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All placebo-treated subjects (i.e., subjects in group 2 from the Initial Period) who responded to placebo 
during the Initial Period will continue to receive placebo Q4W in the Maintenance Period. Beginning at 
Week 16, subjects in group 1A will receive active (i.e., nemolizumab [CD14152]) study drug injections 
Q4W up to Week 44. Subjects in group 1B will receive active (i.e., nemolizumab [CD14152]) study drug 
injections Q8W, with placebo at alternating visits to maintain the blind. Group 1B subjects will receive the 
last active study drug injection at Week 40 (final injection at Week 44 will be placebo). Group 1C subjects 
will receive placebo Q4W (i.e., through Week 44). 

Clinical assessments will occur according to the schedule of assessments through the Week 48 visit. 
Subjects should continue the same background topical therapy used in the Initial Period leading up to the 
Week 16 visit, including tapering or complete cessation (no use), if applicable. Throughout the 
Maintenance Period, adjustments to background topical therapy, as determined by the investigator, are 

 Subjects who complete the Week 48 visit may be 
eligible to enroll into the LTE study (Protocol 118163). The Follow-up visit is not required for subjects who 
participate in the LTE study. Subjects who discontinue the Maintenance period prematurely should 
complete an Early termination (ET) visit and a Follow-up visit 12 weeks after the last study drug injection. 

Follow-up 

The Follow-up visit will be conducted 12 weeks after the last study drug injection for subjects who decline 
or are not eligible to enter the LTE study. The Follow-up visit is not required for subjects who participate in 
the LTE study. (Twelve weeks corresponds to approximately 5 half-lives when nemolizumab 30 mg is 
dosed subcutaneously Q4W.) 

Figure 4-1: Study Visit Schema 

 

Abbreviations: BL=Baseline; q4wk=every 4 weeks; q8wk=every 8 weeks; W=week. 
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Week 48 337 >=323 NA >=281 except for PIQs
* PIQs assessment is available during Initial period only. Visit window after Week 16 will not be applicable for PIQs. 

Analysis visit of diary (ePRO) data will be defined depending on the data collection as below. 

For the diary data at post-baseline visit, only the diary data assessed within the timeframe below (+1 hour 
to end time in spec) will be considered for analysis. If >1 diary recorded on a day (within window), only 
one of them to take for analysis (i.e. latest one for evening diary, earliest one for morning diary). 

 Evening assessment (PP/AP NRS, Topical medication, PCS) recorded from 17:00:00 to 00:59:59 
 Morning assessment (SD NRS, morning sleep diary) recorded from 5:00:00 to 17:59:59 

Consecutive daily assessment: 
For the evening assessments (PP NRS, AP NRS) during Initial Period, the daily data collected up to 
Week 16 will be classified into analysis visits considering the data during the 7 days immediately 
preceding the target study day of analysis visit. Similarly, for the morning assessment (SD NRS, morning 
sleep diary) during Initial Period, the 7 days data up to the target study day will be classified into analysis 
visit. Details of the analysis visit window are in the table below. Only the data belongs to Initial Period will 
be considered for classifying the analysis visit in Initial Period. 

Table 8-2: Analysis Visit Window for Evening and Morning Assessments during Initial Period 

Analysis Visit Target Study Day 
of Analysis Visit 

Visit Window for evening 
assessment (PP NRS, AP 
NRS, Topical Medication) 

Visit Window for morning 
assessment (SD NRS, 
morning sleep diary) 

Baseline* 1 -7 to -1 -6 to 1 
Week 1 8 1 to 7 2 to 8 
Week 2 15 8 to 14 9 to 15 
Week 3 22 15 to 21 16 to 22 
Week 4 29 22 to 28 23 to 29 
Week 5 36 29 to 35 30 to 36 
Week 6 43 36 to 42 37 to 43 
Week 7 50 43 to 49 44 to 50 
Week 8 57 50 to 56 51 to 57 
Week 9 64 57 to 63 58 to 64 
Week 10 71 64 to 70 65 to 71 
Week 11 78 71 to 77 72 to 78 
Week 12 85 78 to 84 79 to 85 
Week 13 92 85 to 91 86 to 92 
Week 14 99 92 to 98 93 to 99 
Week 15 106 99 to 105 100 to 106 
Week 16** 113 106 to 112 before dosing 107 to 113 

