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1 INTRODUCTION

11  GENERAL

This statistical analysis plan (SAP) describes the statistical methods to be used during the reporting and
analyses of data collected under Abivax Protocol ABX464-004 and should be read in conjunction with
the study protocol and electronic case report form (eCRF).

This version of the plan has been developed using the protocol Version 4.0 dated 7NOV2016 and
annotated CRF Version 4.0 dated 2iDEC2016. Any further changes to the protocol or CRF will be
reviewed for potential impact on the SAP which will be amended if it is deemed necessary.

1.2 CHANGES FROM THE PREVIOUS SAP

The dose escalation from 50mg o.d. to 150mg o.d. has been recommended by the DSMB.

2 STUDY OBJECTIVES

21 PRIMARY OBJECTIVE

To evaluate the safety of ABX464 versus placebo when administered on top of darunavir/ritonavir or
darunavir/cobicistat monotherapy.

2.2 SECONDARY OBJECTIVES
* To evaluate the long-lasting effect of ABX464 on the viral load after treatment stop (Day 29)
using the time to Viral Rebound (VR) versus placebo;
¢ To compare the effect of ABX464 on viral load (HIV RNA) versus placebo from Day 0 to VR;

» To compare the effect of ABX464 on the CD4+ T cell counts versus placebo from Day 0 to
VR;

o To compare the effect of ABX464 on the CD4+/CD8+ T cells ratio versus placebo from Day
0 to VR;

o To evaluate the effect of ABX464 on HIV reservoir (pro-viral DNA in peripheral blood
mononucleated cells [PBMC]) versus placebo from Day 0 to VR;

The following secondary efficacy variables are mentioned in the protocol but will not be part of the
clinical database, and so will not be analysed as part of this SAP.

o To assess the Pharmacokinetics (PK) parameters of ABX464 given on top of
darunavir/ritonavir/cobicistat;
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» To compare the effect of ABX464 on miRNA modulations and tropism of HIV versus placebo
from Day 0 to VR,

3 STUDY DESIGN

31 OvVERVIEW

This study is a placebo-controlled study aimed at assessing the safety of ABX464 administered at 50
mg o.d. (or potentially at 150 mg o.d)) versus placebo in HIV infected patients who are treated with
darunavir (DRY) and ritonavir (RTY) or DRV and cobicistat (COBI).

Patients will be recruited to 8 sites in France, Spain and Belgium from QI 2016 — Q2 2016 during the
overall study period of Q4 2015 — Q3 201 6. Patients will be randomised using a 3:1 ratio, where per
treatment block, 3 patients will be randomised to receive ABX464 and | patient will be randomised to
receive placebo. A total of 28 evaluable patients are required at a dose level: 2] patients in the
ABX464 at 50mg/ [ 50mg group and 7 patients in the placebo group.

In November 2015, the original fixed dose of 50mg o.d. was selected based on safety data accumulated
on the 50mg o.d. regimen and the concentrations in ABX464-N-glucuronide (NGIcABX464), the
active metabolite of ABX464. However, in January 2016, the results of a first phase Ha study
conducted in treatment-naive HIV infected patients with high viral load at enrolment (5,000 - 500,000
copies/mL} confirmed the antiviral activity of ABX464 at higher doses. A reduction of viral load >0.5
log was observed in 3/12 patients in the 75mg and 100mg cohorts and 4/6 patients in the [50mg
cohort, demonstrating a dose relationship effect of ABX464.

In this study, if the first 8 patients treated at 50mg o.d. for 28 days {first 2 randomisation blocks) do
not show a dose limiting toxicity (DLT), the study protocol plans to study the 150mg dose. DLT is
defined as a grade 3 or higher adverse event, as defined by the “Division of AIDS table for grading the
severity of adult and paediatric adverse events” (including signs/symptoms, lab toxicities and/or clinical
events), considered by the Data Safety Monitoring Board {DSMB) as probably or definitely related to
study treatment. The DSMB will meet once the first 8 patients have been treated for 28 days in order
to recommend a dose increase to 150mg o.d,, if appropriate.

If the dose escalation to 150mg o.d. is recommended, the sample size at dose level will not be changed
and a total of 28 patients will need to be randomised to the new dose. Therefore, the overall sample
size can vary from 28 patients if the dose escalation is not recommended (28 patients taking 50mg
o.d.) to 36 patients if the dose escalation is recommended (8 patients taking 50mg o.d. and 28 patients
taking 150mg o.d.).

3.2 [INCLUSION AND EXCLUSION CRITERIA

To be eligible for inclusion into this study, each patient must fulfil all inclusion criteria and not violate
any exclusion criteria (for the protocol under which they are entered) during screening prior to
randomisation. Details of the inclusion and exclusion criteria are presented in the protocol.
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3.3 STUDY TREATMENT

All patients must be treated with DRV and one of either RTV or COBI for at least 8 weeks prior to
baseline and during the course of the study untit Day 28 at following doses:

* 800mg of DRV and 100mg of RTV once a day with focd or;
e 800mg of DRV and 150mg of COBI once a day with food.

