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ABBREVIATIONS

AE Adverse Event

ADR Adverse Drug Reaction

ALT alanine aminotransferase

AUC ¢ area under the plasma concentration-time curve from time zero to time the last quantifiable time,
calculated by linear trapezoidal summation

AUC,, area under the plasma concentration-time curve from time zero to infinite time

BMI body mass index

BQL Below quantifiable limit

Clast concentration at last quantifiable time point

Cnax maximum plasma concentration

COBI Cobicistat

(6\Y coefficient of variation

DRV Darunavir

ECG electrocardiogram

FDC Fixed-dose combination

HIV human immunodeficiency virus

ICF informed consent form

MedDRA Medical Dictionary for Regulatory Activities

PK pharmacokinetic

PT preferred term

RBC red blood cell

SAE Serious Adverse Event

SAP Statistical Analysis Plan

SD standard deviation

SDTM Study Data Tabulation Model

SOC system organ class

TEAE treatment-emergent adverse event

t1/2.term terminal elimination half-life

tmax time to reach the maximum plasma concentration

WBC white blood cell

A, elimination rate constant associated with the terminal phase
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1. INTRODUCTION

This statistical analysis plan (SAP) contains definitions of analysis sets, derived variables, and
statistical methods for all planned analyses of Protocol TMC114FD1HTX4002.

1.1.  Trial Objectives

Primary Objective
The primary objective is to evaluate the PK of Darunavir (DRV) and Cobicistat (COBI) after a

single oral administration of Prezcobix DRV and COBI fixed-dose combination tablet, to healthy
Japanese adult subjects.

Secondary Objectives

The secondary objective is to evaluate the safety after a single oral administration of Prezcobix
to healthy Japanese adult subjects.

1.2.  Trial Design

This is a single center open-label, single oral dose study in healthy Japanese adult subjects. The
study consists of 3 phases; a screening phase from Day -21 to Day -2, an in-patient phase from
Day -1 to Day 4 (dosing day is Day 1), and a follow-up assessment phase scheduled 7 to 10 days
after the intake of the study drug or at the time of early withdrawal.

1.3.  Statistical Hypotheses for Trial Objectives

No formal statistical hypothesis testing is planned for this study. This study is designed to collect
PK data in Japanese subjects after a single oral administration of Prezcobix under a fed condition.

1.4. Sample Size Justification

Eight subjects will be enrolled in the study to ensure that at least 6 subjects complete the study
assessments up to Day 4. Based on a previous study, TMC114IFD1003, the maximum observed
value of between subject coefficient of variation (CV) for Cyax, AUCase and AUC,, for DRV and
COBI after intake of DRV and COBI as a Fixed-dose combination (FDC) tablet under fed
conditions were 35% for DRV and 44% for COBI in healthy non Japanese adult subjects. Using
an estimate of approximately 40% for between subject CV and a sample size of 6 subjects, the
true mean Cpax, AUCa and AUC,, for each component of DRV and COBI are estimated to be
within 73% to 137% of the observed geometric means with 90% confidence.

1.5. Randomization and Blinding

As this is an open study, blinding procedures are not applicable. No randomization is planned in
this study. All the subjects will be assigned to the same treatment.
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2. GENERAL ANALYSIS DEFINITIONS

2.1. Visit Windows

The evaluations are described in “Time and Events Schedule” of the protocol and the allowance
are described below.

Analysis time point Allowance Physical Vital Signs 12-lead Clinical
Examinatio | " ECG? Labs
n
Screening Day -21 to Day -2 | X X X X
Day -1 Within Day-1 X X X X
Day 1 Predose Within Dayl and | X X X
before intake of
Prezcobix
3hr Within Day1 and X X
+/- 30 min.
Day 2 Within Day 2 X X X X
Day 4 Within Day 4 X X X X
End-of-Study (Day 7 -10) | Within the day X X X X
Day 7 -10

a) When blood samples are to be collected and 12-lead ECG and/or vital signs are to be checked at the same time
point, blood samples will be collected after completion of other evaluations.

b) Vital signs include respiration rate, supine blood pressure, pulse and temperature (axillary) after more than 5
minutes rest.

¢) Clinical labs include hematology, biochemistry and urinalysis. Subjects will fast for at least 10 hours prior to

the blood sampling for clinical labs.
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Pharmacokinetics
Analysis time point Allowance Pharmacokinetics
Day 1 Before intake of X?
Predose .
Prezcobix
0 hr
0.5 hr 0.4 hrto 0.6 hr X
1 hr 0.8 hrto 1.2 hr X
1.5 hr 1.25hrto<1.75hr | X
2 hr 1.75hrto<2.25hr | X
2.5 hr 225hrto<2.75hr | X
3 hr 2.75 hr to 3.25 hr X
4 hr 3.5hrto<4.5hr X
5 hr 4.5 hr to <5.5 hr X
6 hr 5.5hrto 6.5 hr X
9 hr 8.0 hr to <10.0 hr X
12 hr 10.0hrto<14.0hr | X
16 hr 14.0hrto<18.0hr | X
20 hr 18.0hrto<22.0hr | X
Day 2 24 hr 22.0 hr to 26.0 hr xX?
36 hr 300 hrto<42.0hr | X
Day 3 48 hr 420hrto<54.0hr | X
60 hr 54.0hrto<66.0hr | X
Day 4 72 hr 66.0 hr to 78.0 hr xX?
End-of-Study (Day 7-10)/ Early Withdrawal X9

a) When blood samples are to be collected and 12-lead ECG and/or vital signs are to be checked at the same
time point, blood samples will be collected after completion of other evaluations.
b) At the end of study or early withdrawal, sample PK will be performed for early withdrawal visit only.

2.2. Pooling Algorithm for Analysis Centers

This is a single center study; therefore, the pooling algorithm is not applicable.

2.3. Analysis Sets

The analysis sets consist of Safety analysis population and Pharmacokinetics (PK) analysis
population.

2.31. Safety Analysis Set

Safety analysis population is defined as all subjects who received the study drug.

2.3.2. Pharmacokinetics Analysis Set

Pharmacokinetics (PK) analysis population is defined as all subjects receiving the study drug and
having at least one plasma concentration data after administration

24. Definition of Subgroups

Not applicable.
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2.5. Summary Statistics
Summary statistics for continuous variables are number of subjects, arithmetic mean (Mean),

standard deviation (SD), median, minimum, and maximum.