* if there are less than 4 days non-missing data available within window, the lower bound of interval will be extended 
up to 7 additional days to obtain 4 days non-missing data for Baseline weekly score calculation. The timeframe 
window will not be considered. 
** if <4 days non-missing data within Week 16 window, the upper bound will be extended first up to +5 days to obtain 
4 non-missing data. If still <4 non-missing data after extending the upper bound, the lower bound will be extended 
again up to +5 days to obtain 4 days non-missing data. For evening assessment, only the data before Week 16 
dosing (or re-randomization if missing Week 16 dosing) will be considered for Initial Treatment Period analysis. 
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In case topical medication used (daily evening assessment throughout the study), 7 days immediately 
preceding the target study day will be considered to define analysis visit during the study. The same 
window with evening assessment (PP NRS, AP NRS) in Table 8-2 will be used for Initial Period. For 
Maintenance Period, the target study day of Week 20, Week 24, Week 28, Week 32, Week 36, Week 40, 
Week 44 and Week 48 will be Day 141, Day 169, Day 197, Day 225, Day 253, Day 281, Day 309, and 
Day 337. 
initial period. The extended timeframe (+1 hour to end time) to be considered. 

Intermittent daily assessment before the visit: 
For the evening assessments (PP NRS and AP NRS during Maintenance Period, and PCS assessment), 
the 7 days immediately preceding the actual subject visit date will be classified into the analysis visit. i.e., 
from bject visit date  7  Similarly, for the morning 
assessments (SD NRS, morning sleep dairy), the 7 days data from  

 will be classified into the analysis visit. In maintenance period, the diary data will 

analysis visit window/timeframe and before dosing. 
 
In case of missing/skipped visit, unscheduled or early termination visit, the diary data will be windowed 
based on the study day (see Tables 8-3 and 8-4). If a subject missed/skipped a visit due to any reason 
(e.g., skipped a visit due to COVID-19), the diary data which have been reported during that time will be 
mapped to the analysis visit based on the study day and 7 days consecutive data will be classified into 
the analysis visit as in the tables below. For the unscheduled or early termination visit data, the same 
approach will be applied to window the data into analysis visit. 
 
In case of evening diary (e.g., PP/AP NRS), the data within analysis visit window but after dosing on the 
clinic visit date will not be used for weekly score calculation at the corresponding analysis visit. 

Table 8-3: Analysis Visit Window for Missing/Skipped Visit, Unscheduled or Early termination Visit for 
PP/AP/SD NRS and Sleep Diary 

Analysis Visit 
Target Study Day of 
Analysis Visit 

Visit Window for 
evening assessment 
(PP NRS, AP NRS)* 

Visit Window for morning 
assessment (SD NRS, 
morning sleep diary) 

Week 24 169 162 to168 163 to 169 

Week 32 225 218 to 224 219 to 225 

Week 40 281 274 to 280 275 to 281 

Week 48 337 330 to 336 331 to 337 

* for evening diary, only the data before dosing on the clinic visit date will be considered for analysis. 

Table 8-4: Analysis Visit Window for Missing/Skipped Visit, Unscheduled or Early Termination Visit for 
PCS Assessments 

Analysis Visit 
Target Study Day of 
Analysis Visit Visit Window for PCS 

Baseline 1 -7 to -1 
Week 8 57 50 to 56 
Week 15 106 99 to 105 
Week 16* 113 106 to 112 before dosing 
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study drug, TEAE leading to permanent discontinuation of study drug, TEAE leading to 
permanent discontinuation from study, TEAE of special interest, TEAE leading to death, TEAE 
related to study drug leading to death. For the summary of Follow-up period, the summaries of 

provided. 

 TEAEs by System Organ Class and Preferred Term 

 Serious TEAEs by System Organ Class and Preferred Term 

 TEAEs by System Organ Class, Preferred Term and Maximum Severity 

 Severe TEAEs by System Organ Class and Preferred Term 

 TEAEs Leading to Permanent Discontinuation of Study Drug by System Organ Class and 
Preferred Term, which is only for Treatment period. No summary of Follow-up period. 

 TEAEs occurred in >=5% of subjects by System Organ Class and Preferred Term 

 TEAEs occurred in >=5% of subjects by Preferred Term 

For overall study period which includes all periods (initial, maintenance and follow-up), the following 
summary tables will also be presented and repeated for all TEAEs (all causalities) and study drug related 
TEAEs. 