ABX464 or matching placebo should be administered once daily at a fixed dose of 50 mg {(or 150 mg
o.d. if the dose escalation is recommended) from Day | to Day 28.

At Day 29, all treatments of DRY and RTV/COBI and ABX464 or its matching placebo will be stopped.
The viral load will be monitored and when VR is reached, defined as HIV viral load > 1,000 copies mL-
1, the anti-retroviral therapies (ART} will be resumed.

3.4 STUDY TIMEPOINTS

There is a 2 to 4 week screening period followed by a 4 week treatment period that consists of 5
visits.

All treatments will be stopped at Day 29 and the viral load will be monitored twice a week during the
first three weeks and weekly during the next weeks. The treatment interruption pericd will last until
the viral ioad rebounds (VR} at which point ART use will resume and the patient will be withdrawn
from the study. After ARTs are re-introduced, a follow up visit is required every {4 days until the viral
load has returned to undetectable levels.

Overall, the minimal study duration for any patient will be 49 days.

In case of no VR then the end of study will be 3 months after treatment interruption with the
possibility for the patient to be enrolled in long term-observational follow-up study.

Visits and visit windows will be as follows:

Visit Study Day Window
Screening - - ' - w21 - %7 days
Randomisétion 0 * 2 days
Treatment period 7 . .+ 2days
14 + 2 days

21 + 2 days

25 + 4 days

28 * 2 days

Treatment interruption

Viral load monitoring twice a

week for 3 weeks * 2 days

Viral load monitoring every week

until VR % 2 days
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ART reintroduction visit * 2 days
Follow up visits

Follow up visit every 14 days till o
* ‘undetectable viral load _ i..?_ - ays:. .

If more than one visit occurs within a window, the nearest to the scheduled time will be presented

within the summaries.

See Section 16.1 for the Study Flow Chart.

3.5 SAMPLE Sizk CONSIDERATIONS

The endpoint considered for the sample size calculation is the time to VR defined as the time between
treatment stop ([Day 29) and VR detection, measured in days.

According to published studies, the expected median time to VR (calculated from treatment stop) is
expected to be 7 days in the DRV and RTV/COBI and placebo group while it should be at least 28 days
in the DRV and RTV/COBI and ABX464 group in order to continue the clinical development of this
new drug.

According to these hypotheses, the corresponding power was calculated using the PROC POWER of
the SAS software (version 9.4). Thus, the enrolment of 28 evaluable patients at a dose level (21 in the
ABX464 group at 50 mg or 150 mg and 7 in the placebo group) will permit to have 80% power to
detect a significant difference, at 0.05 level, between groups using the time to VR as end point.

Thus, the overall sample size can vary from 28 patients (in case the dose escalation procedure is not
recommended) to 36 patients in case the dose escalation to 150 mg o.d. is recommended.

3.6 RANDOMISATION

Patients will be randomised using a 3:1 ratio, where for each block of 4 patients, 3 patients will be
randomised to receive ABX464 and | patient will be randomised to receive placebo. A total of 28
evaluable patients are required at a dose level: 2| patients in the ABX464 at 50mg/150mg group and 7
patients in the placebo group.

Randomisation will be performed via the eCRF and will allocate treatment number assignment. The
treatment bottle numbers to be used for a specific patient will be assigned according to a pre-defined
randomisation list by SODIA. This information will be provided to sites by e-mail or fax.

4 STUDY VARIABLES

4.1 PRIMARY VARIABLE

The primary variable for statistical comparison between treatment groups will be time to VR (days),
defined as the time between end of treatment (Day 29) and VR detection.
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4.2 SECONDARY EFFICACY VARIABLES

The following secondary efficacy variables will be analysed between treatment groups:
o Viral load (HIY RNA} from Day 0 to VR (on both the linear and logo scale);
e CD4+ T cell counts from Day 0 to VR;
e CD4+/CD8+ T cells ration from Day 0 to VR;
o HIV reservoir (pro-viral DNA in PBMC) from Day 0 to VR;

The following secondary efficacy variables are mentioned in the protocol but will not be part of the
clinical database, and so will not be analysed as part of this SAP.

+ miRNA modulations and HIV tropism from Day 0 to VR,

4.3 PHARMACOKXINETIC VARIABLES

Pharmacokinetic data will not be part of the clinical database, and so will not be analysed as part of this
SAP.

4.4 SAFETY VARIABLES
The safety of ABX464 versus placebo when administered on top of DRV and RTV/COBI| monotherapy
will be evaluated by the foliowing:

e Adverse events

» laboratory parameters

o Vital signs (weight, body temperature, systolic and diastolic blood pressure, heart rate)

o  ECG (normal, abnormal NCS or abnormal CS)

5 DEFINITIONS

Study Drug. Study drug is taken to mean either ABX464 or placebo.

Baseline. Baseline is defined by patient and by variable as the last non-missing value before the first
dose of study drug.

Study Day. Study day is the number of days since start of treatment where the date of first dose is
counted as Day I.

