difference of 3.94. Since the correlation between Baseline and Week 24 
VASI scores is expected to be >0.5, the standard deviation of the difference is conservatively 
estimated at 70% of the Baseline SD, or 6.4. The sample size takes into account an interim 
assessment of futility and efficacy, using an O’Brien-Fleming error spending function to 
determine the boundaries, once the placebo,  dose reach 75% 
completion of the Week 24 VASI assessment. Randomization will be stratified by stability of 
disease (stable vs. non-stable)  With a 
total of six possible stratification levels, 52 evaluable subjects per treatment arm ensures at 
least 8 subjects per stratification level. 

3.3 Randomization and Unblinding Procedures  
To maintain the study blind, the randomization schedule will be generated by a third party. 
Randomization will be performed according to a computer-generated randomization scheme. 
The placebo and tablets for all strengths of AS012 look alike which ensures blinding. The 
Investigational Product will be provided in identically labeled and packaged such that neither 
the Subject nor any Investigator can identify the treatment. The Drug Labeling, Packaging and 
Shipping facility will hold the randomization code throughout the conduct of the study in 
order to minimize bias. A sealed copy of the randomization scheme (as a scratch off portion of 
the product label attached to the drug accountability page) will be retained at the study site. In 
the event of an emergency, the Subject-specific treatment may be identified; however, every 
effort should be made to maintain the blind. Where possible, the Medical Monitor should be 
contacted before breaking the blind for any subject. The Sponsor must be notified in the event 
the blind is broken. 
The treatment assignments will remain blinded until the final database is closed. 
If Suspected Unexpected Serious Adverse Reactions (SUSAR) requires unblinding by a 
Regulatory Agency, a designated member of the Sponsor’s safety team will be un-blinded on 
case-by-case basis by receiving the randomization directly from the study unblinded statistical 
consultant. 
The bioanalytical team will analyze the samples collected from all subjects, including samples 
from subjects assigned to placebo to ease the selection of samples and avoid releasing the 
randomization code. 
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of Last Dose as collected at the End of Study eCRF. The Date of First dose is collected at the 
Study Drug Administration eCRF at Visit 2. 
For Part II the Date of Last Dose is collected at the End of Study eCRF and Date of First Dose 
is collected at the Study Drug Administration eCRF at Visit 7/Week 24. 
Compliance will be calculated in terms of total number of tablets taken separately for Part I, 
Part II and both parts overall. Compliance will be defined in two ways: 

1. Based on the diary data as ( 9*[Number of planned treatment days] – [Total number of 
missed tablets]) / (9*[Number of planned treatment days]) *100% 

2. Based on the drug accountability data as ([Total number of drug bottles 
dispensed]*105 – [Total number of tablets returned])/ (9*[Number of planned 
treatment days]) *100%. This is based on the assumption that each dispensed bottle 
contained 105 tablets. 

Number of planned treatment days will be defined as follows: 

 For Part I 
o For subjects that completed Part I, i.e. attended Week 24 visit: [Date of Week 

24 Visit] – [Date of the first dose of the study drug] 
o For subjects that discontinued in Part I: [Date of discontinuation] - [Date of the 

first dose of the study drug] + 1 
 For Part II 

o For subjects that completed Part II, i.e. attended Week 52 visit: [Date of Week 
52 Visit] – [Date of Week 24 Visit] + 1 

o For subjects that discontinued in Part II: [Date of discontinuation] – [Date of 
Week 24 Visit] + 1 

 For overall compliance (for subject initially randomized to AS012) 
o For subjects that completed Part II, i.e. attended Week 52 visit: [Date of Week 

52 Visit] – [Date of the first dose of the study drug] + 1 
o For subjects that discontinued in Part I or Part II: [Date of discontinuation] – 

