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2. STUDY DESIGN 
2.1. Synopsis of Study Design 

2.2. Randomization Methodology 
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2.4. Study Procedures 
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Table 1 Schedule of Assessments 
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2.5. Efficacy, Pharmacokinetic, and Safety Variables 
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3. SUBJECT POPULATIONS 
3.1. Population Definitions 

Screen Analysis Set:
Randomized Analysis Set:

Safety Analysis Set

Full Analysis Set (FAS): 

Modified Full Analysis Set (mFAS): 
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Per Protocol (PP) Set

3.2. Protocol Deviations 
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4. STATISTICAL METHODS 
4.1. Sample Size Justification 

4.2. General Statistical Methods and Data Handling 
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Table 2 Evaluation Intervals for Efficacy and Safety Analysis 
Evaluation Targeted time 

point
Protocol-Specified Interval Interval for Analysis

4.3. Interim Analyses 
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4.4. Subject Disposition 
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4.5. Demographic and Baseline Characteristics 
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4.6. Efficacy Evaluation 
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PROC MIXED DATA= dataset; 
CLASS region avisitn treat subjid;
MODEL chg=base treat region avisitn treat*avisitn / ddfm=KENWARDROGER;
REPEATED avisitn / subject=subjid type=un;
LSMEANS treat*avisitn / cl pdiff; 
ODS OUTPUT lsmeans=lsmeans_ tests3 = tests3_ diffs = diffs_
convergenceStatus=convergenceStatus_;
WHERE avisitn > xx; 
RUN;   
* chg represents the mean change from baseline variable; 
* base represents the mean daily frequency (or severity) at baseline; 
* treat represents the treatment group; 
* avisitn represents the analysis visits as defined in section 4.2.12. Only the 
post-baseline visits must be included 
* region represents the categorical covariate related to stratification factors; 
Further options to control the output may be added. 
From ODS OUTPUT, using the correct visit/treatment selection, the outputs will 
allow getting the following: 
- lsmeans_: LSM, SE and 95% CI for each treatment at each visit 
- diffs_: Difference in LSM, 95% CI and p value 
- tests3_: overall p values for the fixed effects.  

PROC NPAR1WAY DATA= dataset WILCOXON; 
CLASS treat;
VAR chg;
EXACT Wilcoxon; 
WHERE avisit = “Week 4” and treat in ("Placebo","NT-814 40mg"); 
RUN;   
* chg represents the mean change from baseline variable; 
* treat represents the treatment group; 
* avisit represents the analysis visits as defined in section 4.2.12. 
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PROC MIXED DATA=dataset; 
CLASS treat region; 
MODEL chg = treat base region; 
LSMEANS treat / pdiff (ref=’Placebo’) cl;
ODS OUTPUT lsmeans=lsmeans_ tests3 = tests3_ diffs = diffs_
convergenceStatus=convergenceStatus_;
WHERE avisit = “Week 4”;
RUN; 
* base represents the baseline value of the endpoint; 
* chg represents the change from baseline variable; 
* treat represents the treatment group; 
* region represents the categorical covariate related to stratification factors.
Further options to control the output may be added. See MMRM notes for ODS 
OUTPUT. 
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PROC LOGISTIC DATA= dataset;
CLASS treat (ref=’Placebo’) region / param=ref; 
MODEL response (event=’1’) = base treat region; 
ODS OUTPUT OddsRatios=OddsRatios_ ParameterEstimates=ParameterEstimates_; 
RUN; 
* base represents the baseline value of the endpoint; 
* response represents the response variable; 
* treat represents the treatment group; 
* region represents the categorical covariate related to stratification factors; 
Further options to control the output may be added. 
From ODS OUTPUT, using the correct selection, the outputs will allow getting the 
following: 
- OddsRatios_: Odd ratio and 95% CI for each treatment
- ParameterEstimates_: p value.  

PROC FREQ DATA = dataset; 
Tables region*treat*response / cmh; 
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WHERE treat in ("Placebo","NT-814 40mg"); 
RUN; 
* The p-value would be for “Row Mean Scores Differ” in the SAS PROC FREQ output. 
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4.7. Pharmacokinetic Evaluations 

4.8. Safety Analyses 

Table 3 Exposure variables definitions 

Variables Definitions
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Table 4 List of Laboratory Parameters 

Category Parameters
Haematology
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Biochemistry

Urinalysis

Bone Turnover
Markers
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Suicidal ideation

Suicidal behavior

Suicidal ideation or behavior

Suicidal Ideation Score
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5. CHANGES TO PLANNED ANALYSES 
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6. REFERENCES 
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7. CLINICAL STUDY REPORT APPENDICES 
7.1. Statistical Tables to be Generated 

Disposition/Demographics/Baseline/Exposure (CSR Table Section 14.1)

Efficacy/Pharmacokinetic Results (CSR Table Section 14.2)
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Displays of Adverse Events (CSR Section 14.3.1)



NeRRe Therapeutics 
Protocol 814-PM-02

11 DEC 2019 

CONFIDENTIAL 

49

Other Safety Information (CSR Section 14.4)
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7.2. Data Listings to be Generated 

Study Information (CSR Appendix 16.1)

Discontinued Subjects (CSR Appendix 16.2.1)

Protocol Deviations (CSR Appendix 16.2.2)

Subjects Excluded from Efficacy Analysis (CSR Appendix 16.2.3)
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Demographics Data (CSR Appendix 16.2.4)

Compliance and/or Drug Concentration Data (CSR Appendix 16.2.5)

Individual Efficacy Response Data (CSR Appendix 16.2.6)
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Adverse Event Listings (each subject) (CSR Appendix 16.2.7)

Listing of Individual Laboratory Measurements by Subject (CSR Appendix 16.2.8)
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Other Safety Data (CSR Appendix 16.2.9)

7.3. Data Figures to be Generated 

Efficacy/Pharmacokinetic Results (CSR Table Section 14.2)
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