Evaluable. Evaluable is defined in the protocol and is a guide to the need for continued recruitment.
The term is not used in the statistical context, but is approximately equivalent to the set of patients
with a result for the primary efficacy endpoint.

Protocol Deviation: a deviation related to study inclusion or exclusion criteria, conduct of the trial,
patient management or patient assessment. This refers to any change, divergence, or departure from
the study design or procedures defined in the protocol. Deviations recorded by the Project Manager
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or CRA, or detected by data management or by statistical programming checks will be identified and
discussed at the Data Review Meeting (DRM) before database lock (DBL) to agree which should be
included in Listing 16.2.2,

Major Protocol Deviation: These are defined as protocol deviations that are liable to bias the
evaluation of the main efficacy endpoint. The foliowing deviations will be considered as major (non-
exhaustive [ist):

s Non-compliance with the inclusion or exclusion criteria;
s Non-compliance with the study treatment;
¢ Intake of prohibited medication;

¢ Non-compliance with time window.

6 ANALYSISSETS

Membership of the analysis sets will be reviewed and agreed at a DRM before database lock.

6.1 FULLANALYSIS SET
The Full Analysis Set (FAS) is defined as those patients who have received at least one dose of the
study drug, and who have at least one baseline value.

The FAS will be used for all efficacy analyses. Patients who receive the wrong treatment in error will
be analysed as randomised for efficacy analyses.

6.2 SAFETYSET

The safety set is defined as all randomised patients who have received at [east one dose of study drug.

The safety set will be used for all safety analyses. Patients who receive the wrong treatment in error
will be analysed as treated for safety analyses.

8.3 PERPROTOCOLSET

The Per Protocol (PFP) set (except for the analysis of HIV reservoirs), is defined as those patients of
the FAS population without any major protocol deviation.

The PP set for analysis of HIV reservoirs is defined as patients with a total HIV DNA 2 50 copies at
any time point and without any major protocol deviation.

All primary efficacy analysis will be repeated using the PP set. If there are less than 3 exclusions in the
ABX464 group and less than | exclusion in the placebo group from the FAS, the tables using the PP set
will not be produced.
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7 SAFETY MONITORING

No safety monitoring reports are planned.

An independent DSMB will review the data in a blinded fashion during the study and can make
recommendations to the sponsor.

8 INTERIM ANALYSES

No interim analysis is planned.

9 DATA

9.1 ©eCRFDaTa

CRF data will be provided by Crion data management to the statistics department as SAS data sets in
Orion standard format which will be used for programming the outputs to be included in the CSR.
Populated data sets will be available when programming starts. These may contain dummy data if real
data is not yet available.

9.2 EXTERNALDATA

HIV reservoir data will be analysed centrally by University Hospital Ghent, Belgium and sent to Orion
in the form of SAS datasets.

No other external data will be received by Orion. In particular, no miRNA modulations, HIV tropism
or PK data will be received or analysed by Orion.

8.3 RANDOMISATIONLIST

The randomisation list will be uploaded to a SAS dataset following database lock.

9.4 PROGRAMMING AND DATA REVIEW

Programming of analysis datasets, tables, figures and listings will be ongoing during the data
management of the study. Outputs for the DSMB will be reviewed, but no formal quality control (QC)
will take place. Blind outputs may be reviewed by Abivax before DBL.

When the final data is considered clean, key listings (to be agreed) will be run and distributed to the
study team for review, A blind DRM will be held to discuss the outcome of this review, the
imputations for the primary endpoint and the protocol deviations. Once all data issues have been
resolved and the analysis populations approved, the database will be locked. The final run of outputs
and QC will then take place.
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10 STATISTICAL METHODS

10.1 GENERAL PRINCIPLES

All statistical methods will be based on the International Conference on Harmonisation (ICH)} E9
document “Statistical Principles for Clinical Trials”.

Data will be summarised by treatment group. A total column showing all patients will be included for
baseline and safety summaries. Where appropriate, data will also be summarised by visit with
summaries for each visit attended as scheduled and an additional summary for final (last scheduled visit
or early withdrawal). The format of the summaries is defined in the shells at the end of this document.

All summary tables will be made up of the following three columns:
s Patients receiving the 50mg dose of ABX464;
e Patients receiving the 150mg dose;

» Patients receiving placebo.

In addition, summary tables for total DNA will be made up with an additional column of the two active
dose regimens pooled.

Ali treatment comparisons in efficacy will be conducted between 150mg dose and placebo only, where
placebo includes all patients randomised to placebo regardless of the dose they were enrolled to.

In summary and analysis tables of continuous variables, standard descriptive statistics (N, mean,
standard error [SE], standard deviation [SD], median, quartiles, minimum, maximum and N missing)
will be presented when relevant. Least Squares mean (LS mean), SE and 95% confidence Interval (CI)
will be presented in the statistical analysis outputs as appropriate. For PK summaries, arithmetic mean
(AM), geometric mean (GM) and coefficient of variation (%CV) will be used to summarise the data.
The minimum and maximum statistics will be presented in summary tables to the same number of
significant figures as the original data. The mean/AM, median, LS mean, GM, Cl, SD and SE will be
presented to one more significant than the original data.