In PK analysis, geometric mean (geo mean), coefficient of variation (CV %) and 90% confidence
intervals of geo mean are also presented. The formulas for calculation are shown as following:

. _ 211‘1=110gXi _ nffm
Geometric mean = exp [T] = VIIL X;

Refer to the current “Guideline for Analysis of Pharmacokinetic Data” for general rules for
rounding values.

As for displaying the descriptive statistics in safety analysis, arithmetic mean and median are
rounded to one more digit for display than what was used to collect the variable. SD is rounded
to one more additional decimal place than that of mean. Minimum and maximum are the same
number of digit for display used to collect the variable.

Categorical variables are summarized using frequency and percent. Percent is rounded to the
nearest tenth.

2.6. Other Methodological Notes
Calculation for study day:

e Post-treatment study day: [The date of a respective event] - [The date of Prezcobix dose] +1

e Pre-treatment study day: [The date of a respective event during pre-dosing time] - [The date
of first Prezcobix dose]

3. INTERIM ANALYSIS AND DATA MONITORING COMMITTEE REVIEW
Not applicable.

4, SUBJECT INFORMATION

4.1. Demographics and Baseline Characteristics

For the demographic parameters and baseline characteristics, descriptive statistics will be
calculated for the continuous variables and the categorical variables will be presented using
frequency and percent.

Demographic Parameters

e Age at the time of informed consent (years)

e Sex

e Ethnicity

e Race
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e Country of Site
e Height (cm) at screening
e  Weight (kg) at screening
e BMI (kg/m?)
* Body mass index (BMI) = weight (kg) / (height (m))*

Baseline Characteristics
e Medical History [Yes, No]

e Physical Examination [Clinically  Significant, Not  Clinically  Significant]
* If a subject has at least one body system with clinically significant results, the subject will
be counted as having clinically significant results.

e Complications [Yes, No]

e Cigarette Use [Current, Former, Never]

4.2. Disposition Information

Study completion/withdrawal information and evaluable subjects who are included in the
analysis sets will be tabulated and listed.

4.3. Treatment Compliance

Not applicable.

4.4, Extent of Exposure

Study drug administration information will be reported in listings.

4.5. Protocol Deviations

All major protocol deviations will be displayed in a listing.

4.6. Prior and Concomitant Medications

Prior therapies and concomitant medications will be reported in listings.

5. EFFICACY

Efficacy analyses will not be conducted.

6. SAFETY

6.1. Adverse Events

All AEs will be coded using MedDRA version 20.0. All AEs and special reporting situations,
whether serious or non-serious, will be reported from the time a signed and dated informed
consent form (ICF) is obtained until completion of the subject's last study-related procedure
(which may include contact for follow-up of safety).
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All reported AEs that newly occurred after the administration of Prezcobix and those that
worsened after the treatment are defined as treatment-emergent AEs (TEAE).

Adverse Event Associated with the Use of the Drug

An AE is considered associated with the use of the drug if the attribution is possible, probable, or
very likely.

AEs will be summarized by preferred term (PT) per system organ class (SOC) and include
number (and %) of subjects reporting any AEs. For each AE, the percentage of subjects who
experience at least 1 occurrence of the given event will be summarized.

The incidence rates of AE are calculated as a percentage of the number of subjects with AEs in
Safety Analysis Population.

The Number of Subjects with AEs N
Safety Analysis Population

100

Incidence Rate (%)=

For number of subjects, each subject will contribute at most one count per summarization
category.

For severity, each subject with more than one AE in the same SOC/PT will be counted once by
using the highest intensity (Severe> Moderate> Mild).

For the relationship with the study drug, the latest events will be counted.

Tabulations will be provided for the following information. The number (and %) of subjects will
be shown in all tables.

e AE preferred terms per body system organ class

e AE preferred terms per body system organ class by severity

e AE preferred terms per body system organ class by relationship to study drug
The following AE Listings will be provided.

e All AEs
e Death
e Serious AEs without death

Approved, Date: 7 July 2017



NCT03123848

TMC114 + JNJ-48763364-AAA (Prezcobix®, (Darnavir/Cobicistat))

Statistical Analysis Plan TMC114FD1HTX4002

6.2. Clinical Laboratory Tests

Laboratory parameters will be summarized and graphically presented. The parameters of interest,

units, and ranges are as follows:

Hematology Panel

Parameter Unit Normal Range

Hemoglobin g/dL Male: 13.5-17.5, Female: 11.5 - 15.0

Hematocrit % Male: 39.7 - 52.4, Female: 34.8 - 45.0

Red Blood Cell (RBC) Count x10%/uL Male: 430 - 570, Female: 380 - 500

Mean Corpuscular Hemoglobin (MCH) g 28.0-34.0

MCH Concentration (MCHC) % 30.2-35.1

Mean Corpuscular Volume (MCV) fL 85-102

White Blood Cell (WBC) Count /uLL 3300- 9000
Basophils/Leukocytes % 0.0-2.0
Eosinophils/Leukocytes % 0.0-8.0
Lymphocytes/Leukocytes | % 18.0 - 49.0
Monocytes/Leukocytes % 2.0-10.0
Neutrophils/Leukocytes % 40.0-75.0

Platelet Count x10%/uL 14.0 - 34.0

Serum Chemistry Panel

Parameter Unit Normal Range

Sodium mEq/L 137 - 147

Potassium mEq/L 35-50

Chloride mEq/L 98 - 108

Blood Urea Nitrogen (BUN) mg/dL 8.0-20.0

Creatinine mg/dL Male: 0.61 - 1.04, Female: 0.47 - 0.79

Glucose mg/dL 70 - 109

Aspartate Aminotransferase (AST) U/L 10 - 40

Alanine Aminotransferase (ALT) U/L 5-45

Gamma-glutamyltransferase (GGT) U/L Male: <80, Female: <30

Total Bilirubin mg/dL 02-12

Direct Bilirubin mg/dL 0.0-0.2

Indirect Bilirubin mg/dL 02-1.0

Creatinine Clearance (Ccr) mL/min 70<

Alkaline Phosphatase (ALP) U/L 100 - 325

Creatinine Phosphokinase (CPK) U/L Male: 60 - 270, Female: 40 - 150

Lactic Acid Dehydrogenase (LDH) U/L 120 - 240

Uric Acid mg/dL Male: 3.8 - 7.0, Female: 2.5 - 7.0

Calcium (corrected for albumin) mg/dL 84-104

Phosphate mg/dL 2.5-45

Serum Albumin g/dL 3.8-52

Total Protein g/dL 6.7-83

Total Cholesterol mg/dL 120 - 219

High-density Lipoprotein (HDL) mg/dL Male: 40 - 85, Female: 40 - 95

Cholesterol

Low-density Lipoprotein (LDL) mg/dL 65 -139

Cholesterol

Triglycerides mg/dL 30-149

Magnesium mg/dL 1.9-25

Approved, Date: 7 July 2017
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Urinalysis