[Date of the first dose of the study drug] + 1 
Total number of missed tablets will be calculated form the diary data by summing up the 
values “Total Number of Missed Tablets Per Diary (At Morning)”, “Total Number of 
Missed Tablets Per Diary (At Afternoon)” and “Total Number of Missed Tablets Per 
Diary (At Evening)” transcribed at the “Study Drug Accountability” eCRF across 
applicable visits, i.e: 

 For Part I: visits up to and including Week 24 Visit, including any unscheduled 
visits occurring before Week 24 Visit date 

 For Part II: visits after Week 24 Visit, including any unscheduled visits occurring 
after Week 24 Visit date 

 For overall compliance (for subject initially randomized to AS012): all visits 
If the subject did not return the diary at least once and therefore the number of missed tablets 
is not known, the compliance will not be calculated. 
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relationship to study drug, only the most related occurrence within the preferred term or 
system organ class and treatment will be selected for displays in summary tables. 
An overall summary for the Safety population will include, by treatment and overall, the 
number and percentage of subjects reporting at least 1 TEAE in the following categories: 

 Any TEAE 

 Treatment-related TEAE 

 Serious TEAE 

 Treatment-related serious TEAE 

 TEAE leading to discontinuation of the study medication 

 Treatment-related TEAE leading to discontinuation of the study medication 

 TEAE requiring temporary interruption of study medication 

 Treatment-related TEAE requiring temporary interruption of study medication 

 TEAE leading to death. 
The following TEAE frequency tables will be prepared summarizing the overall number of 
TEAEs, the number and percentage of subjects reporting at least one TEAE by MedDRA 
System Organ Class (SOC) and preferred term (PT), by treatment group for the Safety 
population: 

 All TEAEs 

 Serious TEAEs 

 Treatment-related TEAEs 

 AEs leading to discontinuation of the study medication 

 TEAEs by Severity 

 TEAEs by Relationship to Study Drug. 

Overall summary of TEAEs and the summary of TEAEs by SOC and PT will be presented 
separately for TEAEs occurring in Part I, occurring after Part I and for all TEAEs for subjects 
initially randomized to AS012 treatment. 
All information pertaining to AEs noted during the study will be listed by subject, detailing 
verbatim, preferred term, system organ class, start date, stop date, intensity, outcome, action 
taken and causal relationship to the study drug. The AE onset will also be shown relative (in 
number of days) to the date of first administration of the study drug. In addition the AE 
duration (if AE Stop Date is available) will be evaluated as below and presented (in number of 
days). 
                          AE Duration = AE Stop Date – AE Start Date + 1 
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6.11.2 Laboratory tests 
A central laboratory will be used for all assessments unless noted otherwise. The laboratory 
assessments include: 
Thyroid function: at study Visits 1, 7, and 12 (screening and Weeks 24 and 52) a blood 
sample will be collected for free T4 and TSH testing. 
Hematology: at all study visits a blood sample will be collected for total and differential 
WBC count, Absolute Neutrophil count (ANC), Absolute Lymphocyte count (ALC), Platelet 
count, Hemoglobin, Hematocrit. 
Lipid profile: at the study Visits 1, 2, 7, and 12 (Screening and study Weeks 1, 24, and 52) a 
blood sample will be collected for LDL, HDL and total cholesterol and triglycerides testing. 
The test does not need to be repeated at study Visit 2 if the screening assessment (visit 1) was 
performed within 2 weeks of Visit 2. 
Clinical chemistry: at all study visits a blood sample will be collected for sodium, potassium, 
chloride, calcium, magnesium, bicarbonate, phosphate, blood urea nitrogen, random glucose, 
albumin, total protein, alkaline phosphatase, creatinine, Alanine aminotransferase (ALT), 
AST, gamma glutamyl transferase (GGT), total bilirubin, conjugated bilirubin testing. 
Coagulation profile: at the study Visits 1, 2, 7, and 12 (Screening and study Weeks 24, and 
52) a blood sample will be collected for PT and INR testing. The test does not need to be 
repeated at study Visit 2 if the screening assessment (Visit 1) was performed within 2 weeks 
of Visit 2. 
Serology: at Screening visit a blood sample will be collected for: HIV antibodies, HBsAg, 
and HCV antibodies testing. 
Serum pregnancy test: at Screening visit a blood sample will be collected for serum 
beta-hCG testing. 
The following tests will be performed at a clinic site: 
Urinalysis dipstick: at the study Visits 1 to 12 (Screening and study Weeks 1 to 52) a urine 
sample will be collected for pH, specific gravity, protein, glucose, ketones, and blood testing. 
The test does not need to be repeated at study Visit 2 if the screening assessment (Visit 1) was 
performed within 2 weeks of Visit 2. 
Microscopic exam may be performed at the local or central laboratory at the discretion of the 
investigator if the dipstick is positive (i.e., trace or above).  Only dipstick results will be 
available in the study database. 
Urine Pregnancy Test: at all study visits a urine sample will be collected in women of 
childbearing potential and the results of all pregnancy tests (positive or negative) will be 
documented. 
A positive result should be confirmed by a different brand of UPT. A confirmed positive urine 
pregnancy test during the treatment periods of the study requires immediate interruption of 
study treatment and the subject must be discontinued from the study. 
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For hematology, chemistry, thyroid function, and coagulation profile the labs that were 
abnormal and clinically significant at end of treatment (Week 52) are needed at safety 
follow-up visit (Week 64). 
Hematology, chemistry (including lipid profile and thyroid function, and coagulation 
parameters and their changes from baseline will be summarized descriptively by visit and 
treatment group. Urinalysis dipstick results will be summarized categorically (positive or 
negative). 
Shifts from baseline among the categories Normal (within the reference range), Low (below 
the reference range), and High (above the reference range) will be presented by visit.  
All results will be listed. 