For numeric data which inciudes non-numeric values {(e.g. PK data reported as BLQ or lab results
reported as < 10 or > (0} the following principles will be applied when summarising the data:

e BLQ will be replaced with a value that is !4 of the lower limit of quantification (LLQ)
» Results reported as < x will be treated in the same way as BLQ with LLQ=x
« Otherwise AM, GM, SD, Cl and %CV will not be calculated

*  Whenever meaningful, minimum, median and maximum will be presented based on the
reported data (e.g. minimum = <10, median = 20, maximum = >100)

In summary tables of categorical variables, the number of non-missing observations by category will be
presented with percentages. The number of missing cbservations will also be presented when non-
zero. Unless otherwise specified, the denominator for each percentage will be the number of non-
missing observations within the column. All percentages will be presented to one decimal place.
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If changes in severity for the same TEAE have been reported separately but with the same AE number,
they will be collapsed to a single AE with maximum severity for the summary tables, but listed as
reported.

Classifications of medical history, concomitant medication and adverse events will be sorted
alphabetically within the summary tables.

If any laboratory assessments are repeated at the same visit, the result from the repeat assessment will
be used in summaries. Both values will be listed.

Data collected on the eCRF will be presented within data listings. The data listings will be sorted by
treatment group, country, centre number, patient number and visit/week/day. Treatment group will be
as allocated (randomised). If any patients receive the wrong treatment this will be flagged in all listings.
Visits outside the visit windows will be identified within the listings.

The date format for all cutput presentations will be ‘ddMMMyyyy'".
All statistical analysis will be performed using SAS 9.3 or higher.,
All hypothesis testing will be carried out at the 5% (2-sided) significance level unless stated otherwise,

P-values will be rounded to four decimal places. P-values less than 0.000 will be reported as <0.0001
in tables,

If any of the assumptions underlying the formal statistical methods proposed are violated during the
analysis of the final data, alternative statistical methods will be used and any changes documented in the
statistical methods section of the clinical study report (CSR), including the rationale for use.

10.2 MissING DATA
There will be no imputation of missing data in this study.

10.3 POOLING OF SITES

Sites will be pooled for all analyses. There will be no adjustment for centre effect or treatment by
centre interaction.

10.4 STATISTICALISSUES

Since the dose escalation to 150mg o.d. has been recommended, all patients receiving placebo,
regardless of which dose they were enrolled to, will be gathered in a placebo group accounting for a
theoretical total of a minimum of 7 patients. However, only patients receiving the 150mg dose will be
compared to placebo and included in the efficacy analysis.

11 STATISTICAL OUTPUT

General principles for layout of the statistical output are described in Section 0.1, including
specification of the table columns, and these are illustrated for each unique table in the table shells in
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Section |5. For clarity and brevity in this document the phrase “by treatment group" is understood for
all summaries and is not included within the text of this section,

The study analysis will be performed following database lock upon the completion of the last patient or
upon its early discontinuation whichever occurs first,

11.1 PATIENT DISPOSITION

A patient is considered to be a baseline failure if the patient signs the informed consent but withdraws
before the screening visit. Reasons for exclusion will be recorded for patients who do not enter the
study and presented in a data listing,

A patient who does not fulfil the randomisation criteria at Day 0 wili be considered as a screen failure.

A summary of the number of screened patients, baseline failures, screening failures and reasons for
screening failure will be produced for all enrolled patients (Table {4.1.1).

The number (%) of patients who complete or withdraw from the study and the main reason for
withdrawal will be summarised for all randomised patients (Table [4.1.2).

The patient disposition table (Table [4.1.3) will summarise the following data for all randomised
patients:

® The number (%) of patients in the FAS
¢ The number (%) of patients in the safety set
¢ The number (%) of patients in the PP set
A data listing presenting the eligibility for the analysis sets for each patient will also be presented.

Protocol deviations will be reviewed and classed as major or minor during the blind DRM. A listing of
all patients with protocol deviations wili be presented.

11.2 PATIENT CHARACTERISTICS AT BASELINE

11.2.1 Demographic and Baseline Characteristics

Age will be calculated using Date of Birth (DOB) and date of informed consent and presented as age at
fast birthday as an integer.

BMI is the patient’s body weight in kilograms divided by the square of the patient’s height in metres.
Age, gender, race, height, weight and BMI will be summarised using the FAS (Table /4.1.4).

11.2.2 Medical History and Current Medical Conditions

All conditions will be coded using the version of the Medical Dictionary for regulatory Activities
(MedDRA} defined in the Data Management Plan {DMP). Past medical/surgical history {conditions that
stopped prior to or at the screening visit) and current medical conditions (classified as ‘ongoing’) will
be summarised by system organ class (SOC) and preferred term (PT). The number (%) of patients
reporting each condition will be presented using the FAS (Table 14.1.5.1 and 14.1.5.2).

11.2.3 Procedures/Non-Drug Therapies

All procedures/non-drug therapies recorded on the CRF will be listed only.
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11.3 EFFICACY ANALYSES

Treatment comparisons will be ABX464 vs placebo. The main analysis set for the efficacy analyses will
be the FAS, and the primary analysis will be repeated for the PP Set.