Parameter Unit Normal Range Values
Dipstick pH 5.0-7.5
Glucose - -, 1+, 2+, 3+, 4+
Protein - -, +-, 1+, 2+, 3+
Blood - -, -, 1+, 2+, 3+
Ketones - -, +-, 1+, 2+, 3+
Sediment RBC /HPF <4 <1, 1-4, 5-9, 10-19, 20-29, 30-49, 50-99,
>=100
WBC /HPF <4 <1, 1-4, 5-9, 10-19, 20-29, 30-49, 50-99,
>=100
Squamous Epithelial | /HPF <4 <1, 1-4, 5-9, 10-19, 20-29, 30-49, 50-99,
Cell >=100
Specific gravity 1.006 - 1.030

For Laboratory parameters marked abnormal limits are defined as follows:

Hematology Panel

Grade 1 Grade 2 Grade 3 Grade 4
Mild Moderate Severe Potentially Life-
Threatening
Hemoglobin', Low 10.0 to 10.9 9.0 to <10.0 7.0 to <9.0 <7.0
(g/dL; mmol/L)* 6.19 t0 6.76 5.57 to0 <6.19 4.34 to <5.57 <4.34
>13 years of age
(male only)
Hemoglobin', Low 9.5t0 10.4 8.5t0<9.5 6.5 to <8.5 <6.5
(g/dL; mmol/L)> 5.88 10 6.48 5.25t0 <5.88 4.03 to <5.25 <4.03
>13 years of age
(female only)
Absolute Lymphocyte 600 to <650 500 to <600 350 to <500 <350
Count, Low 0.600 x 10’ to 0.500 x 109 to 0.350 x109 to <0.350 x 10°
(cell/mm3; cells/L) <0.650 x 10° <0.600 x 10° <0.500 x 10°
>5 years of age
(not HIV infected)
Platelets, Decreased 100,000 to 50,000 to 25,000 to <50,000 | <25,000
(cells/mm3; cells/L) <124,999 <100,000 25.000 x 10°to <25.000 x 10°
100.000 x 10° to | 50.000 x 10° to <50.000 x 10°
<124.999 x 10° | <100.000 x 10°
WBC, Decreased 2,000 to 2,499 1,500 to 1,999 1,000 to 1,499 <1,000
(cells/mm3; cells/L) 2.000 x 10° to 1.500 x 10° to 1.000 x 10° to <1.000 x 10°
>7 days of age 2.499 x 10° 1.999 x 10° 1.499 x 10°

1: Male and female sex are defined as sex at birth.

2: The conversion factor used to convert g/dL to mmol/L is 0.6206 and is the most commonly used conversion
factor. For grading hemoglobin results obtained by an analytic method with a conversion factor other than
0.6206, the result must be converted to g/dL using the appropriate conversion factor for the particular

laboratory.

Approved, Date: 7 July 2017
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Serum Chemistry Panel

baseline

Grade 1 Grade 2 Grade 3 Grade 4
Mild Moderate Severe Potentially Life-
Threatening
Albumin, Low 3.0 to <LLN >2.0t0 <3.0 <2.0 NA
(g/dL; g/L) 30 to <LLN >20 to <30 <20
Alkaline Phosphatase, High | 1.25 to <2.5x 2.5t0<5.0 x ULN | 5.0 to <10.0 x >10.0 x ULN
ULN ULN
ALT or SGPT, High 1.25t0 <2.5x 2.5t0<5.0 x ULN | 5.0 to <10.0 x >10.0 x ULN
Report only one ULN ULN
AST or SGOT, High 1.25t0 <2.5x 2.5t0<5.0 x ULN | 5.0 to <10.0 x >10.0 x ULN
Report only one ULN ULN
Direct Bilirubin®, High NA NA >ULN >ULN with life-
>28 days of age threatening
consequences
(e.g., signs and
symptoms of liver
failure)
Total Bilirubin, High l[.1to<l.6x 1.6to <2.6 x ULN | 2.6 to <5.0x >5.0x ULN
>28 days of age ULN ULN
Calcium, High 10.6 to <11.5 11.5 to <12.5 12.5 to <13.5 >13.5
(mg/dL; mmol/L) 2.65 to <2.88 2.88 t0 <3.13 3.13 t0 <3.38 >3.38
>7 days of age
Calcium, Low 7.8 to <8.4 7.0to <7.8 6.1t0<7.0 <6.1
(mg/dL; mmol/L) 1.95 to <2.10 1.75 to <1.95 1.53 to <1.75 <1.53
>7 days of age
Creatine Kinase, High 3 to <6 x ULN 6 to <10 x ULN 10to <20 x ULN | >20 x ULN
Creatinine, High 1.1to 1.3xULN | >13to1.8x ULN | >1.8to <3.5x >3.5x ULN
OR ULN OR
Increase of >0.3 OR Increase of >2.0 x
mg/dL above Increase of 1.5 to | above baseline
baseline <2.0 x above

