
Official Title: A Non-Randomized, Open-Label, One Sequence, Two Period Cross-
Over Study to Investigate the Effect of CYP3A Inhibition on 
the Pharmacokinetics of RO7017773 in Healthy Participants 

NCT Number: NCT03774576 

Document Date: SAP Final Version: 23- April-2019 









CONFIDENTIAL  BP40822 

BIOTRIAL BIOMETRICS – Statistical Analysis Plan – Final version – 18APR2019 4/31 

TABLE OF CONTENTS 
 

1. Introduction .................................................................................................................... 8 

2. Study objectives ............................................................................................................... 8 

2.1. Primary objective ......................................................................................................... 8 

2.2. Secondary objectives ................................................................................................... 8 

2.3. Exploratory objectives ................................................................................................. 8 

3. Study methodology ......................................................................................................... 8 

4. Sample Size ..................................................................................................................... 9 

5. Changes to the planned analysis from protocol ............................................................ 9 

6. Statistical considerations ................................................................................................ 9 

7. Description of study subjects ........................................................................................ 11 

7.1. Definition of analysis sets .......................................................................................... 11 

7.2. Subject disposition ..................................................................................................... 11 

7.3. Protocol deviations .................................................................................................... 11 

8. Demographic data and baseline characteristics .......................................................... 12 

8.1. Demographic data ...................................................................................................... 12 

8.2. Other baseline characteristics .................................................................................... 12 

8.3. Medical and surgical history and procedures ............................................................ 12 

8.4. Previous and concomitant medications ..................................................................... 12 

8.5. Compliance ................................................................................................................ 12 

9. Pharmacokinetic data ................................................................................................... 13 

9.1. Generalities ................................................................................................................ 13 

9.2. Plasma concentrations and pharmacokinetic parameters .......................................... 14 

9.2.1. Plasma parameters .............................................................................................. 14 

9.2.2. Plasma pharmacokinetic analysis ....................................................................... 16 

10. Pharmacodynamics data .............................................................................................. 17 

11. Safety data ..................................................................................................................... 17 

11.1. Adverse events ........................................................................................................... 17 

11.2. Clinical laboratory data ............................................................................................. 18 

11.3. Other safety parameters ............................................................................................. 19 

11.3.1. Vital signs data ................................................................................................... 19 

11.3.2. Electrocardiogram data ...................................................................................... 20 

11.3.3. Physical examination .......................................................................................... 20 

739 / 6693



CONFIDENTIAL  BP40822 

BIOTRIAL BIOMETRICS – Statistical Analysis Plan – Final version – 18APR2019 5/31 

11.3.4. Alcohol breath test and urine drug of abuse ....................................................... 20 

11.3.5. Columbia-suicide severity rating scale .............................................................. 20 

11.3.6. Subjects’ habits .................................................................................................. 21 

12. Reporting conventions .................................................................................................. 21 

13. References ..................................................................................................................... 21 

14. Appendices .................................................................................................................... 22 

14.1. Appendix 1 - Flow chart and schedule of assessments of the study .......................... 22 

14.2. Appendix 2 - List of tables, listings and figures included in the clinical study report .. 

  ................................................................................................................................... 27 

 

740 / 6693











CONFIDENTIAL  BP40822 

BIOTRIAL BIOMETRICS – Statistical Analysis Plan – Final version – 18APR2019 10/31 

Unless specified otherwise, the calculation of percentages will be based on the number of 
observed values. Therefore, counts of missing values will be included in the denominator and 
displayed as a separate category if any. 
For the values measured outside of the treatment periods, data will be organised overall. 
For the values obtained during the treatment periods, data will be organised by treatment 
group: 
- For analyses of adverse events: 

- RO7017773 alone, 
- Itraconazole alone, 
- RO7017773 + itraconazole. 

- For the other safety and PK analyses: 
- RO7017773 alone, 
- RO7017773 + itraconazole. 

All safety listings will be sorted by subject and measurement time if applicable. 
All pharmacokinetics listings will be sorted by treatment group, subject and measurement 
time. 
All listings containing an evaluation date will display the study day defined as the day relative 
to the first administration of study drug: 
- Study day 1 will be defined as the day of the first administration date. 
- Study day -1 will be defined as the day prior to the first administration date. 
- There will be no study day 0. 
 

Handling of missing and retest values 
No management of missing values or values below/above a limit of detection/quantification 
will be performed, except for pharmacokinetic values (see section 9.1). 
For all parameters and for subjects with retest values, the last reliable value will be used for 
the measurement time before the first investigational medicinal product (IMP) administration 
in each period (provided it was measured before IMP administration in each period) and the 
first reliable value will be used for the measurement time after the first IMP administration in 
each period. 
 