 Overall Summary of TEAEs 

 TEAEs by System Organ Class and Preferred Term 

The overall study period summary will be presented by 4 treatment groups (Nemolizumab 30mg Q4W, 
Nemolizumab 30mg Q4W to Q8W, Nemolizumab 30mg Q4W to Placebo, and Placebo). Nemolizumab 
30mg Q4W includes all subjects in the population who received Nemolizumab 30mg in Initial Period or 
who received Nemolizumab 30mg Q4W continuously during Initial and Maintenance Periods. Similarly, 
Placebo includes all subjects in the population who received Placebo in Initial Period or who received 
Placebo continuously during Initial and Maintenance Periods. 

For the subset of subjects with COVID-19 infection, the following summary tables will be provided 
additionally and it will be repeated for all TEAEs and Study drug related TEAEs, separately. 

 Overall summary of TEAEs 

 TEAEs by System Organ Class and Preferred Term 

 Serious TEAEs by System Organ Class and Preferred Term 

 TEAEs of Special Interest by Category, System Organ Class and Preferred Term 

A separate summary below for TEAEs of Special Interest will be provided by periods (initial, maintenance) 
and repeated for all TEAEs (all causalities) and Study drug related TEAEs.  

 Overall Summary of TEAEs of Special Interest 

 TEAEs of Special Interest by Category, System Organ Class and Preferred Term 

 TEAEs of Special Interest by Category, System Organ Class, Preferred Term and Maximum 
Severity 

Adjudicated events will also be summarized as below by periods (initial, maintenance) and repeated for 
all TEAEs (all causalities) and Study drug related TEAEs. 
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elevated to > 2.5 × ULN), albumin, total protein, uric acid, sodium, potassium, calcium, chloride, 
glucose, urea, total cholesterol, triglycerides, low-density lipoprotein (LDL), and high-density 
lipoprotein (HDL). Follicle-stimulating hormone (FSH) will be collected for postmenopausal subjects. 

 Urinalysis: pH, glucose, ketones, blood, protein, leukocytes, nitrites, bilirubin, urobilinogen, and 
specific gravity. 

Laboratory assessments are performed at Screening, Baseline, Week 8, Week 16, Early Termination and 
Follow-up during the Initial Period. 

Laboratory assessments are performed at Week 32, Week 48, Early Termination and Follow-Up during 
the Maintenance Period. 

Hematology and chemistry laboratory data (absolute values and change from Baseline; and change from 
Week 16 for Maintenance Period) will be summarized as continuous variables (scheduled visits only) for 
the Initial Period and the Maintenance Period. Urinalysis laboratory data will be summarized by visit 
(scheduled visit only). Last post-baseline, worst post-baseline and maximum post-baseline results will 
also be included and will include unscheduled visits in the derivation. And worst post-baseline value will 
be defined as the highest or lowest value relative to the reference range during the respective treatment 
Period. 

Shift tables will be generated using the reference ranges (Low, Normal, High and Missing) for hematology 
and chemistry laboratory data. The number and percentage of subjects shifting from reference ranges 
between Baseline and each visit (scheduled visits only) will be summarized for the Initial Period and the 
Maintenance Period. In addition, shift table from Week 16 will be provided for the Maintenance Period. 
Last, worst and maximum post baseline values will also be included in the shift tables and will include 
unscheduled visits in the derivation. Worst post baseline value will be defined as the highest or lowest 
value relative to the reference range. 

Summary of the number and percentage of subjects who met criteria of potential clinically significant (CS) 
value will be summarized (scheduled visits only) for hematology and chemistry laboratory data. Last, 
worst and maximum post-baseline results will also be included in the summary. Potentially CS ranges for 
adult and adolescent are listed in sections 22.3 and 22.4. 

For statistical and graphical summaries of the laboratory tests, values below or above the limit of 
 detection minus 1% for values below 

the lower limit and are substituted with the upper limit of detection plus 1% for values above the upper 
 

shown including the < or > sign. 

Distribution of Aspartate Aminotransferase (AST), Alanine Aminotransferase (ALT), Alkaline Phosphatase 
(ALP), Total bilirubin and Creatinine Phospokinease (CPK) will be displayed graphically as boxplot by 
treatment group for each scheduled visit and the maximum post-Baseline (including unscheduled visits in 
the derivation) values for the Initial Period and the Maintenance Period. 