Creatinine Clearance” NA <90 to 60 ml/min | <60 to 30ml/min | <30 ml/min or
or eGFR, Low or ml/min/1.73 m? | or ml/min/1.73 ml/min/1.73 m?
Report only one OR m’ OR
10 to <30% OR >50% decrease
decrease from >30 to <50% from baseline or
baseline decrease from dialysis needed
baseline
Glucose 110 to 125 >125 to 250 >250 to 500 >500
(mg/dL; mmol/L) 6.11 to <6.95 6.95 to <13.89 13.89 to <27.75 >27.75
Fasting, High
Nonfasting, High 116 to 160 >160 to 250 >250 to 500 >500
6.44 to <8.89 8.89 to <13.89 13.89 to <27.75 >27.75
Glucose, Low 55to 64 40 to <55 30 to <40 <30
(mg/dL; mmol/L) 3.05 to 3.55 2.22 t0 <3.05 1.67 to <2.22 <1.67
>1 month of age
Magnesium’, Low 1.2to<14 09to<1.2 0.6 to <0.9 <0.6
(mEg/L; mmol/L) 0.60 to <0.70 0.45 to <0.60 0.30 to <0.45 <0.30
Phosphate, Low 2.0to<LLN 1.4t0<2.0 1.0to<1.4 <1.0
(mg/dL; mmol/L) 0.81 to<LLN 0.65t0 < 0.81 0.32 to <0.65 <0.32
>14 years of age
Potassium, High 5.6 t0 <6.0 6.0 to <6.5 6.5 to <7.0 >7.0
(mEqg/L; mmol/L) 5.6 t0 <6.0 6.0 to <6.5 6.5t0<7.0 >7.0
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Grade 1 Grade 2 Grade 3 Grade 4
Mild Moderate Severe Potentially Life-
Threatening
Potassium, Low 3.0to<34 2.5t0<3.0 2.0to<2.5 <2.0
(mEqg/L; mmol/L) 3.0t0<3.4 2.5t0<3.0 2.0to <2.5 <2.0
Sodium, High 146 to <150 150 to <154 154 to <160 >160
(mEqg/L; mmol/L) 146 to <150 150 to <154 154 to <160 >160
Sodium, Low 130 to <135 125 to <130 121 to <125 <120
(mEg/L; mmol/L) 130 to <135 125 to <135 121 to <125 <120
Uric Acid, High 7.5 to <10.0 10.0 to <12.0 12.0 to <15.0 >15.0
(mg/dL; mmol/L) 0.45 to <0.59 0.59 t0 <0.71 0.71 to <0.89 >0.89
3: Direct bilirubin >1.5 mg/dL in a participant <28 days of age should be graded as grade 2, if <10% of the total

bilirubin.
4: Use the applicable formula (Cockcroft-Gault in mL/min or Schwatrz in mL/min/1.73m?2).
5: To convert a magnesium value from mg/dL to mmol/L, laboratories should multiply by 0.4114.

Urinalysis

Grade 1 Grade 2 Grade 3 Grade 4
Mild Moderate Severe Potentially Life-
Threatening
Glycosuria (random Trace to 1+ or 2+ or >250 to >2+ or >500 mg NA
collection tested by <250 mg <500 mg
dipstick)
Proteinuria (random 1+ 2+ 3+ or higher NA
collection tested by
dipstick)

Baseline laboratory evaluations are defined as the last evaluation done before the study drug
administration.

On-treatment evaluations will be those performed after the study drug administration to the
completion of study/withdrawal date.

The following analyses will be performed. Tables and figures:
For continuous parameters (hematology, biochemistry, and pH, specific gravity in urinalysis):
e Descriptive statistics at each scheduled time point on actual value and changes from baseline.

(Use the analysis time points defined in 2.1)

e  Shift from pre- versus post-treatment cross-tabulations (with classes for low, normal, high
ranges and using the analysis time points defined in 2.1)

e Line plots of individual observed values at each scheduled time point (Use all the time
points observed)

e Line plots of Mean and SD at each scheduled time point (Use the analysis time points
defined in 2.1)

For qualitative parameters (urinalysis except for pH and specific gravity):

13
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e Tabulation of baseline and values at each scheduled time point (Use the analysis time points

defined in 2.1)

e  Shift from pre- versus post-treatment cross-tabulations and using the analysis time points

defined in 2.1)

The following analyses will be performed. Listing:

e Listing of subjects with laboratory results
e Listing of subjects with any laboratory results outside the normal range

e Listing of subjects with any markedly abnormal laboratory results

6.3. Vital Signs and Physical Examination Findings

Vital Signs:

The following measurements will be analyzed:

e Systolic blood pressure (SBP) (mmHg)
e Diastolic blood pressure (DBP) (mmHg)
e Pulse Rate (beats per minute)

e Temperature [Axilla] (°C)

e Respiratory Rate (breaths per minute)

Baseline vital sign evaluations are defined as the last evaluation done before the study drug

administration.

On-treatment evaluations will be those performed after the study drug administration to the

completion of study/withdrawal date.

For vital signs parameters, normal range limits (indicators) are defined as follows:

Parameter Unit Normal range limits
SBP mmHg 90 - 140

DBP mmHg 60 - 90

Pulse Rate beats per minute 50-100
Temperature °C 36 - 38

Respiratory Rate breaths per minute 12 -20

For vital signs marked abnormal limits are defined as follows:

Vital Signs parameter

Abnormality Code Pulse | DBP | SBP

Abnormalities on actual values
Abnormally low <45 bpm <50 mmHg <90 mmHg
Grade 1 or mild - >90 mmHg - <100 mmHg | >140 mmHg - <160 mmHg
Grade 2 or moderate - >100 mmHg - <110 mmHg | 2160 mmHg - < 180 mmHg
Grade 3 or severe - >110 mmHg >180 mmHg
Abnormally high >120bpm - -

Approved, Date: 7 July 2017
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The following analyses will be performed. Tables and figures:
e Descriptive statistics at each scheduled time point on actual value and changes from baseline.
(Use the analysis time points defined in 2.1)

e Shift from pre- versus post-treatment cross-tabulations (with classes for low, normal, high
ranges and using the analysis time points defined in 2.1)

e Tabulation of percentage of subjects with values beyond clinically important limits at each
scheduled time point (Use the analysis time points defined in 2.1)

e Line plots of individual observed values at each scheduled time point (Use all the time
points observed)

e Line plots of Mean and SD at each scheduled time point (Use the analysis time points
defined in 2.1)

The following analyses will be performed. Listings:

e Listing of subjects with vital signs results
e Listing of subjects with any vital signs results outside the normal range

e Listing of subjects with any markedly abnormal vital sign results

Physical Examination:

Physical examination findings will be summarized at each scheduled at time point.