6.11.3 Vital signs 
Vital signs, including blood pressure, pulse rate, respiratory rate, and oral body temperature, 
will be documented at every visit. Vital signs will be measured after the subject has rested in a 
seated or supine position for at least 5 minutes. 
Vital signs and their changes from baseline will be summarized descriptively by visit and 
treatment group.  
All vital signs will be listed. 

6.11.4 12-Lead ECG 
Digital ECG devices will be used to record 12-lead ECGs at the Screening visit to confirm the 
subject’s eligibility criteria as well as at study Weeks 12, 24, 36, 52, and 64. To avoid 
impacting results and quality of data, ECG should be done before other invasive or stressful 
procedures. 
The following ECG parameters will be obtained directly from the computerized 12-lead ECG 
recordings: rhythm, ventricular rate, P-R interval, R-R interval, QRS duration and QT. QTcF 
will be calculated according to the Fridericia formula. Overall interpretation will be recorded 
as Normal, Abnormal not clinically significant or Abnormal clinically significant. 
Heart rate and intervals as well as their changes from baseline will be summarized 
descriptively by visit and treatment group. Overall interpretation will be summarized by 
presenting number and percentage of subjects with each interpretation by visit and treatment 
group. 
All ECG findings will be listed. 

6.11.5 Physical Examination 
The investigator, sub-investigator or appropriately delegated designee will perform a physical 
examination, prior to the Subject starting study drug and at the end of treatment. The physical 
examination will include, at a minimum, examination of the Subject’s general appearance, 
comprehensive skin examination, HEENT (head, eyes, ears, nose and throat), heart, lungs, 
musculoskeletal system, neurological system, lymph nodes, abdomen and extremities. Each 
body system will be classified as normal, abnormal not clinically significant or abnormal 
clinically significant. 
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clinical response to treatment could be expected. Analysis outputs will be generated when the 
last subject has completed 24 weeks of study participation, and may include results for all 
planned endpoints up to Week 24. At the time of interim analysis at Week 24, the 
randomization will be unblinded to the sponsor and its designee. The final study database will 
be locked following last patient last visit at Week 64, once all subject data have been cleaned, 
and all coding of terms (AE, Concomitant Medications, Medical History) has been finalized. 
Investigational sites, subjects, and study team members directly involved in study activities 
will remain blinded to study treatment assignments until the last subject completes their 
double-blind follow-up period (Week 64). A designated list of blinded and unblinded study 
personnel shall be maintained. Sharing of subject-level unblinded information for the IA will 
be confined to a designated unblinded study team. For the 24-week primary end-point, patient 
level data will not be provided to the site staff and the blinded study team. The Final CSR will 
be provided to the PI at the end of the study. 