Handling of incomplete dates 
No management of incomplete dates will be performed. The incomplete dates will be labelled 
as such in the listings. 
 

Baseline definition 
For all parameters, baseline will be defined as the last available measurement prior to the first 
IMP administration in each period.  
 

Duration 
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Duration (in days, hh:mm) will be calculated by the difference between the start and stop date 
and time (e.g. duration of adverse event (AE) (days, hh:mm) = end of AE date and time – AE 
onset date and time). 
Duration (in days) will be calculated by the difference between the start and stop date + 1 
(e.g. duration of a medication (days) = end of medication date – onset of medication date + 1). 
 

Type I error rate 
Unless stated otherwise, statistical tests will be two-sided and will be carried out at the 5% 
level of significance. 

7. Description of study subjects 

7.1. Definition of analysis sets 

The following analysis sets will be defined: 
Included set (IS): all of the subjects included in the study. 
Safety set (SS): all participants who have been administered study treatment and who 
received at least one dose of the study treatment, whether prematurely withdrawn from the 
study or not, will be included in the safety analysis. 
Pharmacokinetic set (PKS): all participants who have received at least one dose of study 
treatment and who have data from at least one post-dose sample will be included in the PK 
analysis population. Participants will be excluded from the PK analysis population if they 
significantly violate the inclusion or exclusion criteria, deviate significantly from the protocol, 
or if data are unavailable or incomplete which may influence the PK analysis. Excluded cases 
will be documented together with the reason for exclusion. All decisions on exclusions from 
the analysis will be made prior to database closure. 
The analysis sets will be precisely defined and validated during the data review meeting. 
The safety and pharmacokinetic sets will be analysed using subjects as treated. 

7.2. Subject disposition 

A summary table with the description of the number of included subjects, the number of 
subjects who completed the study and the number of subjects who discontinued the study, 
classified by main reason of withdrawal, will be prepared overall for the subjects in the 
included set. Corresponding individual listings will be provided. 
A summary table with the description of the number and percentage of subjects in each 
analysis set (Safety set and Pharmacokinetic Set) will be prepared overall. A specific listing 
of subjects excluded from safety and pharmacokinetic analyses will be provided with the 
reason(s) for exclusion. 
Listings with end of study status and study visit dates will also be generated. 

7.3. Protocol deviations 

A summary table with the number and percentage of subjects presenting deviations relating to 
inclusion/exclusion criteria will be prepared overall for the subjects in the included set. A 
summary table with the number and percentage of subjects presenting other protocol 
deviations (all deviations judged relevant during the data review meeting) will also be 
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prepared overall by status of the deviations (minor/major). The corresponding listings will be 
provided with the status of the deviations. 

8. Demographic data and baseline characteristics 
The analyses of the demographic and baseline characteristics will be performed on the safety 
set. 

8.1. Demographic data 

The subjects’ demographic characteristics (age, sex, ethnicity, height, weight and body mass 
index (BMI) recorded at screening) will be summarised overall, and listed. 

8.2. Other baseline characteristics 

Abnormal or positive results as well as all individual data for coagulation, immunology, 
serum/urine pregnancy tests (for females only) will be listed. 
Childbearing potential (for females only) and birth control method (for males only) as well as 
results for hormonology (for post-menopausal women only) and clinical genotyping will only 
be listed. 

8.3. Medical and surgical history and procedures 

Information on medical and surgical history recorded at the screening visit and procedures 
will be coded according to the Medical Dictionary for Regulatory Activities (MedDRA) 
Version 21.1. 
A table with the number and percentage of subjects having at least one previous/ongoing 
medical history or one surgical history will be generated overall. Previous/ongoing medical 
history will be listed as well as prior surgeries and concomitant surgeries. 

8.4. Previous and concomitant medications 

Information on previous and concomitant medications will be coded according to the GNE 
Drug Thesaurus. 
A previous medication will be defined as a medication stopped prior to the date and time of 
the first administration of IMP. A concomitant medication will be defined as a medication 
that is taken by subjects any time during the treatment period (on or after the date and time of 
first IMP administration for each subject). If the date value does not allow allocation of a 
medication to the previous or concomitant category (missing or incomplete start or end date), 
this medication will be considered concomitant.  
A table with the number and percentage of subjects having taken at least one previous 
medication and a table with the number and percentage of subjects having taken at least one 
concomitant medication will be generated overall (overall and by medication class and 
medication drug name). Previous and concomitant medications will be listed separately.  