Baseline physical examination findings are defined as the last evaluation done before the study
drug administration.

On-treatment evaluations will be those performed after the study drug administration to the
completion of study/withdrawal date.

The following analysis will be performed. Tables:

e Tabulation of baseline and values at each scheduled time point (Use the analysis time points
defined in 2.1)

e Shift from pre- versus post-treatment cross-tabulations and using the analysis time points
defined in 2.1)

The following analyses will be performed. Listings:

e Listing of results (presence of abnormal findings) of physical examinations

6.4. Electrocardiogram

Overall ECG interpretation will be summarized at each scheduled at time point.

Baseline 12-lead ECG evaluations are defined as the last evaluation done before the study drug
administration.

15
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On-treatment evaluations will be those performed after the study drug administration to the
completion of study/withdrawal date.

The following analyses will be performed. Tables:

e Shift from pre- versus post-treatment cross-tabulations of overall ECG interpretation
[Normal, Abnormal, Unevaluable]

The following analyses will be performed. Listings:

e Listing of overall ECG interpretation

6.5. Other Safety Parameters

Not applicable.
7. PHARMACOKINETICS/PHARMACODYNAMICS
71. Pharmacokinetics

Concentrations and PK parameters for DRV and COBI will be summarized. Concentrations will
be also presented graphically. The parameters of interest and units are as follows (but not
limited):

Cnax ng/mL Maximum plasma concentration

Clast ng/mL Concentration at last quantifiable time point

tmax h Time to reach the maximum plasma concentration

AUC h*ng/mL | Area under the plasma concentration-time curve from time zero to time the last
quantifiable time, calculated by linear trapezoidal summation

A 1/h Elimination rate constant associated with the terminal phase (including A, lower
and A, upper).

In the case the following criteria are not met, A,, AUCy anda ti2, erm Will be excluded
from the descriptive statistics.

e  The number of data points used for calculation of A, > 3.

e Adjusted coefficient of determination (Rzadj) for the regression of A, >
0.9000.

®  tipemX 1.5 <A, upper - A, lower.

AUC,, h*ng/mL | Area under the plasma concentration-time curve from time zero to infinite time.
In the case following value (%AUC., &) > 20 %, AUC,, will be excluded from the
descriptive statistics.

YAUC _ AUC,, — AUC 55t
°.ex AUC,,

t1/2, term h Terminal elimination half-life.

X 100

log.2
ti/2term = Y
z

Vz/F mL Apparent volume of distribution at the terminal phase after extravascular
administration

CL/F mL/h Apparent total body clearance of drug at the terminal phase after extravascular
administration

16
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Following rules will be applied for descriptive statistics.

e The plasma DRV and COBI concentrations collected outside the visit time window
allowance will be excluded from the calculation of descriptive statistics.

e Below quantifiable limit (BQL) will be substituted with 0.

e The number subject displayed as "N" on summary tables will be the number of subject
whose plasma concentrations are measured (include BQL) or PK parameters are calculated.

e  When more than half (>50%) of plasma DRV and COBI concentrations are BQL at each
scheduled time point, mean, median, and minimum will be shown as ‘BQL’, and SD,
and %CV will be shown as ‘NC’ (not-calculated). If all plasma DRV and COBI
concentrations are BQL, maximum will also be shown as ‘BQL’. If a minimum
concentration is substituted to ‘0’, ‘BQL’ will be presented as minimum.

e  When number of plasma DRV and COBI concentrations is equal to or less than 2, only N
and mean will be calculated and SD, %CV, median, minimum and maximum will be shown
as ‘NC’ regardless of the proportion of BQL.

Subjects will be excluded from the PK analysis if their data do not allow for accurate assessment
of the PK (eg. incomplete administration of the study drug; subject vomited after receiving study
drug; missing information of dosing and sampling times; concentration data not sufficient for PK
parameter calculation).

Based on actual sampling times, PK parameters will be estimated using a non-compartmental
analysis method with WinNonlin® (Version 6.4). The detail procedure is written in
"ATTACHMENTS" of this document.

The following analyses will be performed. Tables and figures:
e Descriptive statistics of plasma DRV and COBI concentrations at each sampling time point
(Use the analysis time points defined in 2.1)

e Descriptive statistics of PK parameters of DRV and COBI

e Line plots of arithmetic mean and SD of plasma DRV and COBI concentration time profiles
(Use the analysis time points defined in 2.1)

e Line plots of arithmetic mean and SD of plasma DRV and COBI concentration time profiles
with a log scale (values of 107, 10°% 10", 10% 10°, 104) on the Y axis (Use the analysis time
points defined in 2.1)

e Line plots of individual plasma DRV and COBI concentration time profiles (Use all the time
points observed)

e Line plots of individual plasma DRV and COBI concentration time profiles with a log scale
(values of 107, 10°, 10", 10% 10°, 10*) on the Y axis (Use all the time points observed)

The following analyses will be performed. Listings:

e Listing of individual plasma DRV and COBI concentrations at each sampling time point

e Listing of PK parameters of DRV and COBI

17
Approved, Date: 7 July 2017



NCT03123848
TMC114 + JNJ-48763364-AAA (Prezcobix®, (Darnavir/Cobicistat))

Statistical Analysis Plan TMC114FD1HTX4002

7.2. Immune Response

Not applicable.

7.3. Pharmacodynamics

Not applicable.

7.4. Pharmacokinetic/Pharmacodynamic Relationships
Not applicable.

8. HEALTH ECONOMICS
Not applicable.
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ATTACHMENTS
Procedure for non-compartment analysis using WinNonLin version 6.4

Starting a new project

e Right click and select "New" and "project" in "ObjectBrowser".

File Bdit Insert Send To Window Help
STl 2R X
|0|:_:-je|:tE!erser @l 5 |
b 2o

|-l_'| New r"j Project "

Froperties Infnrmaﬁnnl History

|Ready

@
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Loading data

e Right click "Data" and select "Import".

File Bdit Insert Send To Window Help
W iE Db B X
[ObjectBrowser & ¥ | Mew Project »» Data
S S|
Elj Mew Project
I Cﬂrﬁ Impert
..... [ Ta —
-{3] BQ expar
{:I Dol | g
L W

Froperties Inﬁ:snnation| History

I |Readv
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e Select NCA input file and open.