11.3.1 Primary Efficacy Analysis

The primary endpoint, time to VR (days), defined as the time between end of treatment (date of last
dose) and VR detection will be descriptively summarised on the FAS set (Table [4.2.1.1.1) and
displayed graphically using the Kaplan-Meier method (Figure I).

The median time to VR (days) for each treatment and the corresponding 2-sided 95% confidence
interval (Cl) will be presented along with a 2-sided log-rank test to compare time to VR between the
two treatments (Table [4.2.1.1.1).

The primary endpoint analysis will be repeated for the PP set (Table 14.2.1.1.2).

The time to virological failure (days), defined as the time from end of treatment (date of last dose) to
when HIV viral load 2 500 copies mL-1, will be descriptively summarised on the FAS set (Table
14.2.1.2.1) and displayed graphically using the Kaplan-Meier method (Figure 2).

The median time to virological failure (days) will be analysed in the same way as the primary endpoint
and repeated for the PP set (Table 14.2.1.2.1 and 14.2.1.2.2).

11.3.2 Secondary Efficacy Analysis

11.3.21 VirallLoad

Viral load is assessed at all visits during the treatment period (Day 0, 7, 14, 21, 25, 28), twice a week
during the first three weeks after treatment interruption, and then once a week until VR detection.

Viral load will be descriptively summarised and analysed using an analysis of variance (ANOVA) model
with treatment as a fixed effect, for all visits from Day 0 (baseline) to VR on the FAS set (Table
14.2.2.1.1). This table will be repeated for viral load values transformed to the logarithmic scale (Table
14.2.2.1.2).

The time to viral load control, defined as the time from ART reintroduction to when the viral load <
50 copies ml-1, will be descriptively summarised on the FAS set (Table [4.2.2.1.3),
11.3.2.2 CD4+7T Cell Counts

CD4+ T cell counts are assessed at all visits during the treatment period (Day 0, 7, 14, 21, 25, 28),
twice a week during the first three weeks after treatment interruption, and then once a week until VR
detection.

CD4+ T cell counts will be descriptively summarised and analysed using the method outlined for viral
load analysis in section 11.3.2.1 (Table 14.2.2.2),
I11.3.2.3 CD4+/CD&+ T Cell Count Ratio

CD4+/CD8+ T cell count ratio is derived on the eCRF at all visits during the treatment period (Day 0,
7, 14, 21, 25, 28), twice a week during the first three weeks after treatment interruption, and then
once a week until VR detection,
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CD4+/CD8+ T cell count ratios will be descriptively summarised and analysed using the method
outlined for viral load analysis in section [1.3.2.1 (Table 14.2.2.3).
11.2.2.4 HIV reservoirs

Total HIV DNA (copies/million PBMC) is assessed at Day 0, 28 and the ART reintroduction visit and
will be descriptively summarised at all visits, by dose and by pooled dose (Table 14.2.2.4.1).

The mean change in absolute value from Day 0 to Day 28 and the percentage change will be
descriptively summarised, by dose and by pooled dose (Table 14.2.2.4.2). The total HIV DNA values at
Day 0 and Day 28 will be transformed to the logarithmic scale and changes calculated on this scale.
Percentage change on this scale will be summarised in the same table. This table will be repeated for
mean change from Day 28 to ART reintroduction visit (Table 14.2.2.4.3).

Patients who achieve a decrease in total DNA of 2 25% and a decrease to = 50 copies/million PBMC
from Day 0 to Day 28 are defined as responders and the number (%) of responders will be
summarised. Non-responders are defined as patients without a decrease in total DNA of 2 25% and
total DNA > 50 copies/million PBMC at Day 28, or those with missing total DNA values at Day 28.

An analysis of responders will be conducted using a binomial confidence interval for the difference in
response rates on the full analysis set and repeated on the PP set for HIV reservoir data (Tables
14.2.2.4.4 and [4.2.2.4.5).

11.4 SAFETY ANALYSES

11.41 Adverse Events

All adverse events (AE) will be classified using the version of the MedDRA coding dictionary specified
in the DMP,

Events will be classified as treatment-emergent if they started or increased in severity on or after the
first date and time of medication dosing at Day ! and up to Day 28, or withdrawal date if the patient
discontinues before Day 28. If an event start date is partial, then the start day, month, year or stop
date will be used to determine if the event is treatment-emergent. If the classification of the AE cannot
be determined from the data available, then the event will be considered treatment-emergent.

Any adverse event which occurs after Day 28 will be classified as post-treatment-emergent.

An overall summary table will be presented using the safety set for adverse events occurring from
baseline to the end of the study in the following categories (Table 14.3.1):

s Any adverse event;
¢ Any treatment-emergent adverse event (TEAE);
* Any post-treatment-emergent adverse event;
e Any serious adverse event;
* Any severe adverse event {Commeon Toxicity Criteria [CTC] grade 3 or 4);
s Death
TEAEs will be further classified and summarised as follows (Table 14.3.2):

Severe TEAESs: Severity classified as ‘Grade 3’, ‘Grade 4' or missing,
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Serious TEAEs: Serious classified as ‘yes' or missing.
Drug-related TEAEs: Relationship to study drug classified as ‘yes’ or missing.
Serious drug-related TEAEs: Both serious and drug-related, as specified above.