8.5. Compliance 

A listing with IMP administration dates and times will be generated. Time of meals intake 
will also be listed. 
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- By intensity, with the number and percentage of subjects with at least one TEAE and 
number of occurrences of a TEAE by treatment group, 

- By causality (to RO7017773 alone, to itraconazole alone and to both RO7017773 and 
itraconazole), with the number and percentage of subjects with at least one TEAE and 
number of occurrences of a TEAE by treatment group. 

If there are only a few adverse events (≤10), only a listing will be generated. 
All adverse events reported in the electronic Case Report Form (eCRF) will be listed with the 
SOC, the PT and the investigator's verbatim. All TEAEs will also be listed with the SOC and 
the PT. An additional listing will be provided for AEs leading to death and other serious and 
significant AEs (SAEs or AEs leading to study withdrawal). 
Note:  

i. In the descriptive tables, the number of subjects with at least one adverse event/TEAE 
for a given PT will also correspond to the number of adverse events/TEAEs whatever 
the number of occurrences during the studied period.  

ii. In case of a change of intensity or causality for an event during the same treatment 
period, the intensity will be the highest recorded intensity and the causality will be the 
highest likelihood recorded. 

iii. A treatment-emergent AE will be associated with the treatment group of the current 
period if this AE starts between the first IMP administration of the current period and 
the first IMP administration of the next period.  

11.2. Clinical laboratory data 

The following clinical laboratory parameters will be measured (see section 14.1): 
- at screening visit, 
- in Period 1: on Day -1, Day 3 and Day 8, 
- in Period 2: on Day -1, Day 4, Day 7, Day 10 and Day 16, 
- at follow-up visit. 

Haematology parameters will be listed and grouped as follows: 
- Red blood cells: erythrocytes (10^12/L), hematocrit (ratio) and hemoglobin (g/L). 
- White blood cells: basophils (10^9/L), eosinophils (10^9/L), leukocytes (10^9/L), 
lymphocytes (10^9/L), monocytes (10^9/L) and neutrophils (10^9/L). 
- Other parameters: platelets (10^9/L). 
Blood chemistry parameters will be listed and grouped as follows: 
- Liver function: alanine aminotransferase (IU/L), alkaline phosphatase (IU/L), aspartate 
aminotransferase (IU/L), bilirubin (µmol/L), direct bilirubin (µmol/L). 
- Renal chemistry: creatinine (µmol/L) and urea (mmol/L). 
- Electrolytes: bicarbonate (mmol/L), calcium (mmol/L), chloride (mmol/L), phosphate 
(mmol/L), potassium (mmol/L) and sodium (mmol/L). 
- Metabolism parameters: cholesterol (mmol/L), glucose (mmol/L), lactate dehydrogenase 
(IU/L), triglycerides (mmol/L) and urate (µmol/L). 
- Other proteins: albumin (g/L) and protein (g/L). 
Urinalysis parameters will be listed and grouped as follows: 
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11.3.2. Electrocardiogram data 

Standard 12-lead electrocardiogram (ECG) parameters (including heart rate (beats/min), PR 
interval (msec), RR interval (msec), QRS duration (msec), QT interval (msec) and Fridericia 
QTc interval (msec)) and ECG abnormalities will be recorded in triplicate (see section 14.1): 

- at screening visit, 
- in Period 1: on Day -1, Day 1 at pre-dose, H1, H2, H5, H6 and H8, Day 2, Day 3, Day 

4, Day 5 and Day 8, 
- in Period 2: on Day -1, Day 1, Day 4 at pre-dose, H1, H2, H5, H6, H8, Day 5, Day 6, 

Day 8, Day 9, Day 12 and Day 16, 
- at follow-up visit. 

The mean of the triplicate ECGs will serve as analysable data. 
Only interpretable ECGs will be analysed. 
Raw data and changes from baseline (except for ECG abnormalities) will be described by 
treatment group and measurement time.  
Values [raw data/ECG abnormalities and changes from baseline)] will be listed. 

11.3.3. Physical examination 

A complete physical examination will be measured (see section 14.1): 
- at screening visit, 
- in Period 1: on Day -1, 
- in Period 2: on Day -1 and Day 12, 
- at follow-up visit. 

Weight will be measured at screening and follow-up visits. 
Abnormal results as well as all individual data of physical examination will be listed. 
Raw data of weight and BMI will be described overall and listed. 

11.3.4. Alcohol breath test and urine drug of abuse 

Alcohol breath test and urine drug of abuse will be measured (see section 14.1): 
- at screening visit, 
- in Period 1: on Day -1, 
- in Period 2: on Day -1. 

Positive results as well as all individual data of alcohol breath test and urine drug of abuse 
will be listed. 