T TOPROOCT ZUIOT IO o0 I7 . I 7T ) A T
| &) TMC114FD1HTX4002_Raw_(N)CA_PD_input_yyyymmdd 2017/03/10 15:00 Microsoft Excel ... 380 KB
HE(N): TMC114FDIHTX4002_Raw_(N)CA_PD_input_yyyymmdd - [AII Files (*.*) v]
| B<@ [v] | vt |
= .

e Confirm following check boxes in "Data Import Wizard" and click "Finish and Open".

Data Import Wizard E@g
Biles File Optionz far Sheet 1
THC 1 14FD1HT4002 Rav (M) Has header row
[7] Haz unitz row \
[7] Has units in calumn header
Mizsing value I—
Start rove I—

MHumber of roms to Import I

4 m I

Warksheets (uncheck to skip) ‘Worksheet Preview | File Gontents | Golumn Options

Ed Shest | PERTOD DAY RELATIVE_NOMINAL_TIME | SCHED_TIME TIME |+
2222:3 1 7 1 0! PREDOSE .74
2 1 1 0.5 30min 0.5
3 1 1 1 1h 1
4 1 1 1.5 1h30min 15 _
4 UL | 3
\ : “ | o E Finish and Cpen ] [ Finish l [ Cancel l
A}
)
Select spread sheet to be analyzed.
21
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Setting unit

e Select variables and enter their units.
e "h" for RELATIVE ACT TIME

e '"ng/mL" for CONC

e "mg" for CONTAINS DOSE

File Edit Insert Send To Window Help
‘WS i@l i X
[Cbject Browser @] 5] | New Project >» Data »> TMG114FD1HTX4002 Raw (NJGA PD input yywymmdd >> Sheeti
s S|F [
B:j New Project
=-{Eg Data PERIOD DAY RELATIVE_NOMINAL_TIME | SCHED_TIME TIME R L
. 2~ TMCT14FD1HTX4002_Ray
L. Sheetl i 1 1 0:PREDOSE -0.7 0
-{E) Code o
T Tables 2 1 1 0.5: 30min 0.5 0.5
{3 BGL Rules B i i 1i1h i 1
{1 Documents 4 1 1 . 1.5 1.5
(7 Shorcuts 3 . N Select variables. 3 3
s Worldflow y 4
6 1 1 / 5 0 2.5 2.5
7 1 3/ 33h 3 3
8 1 /1 3.5 3h30min 3.5 3.5
9 1 ! 4:4h 4 4
an 1 I 1 A EiARINMmin A A
4 [ J i
Columns | /
Columns / Display Format
Data Type
TIME -
RELATIVE_ACT_TIME [Numeric © Cutom  [G8
ACTTIM_UNIT E Unit
ACT_TIMD |h Uit Builder () Numeric  Required Deci Opti Deci
SUBSTANCE T |
SPECIMEN et Thousands Seoors
MATRIX A se oUsanas oeparaior
d 2 4 Enter unit.
Froperties | Information | History
« I r IREady
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Model

e Right click spread sheet name and select settings as shown below.

File Edit Insert Send To Window Help
HiS® % mala i X
|Object Browser @I 4 | Mew Project >> Data >> TMC114FDIHT4002 Raw (IGA PD input vyyymmdd >> Sheet |
IE e mmm—
EI:j New Project
El--{'_gl Eﬁgammmmmmz - TRIAL SUBJECT | TREATMENT | PERIOD DAY e
= Codfﬂ Send To » System » i 1
[} Tables Exhand Data » " -
PRS- Q New — Autoplot . 1 1
-] Shorteuts & Print... Plotting >
% Wiy Print Preview... NCA and Toolbox 4 |!£]: —
By Copy WMLS Classic Modeling  » |5, Bicequivalence
| bacte Phoenix Modeling v | 2§ Convolution
. D;a-h;;e IVIVC v |3 Crossover
TR QT+ v |95 Deconvolution
% Export Table v |E Descriptive Stats
S Reporter v |L# Linear Mixed Effects
- __ ] —— NOMNMEM 3 l& NenParametric Superposition
Sl SAS v |5 Semicompartmental Modeling
;E:IJ_ECT SigmaPlot » ﬂ] ® Cosiom
TREATMENT ihiis ¢
PERIOD PSN LY ) Numeric
DAY R »
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Variables

e Select "Main" in "Setup" tab and identify how input variables are used.
e SUBJECT and SUBSTANCE: Sort

e RELATIVE ACT TIME: Time

e (CONC: Concentration

e Other: None

w  Help

X BB ®

5] | Mew Project >> Workflow >> NGA&

Setup Result3| Verification

=7 Main (Sheet1) | B B X
i Source
Slopes Selector New Project. Data abc_Sheet 1
Sl :
ijj OF_E Mappings
<P Partial Areas T D
¥ Therapeutic Response - i i i
<7 Units TRIAL i ) & i )
< Parameter Names SUBJECT C G\ C C f-'
TREATMENT ® t"‘\ ) s D
PERIOD oy L " ] "
DAY oy [ ) (] )
RELATIVE NOMIMAL TIME (3 t"‘ \ () [ )

Mapping | Output Sort Order |

Select variables and radio button.

I//
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Options
e Confirm following settings.
e  Model Type: Plasma (200-202)
e  Weighting: Uniform
e Calculation Method: Linear Trapezoidal Linear Interpolation
e Dose Options Type: Extravascular
[ Options | Plots / g
B d =

EE— P

Titles fup to 5lines)

Calculztion Method

[ Intermediate Output
[T Exclude Profiles with Insufficient data
[ Disable Curve Stripping

Dose Options — Fit Slopes
Type Extravascular v -IM Clear

Selections Exclusions
Linit Nomnalization

Linear Trapezoidal Linear Interpolation -

\

Max # of Profiles for User Range Selections I‘IDEI

I\ Mane -

\

Calculation Method:

Weighting: Uniform

Linear Trapezoidal Linear Interpolation
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Dosing
e Select "Dosing" in "Setup" tab.

e  Click "Select source" button and open "Select Source" dialog.

L"' | Mew Project > Workflow > HGA&

Setup | Results | Verification
' Main (Sheet1)

27 - = E
S Source
Slopes Selector 7 Mo worksheet has been selecte
@Slopes

‘?fi:' Partial Areas
{:ﬂTherE peutic Response

+ Units \ . ]
Pk Bames Select Source" button

e  Click spread sheet name.