By-subject listing will be presented for all laboratory data. By-subject listing for subjects with at least one 
abnormal result (out of reference range) will be provided for hematology and clinical chemistry. By-subject 
listing for subjects with at least one potentially CS result will be provided for hematology and clinical 
chemistry. 
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If the categories are not ordered (e.g., Medical History, Reasons for Discontinuation from the 
Study, etc.), then only those categories for which there is at least 1 subject represented are 
included. 

 An Unknown or Missing category are added to each parameter for which information is not 
available for 1 or more subjects. 

 Unless otherwise specified, the estimated mean, median, Q1 and Q3 for a set of values are printed 
out to 1 more significant digit than the original values, and standard deviations are printed out to 2 
more significant digits than the original values. The minimum and maximum should report the same 
significant digits as the original values. Missing descriptive statistics or p-values which cannot be 
estimated are -  
 Percentage values are printed to one decimal place, in parentheses with no spaces, one space 

after the count (e.g., 7 (12.8%), 13 (5.4%)). Pre-determine how to display values that round down 
to 0.0. A common convention is to display as '<0.1', or as appropriate with additional decimal 
places. Unless otherwise noted, for all percentages, the number of subjects in the analysis 
population for the treatment group who have an observation will be the denominator. Percentages 
after zero counts should not be displayed and percentages equating to 100% are presented as 
100%, without decimal places. 

 Tabular display of data for medical history, prior/concomitant medications, and all tabular displays of 
adverse event data are presented by the body system, treatment class, or SOC. The body system, 
drug class and SOC are displayed in alphabetically order. Within body system, drug class and SOC, 
preferred term will be display in descending frequency. If incidence for more than 1 preferred term is 
identical, they should then be sorted alphabetically. 
 P-values are presented with 4 decimal places. If the p-value is less than 0.0001, it will be 

presented as <0.0001. If the p-value is returned as >0.9999, it is presented as >0.9999. 
 The percentage of subjects is normally calculated as a proportion of the number of subjects 

assessed in the relevant treatment group (or overall) for the analysis population presented. 
However, careful consideration is required in many instances due to the complicated nature of 
selecting the denominator, usually the appropriate number of subjects exposed. Describe details 
of this in footnotes or programming notes. 

 For categorical summaries (number and percentage of subjects) where a subject can be included 
in more than one category, describe in a footnote or programming note as needed if the subject 
are included in the summary statistics for all relevant categories or just 1 category and the criteria 
for selecting the criteria. 

 Where a category with a subheading (such as system organ class) has to be split over more than 
of each subsequent page. The 

overall summary statistics for the subheading should only be output on the first relevant page. 

17.2.5.3. Listing Conventions 

 Listings will be sorted for presentation in order of subject number, visit/collection day, and 
visit/collection time. 

 -
- 

whichever is appropriate. 
 Dates are printed in SAS DATE9

are represented on subject listings as dashes (--JUL2000). Dates that are missing because they 
 

10
-N

o
v-

2
0

22
 0

0:
0

0:
0

0
C

D
1

4
15

2.
S

P
R

1
18

16
1

.S
A

P
.V

0
1

1.
0

A
p

pr
ov

ed



















































































Statistical Analysis Plan for Interventional Studies
Sponsor: Galderma Research & Development, LLC; Protocol No.: RD.06.SPR.118161 

This document is confidential. 

SAP Version: Final Version 1.0, 09-Nov-2022 
Controlled Document ID: 3903A.02, Effective Date 31-Aug-2020 
Filing requirements: TMF Page 120 of 124 

For IGA,  
 
Proc mi data = analysis_data seed=118161  minimum=0 maximum=xx nimpute=number_of_imputations 
out=out_data; 
  class trtp stratum; 
  monotone logistic (/details);  
  var base stratum y4 y8 y12 y16; 
run; 
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5. The example SAS code for pooling phase for ANCOVA model by PROC MIANALYZE: 

proc sort data=diff; by avisitn trtp; run; 
proc sort data=lsm; by avisitn trtp; run; 
proc mianalyze data=diff; by avisitn trtp; 
modeleffects estimate; 
stderr stderr; 
ods output ParameterEstimates=estdiff; run; 
 
proc mianalyze data=lsm; by avisitn trtp; 
modeleffects estimate; 
stderr stderr; 
ods output ParameterEstimates=estlsm; run; 
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