11.3.5. Columbia-suicide severity rating scale 

The Columbia-suicide severity rating scale (C-SSRS) will be measured (see section 14.1): 
- at screening visit, 
- in Period 1: on Day -1 and Day 4, 
- in Period 2: on Day -1, Day 3 and Day 11. 

The items of suicidal ideation, intensity of ideation and suicidal behavior will only be listed. 
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11.3.6. Subjects’ habits 

The subject’ habits (tobacco, caffeine, alcohol and grapefruit consumptions) will be measured 
(see section 14.1):  

- at screening visit (for tobacco consumption only), 
- in Period 1: on Day -1, Day 5, Day 6 and Day 8, 
- in Period 2: on Day -1, Day 13, Day 14, Day 15 and Day 16, 
- at follow-up visit. 

The subject’ habits will be summarised by treatment group and measurement time, and listed. 

12. Reporting conventions 
All tables, figures and listings are detailed in section 14.3. They will be prepared using SAS 
software as rtf files and the rtf files will be compiled as PDF files (one PDF file by main 
section). 
The footers will be presented as follows: --- STUDY BP40822 / <name of the program>.SAS 
/ <name of the output>.RTF / DDMMMYYYY HH:MM ---. 
Table and Listing Page Set Up Requirements: 

- Font Type = Courier New 
- Font Size = 8 pt (at a minimum) 
- Page Margins: Top=2 cm; Bottom=2 cm; Left=2 cm; Right=2 cm 
- Paper Size = A4 (21 cm x 29.7 cm) 
- Page Orientation: Landscape 
- Graphs: Portable Network Graphics (PNG) format 

Summary statistics will be presented as follows.  

Parameter (unit) 
Statistics 
/ Category 

Group X 

(N=xx) 

Quantitative variable (unit)* n xx 

 Mean ± SD xx.xx ± xx.xx 

 SEM xx.xx 

 Median xx.xx 

 Min ; Max xx.x ; xx.x 

Qualitative variable Class 1  n (%) xx (xx.x) 

 Class 2  n (%) xx (xx.x) 

 … … 

* All statistics, except the minimum and the maximum, will be provided with an additional 
decimal place compared to the variable itself. PK parameter coefficients of variation will be 
provided with one decimal place. 

13. References 
Not Applicable 
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Schedule of assessments 

- Main Table 

 

 

Day Screening up to 
Day-28

Day -1 Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 8 Day -1 Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7 Day 8 Day 9 Day 10 Day 11 Day 12 Day 13 Day 14 Day 15 Day 16

Assessments
Informed Consent x
Demography x
Medical History x

Physical Examinationa x x x x x

In house Period x x x x x x x x x x x x x x x x
Discharge from the unit x x
Ambulatory Visit x x x x x x x

Vital Signs b x x x x x x x x x x x x x x x x x x

12-Lead ECG c x x x x x x x x x x x x x x x x x x

Serology x

Pregnancy Testd x x

Hormone Panel e x x

Alcohol Breath Test x x x
Urine Drugs of Abuse x x x
Urinalysis x x x x x x x x x x
Blood Chemistry x x x x x x x x x x
Hematology x x x x x x x x x x
Coagulation x x

RO7017773 Administrationf

Itraconazole Administrationg x x x x x x x x x

Standard Meal h x x i x x x x x i x x x x x

Itraconazole and 
metabolites PK sample

x x x x x x x x x x x x x x

Clinical Genotyping x
C-SSRS x x x x x x
Adverse Events x x x x x x x x x x x x x x x x x x x x x x x x x x x
Concomitant medications x x x x x x x x x x x x x x x x x x x x x x x x x x x

Treatment Period 1 & Washout period of 9 Days  1 Day up maximum of 18 Days Treatment Period 2 Follow-up Visit                        
(15 to 20 days after 

last itraconazole 
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- Detailed Table Period 2 

 

Day Vital Signs a ECG-12 lead d
Safety 

Laboratory 
Tests

Itraconazole 
Administration e

RO7017773 
Administration

Standard 
Meal g

Itraconazole & 
Metabolites PK 

Sample

x b x x
x x

x
x x

Day 2 x x x
Day 3 x x

x b,c xc x x x xc

x b x x
x x x

x
x x

x x x
x b x x
x x x

x
x x

x b x x x x
x x

Day 6 x x x x x
Day 7 x x x x
Day 8 x x x x x
Day 9 x x x x x
Day 10 x x
Day 11 x
Day 12 x x x
Day 13 x
Day 14 x
Day 15 x
Day 16 x x x x

Day 1

Day 4

Day 5
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