Select Source
=-{E] Data
EI% TMCI14FDIHTX4002_Raw_(N)CA_PD_input_yyyymmdd
e | Sheet 1

| oKk || Cance ]
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e Identify how input variables are used.

e SUBJECT and SUBSTANCE: Sort

e CONTAINS DOSE: Dose

e RELATIVE ACT TIME: Time of Dose

e Other: None Select variables and radio button.

2

| New Praject >> Workflow >> NGA /
Setup | Results | Verification /
+Main (Sheet1) & &)@ X /
+"Dosing (Shest1) =
Slopes Selector Lt ) w Project Data abc. Sheet
@Slopes Mappings
o :
ﬁF‘amalﬁre.?as | None 5 l, I : o Tau
@Lhc.e: peutic Responze TRIAL - e - I e
ni
@F’arameter Mames AR C @® O O C
TREATMENT . ' 'S ~ o
PERIOD - @ ) O @
DAY - £ " £ ]
RELATIVE_MOMINAL TIME [} [ O iy [
SCHED_TIME [ £ ) o 7
Execution
"E "
. xecute NCA" button
e Click "Execute NCA" button. _
File Edit Insert Send To Window Help
HiE® smalgian X ivele
Object Browser o] 2 e E
| —— || % | New Project >> Worktl = ©*= el
El:j Mew Project Setup | Results | Verification
E-{Eg Data +) Main (Sheetl) |8 5@ X
- e e | (Vo S | Souroe
i Rebuild View Source
; s — [T Use intemal Workshest _ s
; @ Tables ?SIGD&S Mappings
3] BGL Rules <P Partial Areas | None Sort
{:I Documerts ‘?.?’I:'Therap-eutic Response TRIAL = P
(1 Shorteuts + Units =
E% g ‘?ﬁj Parameter Names <l L -
""" 1t nea TREATMENT 5 ®
PERIOD i) L
DAY (o (4
RELATIVE_MNOMINAL_TIME I L
Options | Plots
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Setup | Results | Verification
Filter: I suU
[%#] OQutput Data 1
£ Dosing Used 2
£ Exclusions 3
& .
2 Final Parameters Pil Send To »
g Partial Areas Refresh Results 3
Plot Titles
B8 Slopes Seftings [*3 Copy to Data Folder
- 21 Summary Table |% Export
=] Plots H Print
™. Observed Y and Pre: T
(% TextOutput S e
@ Core ocutput || 11
¥ Settings || 12
It

- JAIAS—DIE

Save as "ncaoutput.csv".

T7-ILE(N): ncaoutput

—

Excel 97-2003 Workbook (*.xls)
Excel Workbook [*.xlsx)

Right click "Final Parameters" in "Results" tab and select "Export".

SAS Transport Files (*.xpt)

Text (Space delimited) (*.dat)

7 A INADEE(T): iw §7-2003 Workbook E*.xlsi

Text (Comma delimited) (*.csv)
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e Confirm following check box in "Data Export Options" and click "OK".

Check"Output column headers"

F — - — B
Data Export Options —_—— — T oo
- - —
7
Output column headers
Output units

[] Usze cell formatting

MissingValue I

Delimiter |§| ! |:::| : |:::| [Space] |:::| rrab] |:::| Custom I

Column Ignore
SUBJECT

SUBSTAMNCE
Parameter
Inits

Estimate

O 000 4d

ok || Cancel |
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e Left click "File" and select "Word Export".

Eile| Edit Insert Send To Window Help

"] MNew Project Ctrl+MN

2 Load Project Ctri+L
Close Project Chrl+W

[@ Save Project Ctrl+5

Save Project As
Save All Projects

MNew Worksheet

& Import Ctrl+I
¥4 Export Ctrl+E

Custom Import 3
| Word Export...

rint Prewi

4

o

Print All...
Page Setup...
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e Select items as shown below and click "Export" button in "Word Export" dialog.

"Export" button \

- - —
Word Export o ::—' \E@Iﬂ
\

i — e

=1 vl Mew Praject [ —Expor ]
B[] Data
=1 v ekl [ — ]
E--@ NGA '
..... [] Higtary [ - ]
i [ Infor mation [ belp ]

[] Source Data

Cbject Tvpes to Select

----- [y Gore output Waorksheets |
----- @ [E)usmg_ Used Text Objects |
----- vl :_-cc:lusmns [] Plats
..... [ Final Parameters [] Higtory |

I ----- [ Final Parameterz Pivoted [] Informatian |
----- [ Obzerved ¥ and Predicted ¥ vz X
----- [ Partial Areas |
----- v/ Plot Titles |
----- [y Settings
----- [ Slopes Settings
----- v Summary Table

11 ohjectz currently selected for export
e — —
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e Click "OK".

i B
Export Complete ﬂ

Export successfully completed.

e Save created word file as "xxxx.doc".

T ILEN): X0 %
27 )LOEE(T): |Word XE -
{ERiE: Office User S BACEN
FIEERFTS
< DANI—ORER vy - | &S | | e
32
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Quuality control of PK parameters
e Confirm all items that listed on the check list.

e See "Mappings" section in exported word file to check variable and dosing settings.

FE LR L R L R L LRI R LT ElEgiﬂ Happings LR LR R LR LR R L LR R L

Main : New Project.Data.abc.Sheet?
Sort : SUBJECT, SUBSTRNCE
Carry :
Time : BELATIVE ACT TIME [h]

Concentraticon : CONC [ng/mL]

Doaing : Mew Project.Data.abc.Sheet2

Sort : SUBJECT, SUBSTANCE

Dose : CONTAINS DOSE [mg]

Time of Dose : RELATIVE ACT TIME [h]

Tau :

Slopes : (Internal)

Partial RAreas : <None>

Therapeutic Response : <None>

Units : (Internal)

Parameter Names : <Mone>

FEkkkkkhhhkhhkhhhhhhhkhhhhkhkkkkhkkkhkd FEnd Happings Ak khrkkkkrkddkdhrrrkrkddrdxkhrrrrddx J
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e See the section that follows "Mappings" section in exported word file to check options.