7.1 Content of the interim analysis 
A subset of tables, listings and figures to be produced for the interim analysis will be 
identified in an appendix to this SAP. 

7.2 Data cut-off for the interim analysis 
The interim analysis will occur after the last subject’s Week 24 visit. At this time subjects 
enrolled in the study earlier will progress well past Week 24 visit and their data from later 
visits will be present in the study database. While the primary focus of the interim analysis 
will be on the efficacy at Week 24, all available efficacy data entered into the database up to 
the pre-defined cut-off date will be used for analysis. 
For analyses of safety, only the data up to Week 24 will be used. Any safety finding collected 
up to 24 visit as well as any adverse events or concomitant medications up to the date of the 
subject’s Week 24 visit will be considered for the purposes of the interim analysis. Adverse 
events or concomitant medications that started prior to Week 24 visit and ended after it will be 
considered ongoing. 

7.3 Unblinding for the interim analysis 
A separate unblinding programming team will be allocated to perform the final run of the 
interim analysis. A separate “unblinded” folder will be created that will be accessible by the 
unblinded team only. Analysis programs will be prepared by the main study team, who will 
remain blinded at the time of the interim analysis and until the final database lock. Once all 
programs are ready and tested on blinded data, the programs will be transferred to the 
“unblinded” folder. After the data for the interim analysis are locked, randomization 
information will be released to the unblinded team only and saved in the “unblinded” folder. 
The unblinded team will run the analysis programs using the randomization information to 
produce unblinded tables, listing and figures.  
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9. LIST OF PLANNED TABLES, FIGURES, AND LISTINGS 
See separate document with the table, figure and listing shells. 

10. LITERATURE CITATIONS  REFERENCES 
1. Study protocol: "A Phase II, Randomized, Double-Blind, Placebo-Controlled Dose-

Ranging Study to Evaluate the Efficacy and Safety of AS012 in Subjects with Non-
Segmental Vitiligo",  
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11.2 Code Fragments 
11.2.1 Primary analysis of the primary endpoint with multiple imputations 
Step1. Efficacy data needs to be transposed to one record per subject structure with responses from Week 12 and Week 24 visits in 
different variables. In the examples below responses from Week12 and Week24 visits are denoted as CHG12 and CHG24. 
Step 2. Impute intermittent missing values 50 times: 
proc mi data=… out=… nimpute=50 seed=122001; 

  var trtp disstab skinclass base chg12 chg24; 

  class trtp disstab skinclass; 

  fcs regpmm(chg12=trtp disstab skinclass base chg24); 

  fcs regpmm(chg24=trtp disstab skinclass base chg12); 

run; 

Note: pre-specified seed is necessary to ensure results are repeatable and amenable to validation by double-programming. The value 
is chosen arbitrarily based on the protocol number. 
Meaning of the variables: 

 TRTP: treatment group 

 DISSTAB: disease stability (stable/unstable) 

 SKINCLASS: Skin type group (I-II, III-IV or V-VI) 

 CHG12: response, i.e. VASI change from baseline, at Week 12 

 CHG24: response, i.e. VASI change from baseline, at Week 24 

 BASE: baseline value of VASI 
Step 3. Analysis of imputed data. For each of the 50 imputations perform the primary analysis: 
proc mixed data=… method=type3; 

  by _imputation_; 

  class trtp disstab skinclass; 

  model chg24 = trtp disstab skinclass base; 

  lsmeans trtp / diff=control('PLACEBO'); 

run; 