TEAEs leading to study drug discontinuation: Action taken classified as ‘permanent
discontinuation’.

Summaries by system organ class (SOC) and preferred term (PT) will also be presented for treatment-
emergent events (Table [4.3.3.1). Similar tables will be presented for each of the classifications of
treatment-emergent events above (Table [4.3.3.2 to 14.3.3.6).

A summary of the mean duraticn (days) of treatment-emergent events will also be presented by SOC
and PT, along with the number of events (Table /4.3.3.7). Duration of an event is calculated as (stop
date of event - start date of event) + 1. If an AE is ongoing then use the end of study date (or last
known visit date for early terminaticn) as the stop date.

All AE summary tables, unless otherwise specified, will show the number (%) of patients having at least
one event and the number of events in each treatment group and cverall. Note: If a patient has
multiple AEs with the same preferred term, these will be summarised once within the count for N (%)
of patients, but each event will be counted within the number of reports E of each AE. Changes in
severity of the same AE (if collected) will be counted conly once within the number of reports E of each
AE.

All adverse events recorded on the CRF will be listed by SOC and PT within the data listings.

11.4.2 Laboratory Data

Routine clinical laboratory results will be carried out at screening, all visits during the treatment period
(Day 0, 7, 14, 21, 25, 28), and then once a week until VR detection and ARTs are reintroduced. The
laboratory parameters include:

» Haematology: haematocrit, haemoglobin, white blood cell (WBC) count, neutrophils,
lymphocytes, monocytes, eosinophils, basophils and platelet count

¢ Biochemistry: sodium, potassium, chloride, calcium, phosphate, glucose, blood urea nitrogen
(BUN), creatinine, AST, GLDH, ALT, alkaline phosphatase, total bilirubin, total protein,
albumin, lactate dehydrogenase (LDH), gamma-glutamyl-transferase {(gGT) and CRP

o Urinalysis

Laboratory parameters will be summarised at each visit using descriptive statistics on the safety set
(Tables 14.3.4.1 to 14.3.4.3). Laboratory parameters classified as normal/ abnormal non clinically
significant (NCS)/ abnormal clinically significant (CS) will be presented in a shift table showing changes
from baseline to each visit for patients with at least one abnormal CS value (Tables 14.3.5.1 to [4.3.5.3).
Baseline is defined as the last non-missing value before the first dose of study drug, which is Day 0.

Note that urinalysis parameters collected as normal/ abnormal NCS/ abnormal CS only will be
summarised in the shift tables and not as part of the summary of wurinalysis parameters in Table
14.3.5.3 which will only include the parameters recorded as numeric values.

If laboratory results are repeated at the same visit, the repeated result will be used in summaries
(instead of the original one) provided the sample was taken within the visit window, otherwise the
original result will be used. All results will be listed.
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Laboratory results at unscheduled visits will be included in the listings but will not be summarised.

For all female patients of childbearing potential, a blood pregnancy test (f-HCG} will be performed at
Day 0 and then a urine pregnancy test will be performed at each visit until VR. Results of all pregnancy
testing will be listed only.

11.4.3 Vital Signs

Body temperature, blood pressure, heart rate and weight are collected at all visits.

Vital signs, including body mass index (BMI), will be summarised for each visit using descriptive
statistics on the safety set (Table 14.3.6). Height is collected at screening and will be summarised within
the demography data only.

11.4.4 Physical Examination
A physical examination will be conducted at all visits,

Physical examination data will be listed only.

11.4.5 Electrocardiogram

A 12-lead ECG will be completed at Day 0, Day 7, Day 28 and ART reintroduction visit and, if clinically
indicated, at follow-up.

The number and percentage of the patients with Normal / Abnormal NCS / Abnormal CS ECG results
will be summarised at each visit (Table [4.3.7.1).

A shift table will be presented, for patients with at least one Abnormal CS value, showing changes from
baseline to each visit (Table 14.3.7.2}. Baseline is defined as the last non-missing value before the first
dose of study drug, which is Day 0.

1.5 STUDY DRUG EXPOSURE AND COMPLIANCE
Study drug exposure: Exposure is the number of days during the treatment period that the patient
was exposed to the study treatment and is calculated as:
¢ (Date of last dose} — {Date of first dose) + |
Compliance. Compliance is derived for each patient from their date of first dose to last dose as:
s Compliance (%) = (number of administered doses / scheduled number of doses} x 100%

Number of administered doses, study drug exposure and compliance (%) will be summarised using
descriptive statistics for the FAS {Table 14.3.8).