Phoenix Build 6.4.0.768

Plasma Model

Title =

Linear Trapezcidal Linear Interpeolaticon
Sparse = False

Dose Type = Extrawvascular

Dose Unit mg
Weighting = Uniform Weighting; 0O

Doge Mormalization = Hone

Exclude Insufficient Profiles = False

Slope Settings

sussEcTJ ] svestawcE-pRv, star:

Time=3§,

End

Time=72,

Exclusicns=,

Approved, Date: 7 July 2017
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e See "Settings" section in exported word file to check subject level settings

WinNonlin 6.4
susJecT-JJJJJ}, suss Tance-pav

Date: 2/21/2017

Time: 19:44:30

WINMONLIN NOMCOMPARTMEMTAT, ANATYSTS PROGELM
6.4.0.768

Core Version 04Junz007

Settings

Model: Plasma Data, Extravascular Rdminiastration

Nurber of nonmissing cbhservations: 20
Dose time: 0.00
Dose amount: 300.00

Calculation method: Linear Trapezoidal with Linear Interpolaticon
Weighting for lambda_z calculations: Uniform weighting

Lambda =z method: Find beat fit for lambda_=z, Log regression

Time Conc. Pred. Eeaidual AOC RUMC Weight
h g/ mL ng/mlL ng/mL h*ng/mL h*h*ng/mL

0.0000 0.0000 0.0000 0.0000

0.5000 37.90 9.475 4.738
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Check lists for PK parameters

Overall settings

Variable settings (See "Mappings" section in exported word file)

Sort SUBJECT, SUBSTANCE []
Carry none ]
Time RELATIVE _ACT TIME [h] [
Concentration CONC [ng/mL] ]
Dosing settings (See "Mappings" section in exported word file)
Sort SUBJECT, SUBSTANCE ]
Dose CONTAINS DOSE [mg] []
Time of Dose RELATIVE ACT TIME [h] []
Tau none ]
Options (See the section that follows "Mappings" section in exported word file)
Model type Plasma ]
Calculation method Linear Trapezoidal with Linear Interpolation ]
Dose options type Extravascular ]
Dose unit mg []
Weighting Uniform weighting ]
Checked all items [ Date:

Signature:

Approval by CRO PaB Representative | Date:

Signature:
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Subject level settings
Subject ID Dose time Dose amount Dose amount
(DRV) (COBI)

0 (] 800 mg [] 150 mg (]
0 ] 800 mg ] 150 mg (]
0 ] 800 mg ] 150 mg (]
0 ] 800 mg ] 150 mg (]
0 ] 800 mg ] 150 mg L]
0 ] 800 mg ] 150 mg L]
0 ] 800 mg ] 150 mg L]
0 ] 800 mg ] 150 mg L]
0 (] 800 mg [] 150 mg L]
0 (] 800 mg [] 150 mg L]
0 (] 800 mg [] 150 mg L]
0 (] 800 mg [] 150 mg (]
0 (] 800 mg [] 150 mg (]
0 (] 800 mg [] 150 mg (]
0 (] 800 mg [] 150 mg (]

Checked all items [ Date:

Signature:

Approval by CRO PaB Representative | Date:

Signature:
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PK parameters to be used for this study

WinNonLin WinNonLin’s Definition SDTM SDTM Note

parameter PPTEST PPSTRESU

name

AUC %Extra | Percentage of AUCINF obs dueto | AUC %Extrapol | % Parameter to check

p_obs extrapolation from Tlast to infinity. | ation Obs validity of AUC.

AUCINF_obs — AUClast
_ AUCINF _obs

AUCINF obs | AUC from Dosing_time AUC Infinity h*ng/mL Written as "AUC.." in
extrapolated to infinity, based on Obs clinical protocol.
the last observed concentration
(obs).

Clast
= AUClast + }\_Z

AUClast Area under the curve from the time | AUC to Last h*ng/mL Written as "AUClast"
of dosing (Dosing_time) to the last | Nonzero Conc in clinical protocol.
measurable (positive)
concentration.

Clast Concentration corresponding to Last Nonzero ng/mL Written as "Clast" in
Tlast. Conc clinical protocol.

CL F obs Total body clearance for Total CL Obs mL/h
extravascular administration. by F
= Dose/AUCINF obs.

Cmax Maximum observed concentration, | Max Conc ng/mL Written as "Cmax" in
occurring at Tmax. If not unique, clinical protocol.
then the first maximum is used.

Dosing time | Time of the last administered dose
(assumed to be zero unless
otherwise specified).

HL Lambda | Terminal half-life = In(2) /A, Half-Life h Written as "t; 5" in

z Lambda z clinical protocol.

Lambda z First order rate constant associated | Lambda z 1/h Written as "A," in
with the terminal (log-linear) clinical protocol.
portion of the curve. Estimated by
linear regression of time vs. log
concentration.

If "No_points_lambda_z" <3,
Lambda_z is not be calculated by
WinNonLin.

Lambda z lo | Lower limit on Time for values to Lambda z h Parameter to check

wer be included in the calculation of A,. | Lower Limit validity of A,

Lambda z up | Upper limit on Time for values to Lambda z h Parameter to check

per be included in the calculation of A,. | Upper Limit validity of A,

No_points_la | Number of points used in the Number of Parameter to check

mbda z computation of A,. Points for validity of A,.

Time point for Cmax is excluded by | Lambda z
WinNonLin.

Rsq _adjusted | Goodness of fit statistic for the R Squared Parameter to check
terminal elimination phase, adjusted | Adjusted validity of A,.
for the number of points used in the
estimation of A,.

Tlast Time of last measurable (positive) h

concentration.

Approved, Date: 7 July 2017

38



TMC114 + JNJ-48763364-AAA (Prezcobix®, (Darnavir/Cobicistat))

NCT03123848

Statistical Analysis Plan TMC114FD1HTX4002

WinNonLin WinNonLin’s Definition SDTM SDTM Note

parameter PPTEST PPSTRESU

name

Tmax Time of maximum observed Time of CMAX | h Written as "t in
concentration. For non-steady-state clinical protocol.
data, the entire curve is considered.
If the maximum observed
concentration is not unique, then
the first maximum is used.

Vz_F obs Volume of distribution based on the | Vz Obs by F mL

terminal phase.
Dose

~ 2z x AUCINF obs
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