11.6 PRIORAND CONCOMITANT MEDICATION

All medications taken by patients on entry to the study or during the study will be recorded in the
CRF. Medications will be classified using the version of the World Health Organisation Drug
Dictionary (WHODD) coding dictionary defined in the DMP. The Anatomical Therapeutic Chemical
(ATC) Classification and WHO-DRUG PT will be used to list and summarise the data.

Prior medications are defined as all medications that started and stopped before date of first dose.
Only medications where the stop date is prior to date of first dose will be considered prior. if the stop
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date is unknown or incomplete and the medications cannot definitely be considered as stopped prior
to date of first dose then the medications will be considered as maintained medications.

Maintained medications are defined as all medications that started before date of first dose and
their stop date is either ongoing at the end of the study or the stop date is on or after date of first
dose. Partial start dates where the medication cannot definitely be considered as starting prior to date
of first dose will lead to a categorisation of the medications as concomitant medications.

Concomitant medications are defined as all medications that started on or after date of first dose.

The number (%) of patients reporting the use of any prior medications and the number (%) of patients
taking each drug by ATC classification (Ist, 2nd and 4th levels) and PT will be summarised using the
safety set (Table 14.3.9.1).

This table will be repeated for maintained and concomitant medications (Table 14.3.9.2 and 14.3.9.3).

12 VALIDATION

All tables, figures and listings will be subject to independent quality control and visual review. Unique
tables will be independently programmed. Findings will be documented in a quality control form and
actions taken will also be decumented,

The completed form will be reviewed and signed by both programmers and by the Head of Statistics.

13 LITERATURE CITATIONS/REFERENCES

None

14 LIST OF TABLES, FIGURES AND LISTINGS

14.1 LISTOFTABLES

Demogiaphic Data

S SR All Enrolled

Table 14.1.1 Screening F;uiur_e; Patients
Table 14.1.2 Stl.fciy Termination and Primary Reason for All .Randomised

Withdrawal Patients
. - . All Randomised

Table 14.1.3 Patient Disposition Patients
Table 14.1.4 Demographic and Baseline Characteristics Full Analysis Set
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Table 14.1.5.1 Medical History Full Analysis Set
Table [4.1.5.2 Current Medical Conditions Full Analysis Set
Efficacy Data
Table 14.2.1.1.1 . Time to Viral Rebound Analysis " Full Analysis Set
Table 14.2.1.1.2 Time to Viral Rebound Analysis PPSet
Table 14.2.1.2.1 .. Time to Virological Failure Analysis _FuII Analys:s Set
Table I42 122 Tim; to Véréloéical i:ailure Anaiysfé PP Set .
Table [4.2.2.1:0 - Viral Load Analy51s i - Full Analysis Set -
Table 142212 Viral Load Analysis on Logarithmic Scale Full Amalysis Set
Table 142,213 Time to Viral Load Control - - Full Analysis Set
Table 14222  CD4+ T Cell Count Aﬁa!ysis ) Full Analysis Set
Table 14223 . CD4+/CDB+T CeEI Count Ratlo Aﬁalysm - Full Analysis Set
Table 142241  Total HIV DNA Full Analysis Set
Table 14.2.242 - - 'Mean Change in Total HIV DNA: Day 0.vs Day 28 - Full Analysis Set
Table | 4‘2'2' 43 | Mean Change in Total HIV DNA: Day 28 vs ART | .Fuil Anai.).(s.i.s.:s.e.t

Table 142244

Table 142.2.4.5

reintroduction

- Total HIV DNA Analysis -

Total HIV DNA Analysis

Full Analysis Set
PP Set

Safety Data

Table 14.3.1 .. - jSummary of Adverse Events Safety Set

Table 14.3.2 Summary of Treatment—Emergent Adverse Events Séfety Set

Table 14.3.3.1 - Treatment—Emergent Adverse Events, by SOC and PT Safety Set_ _

Table 14332 Severe Treatment-Emergent Adverse Events by SOC Safety Set
and PT

Table 14.3.3.3 Serious Treatment-Emergent Adverse Events by SOC ‘Safety Set

S and PT -~ - .

Drug-Related Treatment-Emergent Adverse Events,

Table 14.3.3.4 by SOC and PT Safety Set
Serious Drug-Related Treatment-Emergent Adverse

Table 14.3.3.5 Events, by SOC and PT Safety Set

Table 14.3.3.6 Treatment-Emergent Adverse Events Leading to Study Safety Set

Drug Discontinuation, by SOC and PT
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Table 14.3.3.7

Table 14.2.4.1
Table 14.2.4.2
Table 14.2.43
Table 14.2.5.1
Table I4.2.5.2
Table [4.2.5.3
Table 14.3.6

Table 14.3.7.1
Table 14.3.7.2

Table 1438 -

Table 14.3.9.1

Table 143.92
Table 14393

14.2 LisT OFFIGURES

Figure |
Figuré 2

14.3 LisT OF LISTINGS

Patient Data Listings

Mean Duration of Treatment-Emergent Adverse

Events, by SOC and PT

Summary of Haematology Parameters
Summary of Biochemistry Parameters
Summary of Urinaiysis Paraméters

Shift Table of Haematology Parameters
Shift T:;ble of B.iochemistr.y Parameters
Shift Table of Urinalysis Parameters

Vital Signé; .im':luding Weight.a'na BM]
:12-Lead Electrocardiogram -

Shift Téblé of Ii—Léﬁd Efectfocardiogram

-Study Drug Exposure and Compliance

Prior Medications

* - :Maintained Medications .

Concomitant Medications

~Kaplan-Meier Plot of Time to Viral Rebound

Ka.;.alan-ﬂ.e.i'er' .P.i'ot of Time fo Viro'logicéi Failure
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Safety Set

Safety Set
Safety Set
Safeiy Set
Safety Set
Safety Set
Safety Set
Safety Set
Safety Set
Safeiy.Set
Full Analysis Set
Full Anali{s'is Set
- Full Analysis Set
Full Anaiyéis Set

Full Analysis Set -
Full Analysis Set

Listing 16.2.1
Listing 16.2.2
Listing 16.2.3
Listing I6.2.4 |
Listing 16.2.5
Listing 16.2.6
Listing 16.2.7
Listing 16.2.8.1
Listing 16.2.8.2
Listing 16.2.8.3

' Di_scontinue_d Pati_ents and Reason for Withdrawal

Protocol Deviations

Analysis Datasets

Demographic Data

Study Drug Exposure and Compliance
Primary Endpoint Efficacy

Adverse Event Listing

Laboratory Measurements: Haematology
Laboratory Measurements: Biochemistry

Laboratory Measurements: Urinalysis
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Individual Patient Data
Listings (Archive)
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Listing 16.4.1
Listing 16.4.2
Listing 16.4.3.1
Listing I.6.4.3.2

Listing 1644

Listing 16.4.5
Listing 16.4.6
Listing 16.4.7
Listing 16.4.8
Listing 164.9.1

Listing 16.4.92 -

{isting 164.9.3

Listing 16.4.10 .

Listing 16.4.1 |
Listing 16.4.12

Final Status
Patient Visit Dates
Inclusion Criteria
Exclusion Criteria
Medical History

Raw.Efﬁcacy Scores

- Vital Signs -

Physical Examination

12-Lead Electrocardiogram

Prior Medications

- Maintained Medications -

Concomitant Medications

. ProceduresfNon-Drug Therapies

Sérblﬁgy

Blood and Serum Pregnancy Test

15 SHELLS FOR TABLES, FIGURES AND LISTINGS

The intended layouts for tables, figures and listings are presented. However, it may be appropriate for
the Orion programmer to change the layouts, upon review of the data available, for completeness and

clarity.

QCd output will be produced as Rich Text Format (.rtf) files for convenient inclusion in the CSR,

Subject to this, the following will apply:

L ]

Layout will be landscape, fixed width, font size 8.

Each output will have the heading:

<Client Protocol Number> (left); date ddMMMyyyy (right)

Table headings will define the analysis set used for the summary/analysis.

All outputs will have a footer specifying the SAS program path and filename {left); page x/y
(right)

Tables will have a footer specifying the source listing
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* Additional footnotes will be included where appropriate for clarification.

s Treatment group and patient number and will be included in all listings.
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ORION

CLINICAL

16 APPENDICES

16.1 STUDY FLOWCHART

Abivax ABX464-004
Statistical Analysis Plan

Screening Days Treatment interruption - Follow-up
Time Window + 2 days [except D25  4) % 2 days
Days D-21 D0 | D7 | D14 D21 D25 D28 Twice Every ARTs Fu
weekly for | week reintroduction visit{s)***
3 waeks till VR visit
Obtained X
Informed
Consent
Check of INJEX X X
Criteria
Physical X X X X X X X X X X
Examination
Body Weight (kg) | X X X X X X X X X X
Helght X
Measurement
{em}
Medical History X
Medical Calls to Day3 &5
patients
Serology: HBV, X
HCV, HIV
Hematology + X X X X X X X X X b Sl
Biochemistry
CD4 and CDB X X X X X X X X X X X
count
Urinalysis X X X X X X X b b X X
Blood Pregnancy X
test
Urine pregnancy X X X X X X X X X
test
Vital signs X X X X X X X X X
£CG (12 lead) X X X X X
DRV/RTV-COBE X X X X X X X X X
prescription
ABX464/placebo x [x |x X X X
treatment
dispensation and
patient diary
review
Blood samples X* | x* | x+ x* ) S
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ORION

CLINICAL

Abivax ABX464-004
Statistical Analysis Plan

drug pK

Blood sampies for
viral load /miRNA

Genotyping

Leukapherasis
[optionatl)

Blood samples for
reservoir
assessment

. Viral DNA
. TILDA

Adverse Events
recording

X

* pre DRV/RTV or DRV/COBI| morning dose

** pre DRV/RTV or DRV/COBI morning dose, 0.5, 1, 1.5, 2, 2.5, 3, 3.5, 4, 6, 8, 12 and 24 h post-dose {hospitalization is not required)

*** Every 14 days till undetectahle VL

**%* rinalysis to be performed once a week

**%** only biochemistry required and for at least 28 days after treatment interruption
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