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4.6.3 First Key Secondary Efficacy Endpoint

The response to Elafibranor (80 mg/day) compared to placebo on cholestasis will be evaluated considering
the response to treatment in terms of:

A successful normalization of ALP at week 52 (ALP < ULN) - (binary: YES/NO).

The null hypothesis for response to treatment based on the first key secondary endpoint is that there is no
difference in response rates between the Elafibranor and the placebo group. The alternative hypothesis is
that there is a difference in response rates between both groups. The null hypothesis will be tested at a
two-sided alpha of 0.05, only if the primary endpoint is statistically significant (see section 4.2.1).

Patients who stopped prematurely the study treatment (ICE-1) or took a rescue therapy for PBC (ICE-2)
prior to week 52 assessment will be considered as non-responders.

In case of missing data at week 52 (i.e. visit 6) for patients without ICE (ICE-1 or ICE-2), the closest non-
missing assessment from the DB treatment period before or after the theoretical visit 6 date (i.e. visit 1
date + 52 * 7 days) will be taken into account. It may correspond to an unscheduled visit or a visit prior (i.e.
visit 5) or after (i.e. visit 7) the visit 6.

The number and percentage of patients with response to treatment at the end of the 52 weeks of the DB
period will be summarized by treatment group, similar to the primary endpoint analysis.

The analysis of the first key secondary efficacy endpoint will be conducted similarly to the primary endpoint
(see section 4.6.2). A sensitivity analysis to the statistical model, a supplementary analysis considering
missing data at Week 52 in patients without ICE as non-response, a hypothetical strategy and a treatment
policy strategy will be implemented the same way as for the primary efficacy endpoint. For the
supplementary analyses with multiple imputation of the first key secondary endpoint, only the ALP will be
imputed and not the TB (see section 4.6.2.3.1), re-running the imputation process with the same random
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seed including just the ALP variables.

A supplementary analysis to evaluate the impact of COVID-19 pandemic will be implemented the same way
as for the primary efficacy endpoint.

4.6.4 Second Key Secondary Efficacy Endpoint
4.6.4.1 Main Analysis

For this endpoint “4-week period” is used as a synonym for the 28-day interval.

The response to Elafibranor (80 mg/day) compared to placebo on pruritus will be evaluated using the
pruritus ITT analysis set and considering the response to treatment in terms of:

Change in pruritus from baseline through week 52 on PBC Worst Itch NRS in patients with
baseline PBC Worst Itch NRS score 24 (continuous)

The null hypothesis for response to treatment based on the second key secondary endpoint is that there is
no difference in mean change from baseline through week 52 of PBC Worst Itch NRS score in patients with
baseline PBC Worst Itch NRS score 24 between the Elafibranor and the Placebo group. The alternative
hypothesis is that there is a difference in mean change from baseline through week 52 of PBC Worst Itch
NRS score in patients with baseline PBC Worst Itch NRS score 24 between both groups. The null hypothesis
will be tested at a two-sided alpha of 0.05, only if the primary endpoint and the first key secondary endpoint
are statistically significant (see section 4.2.1).

PBC Worst Itch NRS scores for patients who stopped prematurely the study treatment (ICE-1) or took a
rescue therapy for pruritus (ICE-3) prior to week 52 assessment will be considered as missing.

Mean PBC Worst Itch NRS values (13 4-week periods plus baseline) and change from baseline for each 4-
week period (see section 4.2.11) will be summarized by treatment group (Elafibranor 80mg and Placebo).
The number of compliant patients as well as the number of non-missing scoring days (see section 4.2.11)
for baseline and for the 13 4-week periods will be provided by treatment group. Change from baseline at
each 4-week period over time will also be plotted as well as the mean PBC Worst ltch NRS score over time
using the least squares means (LSM) + 95% Cl. Additionally, PBC Worst Itch NRS past week values at V7 and
V8 as well as the change from baseline will be summarized only.

The analysis of the second key secondary efficacy endpoint will be conducted modeling the change from
baseline values over the entire duration between baseline and week 52 via a MMRM adjusting for baseline
PBC Worst Itch NRS score and the stratification factor [ALP > 3x ULN or TB > ULN-(Yes/No)] as possible
covariates (see section 4.2.7). Please refer to the methods specified in section 4.6.7.1 for the verification of
the dependency structure modelled if needed.

The estimated LSMeans, treatment differences, together with the 95% Cls and p value will be presented
separately for the overall period (i.e. through week 52) and for each 4-week period until Week 52.

All 4-week periods [1,2, ..., 13] until week 52 will be included as fixed effects along with treatment,
treatment by 4-week period interaction and baseline PBC Worst Itch NRS average value. As a first intention,
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the unstructured variance- covariance structure will be applied to model the within-patient variability. If
there is no convergence, the following structures will be tested until the model succeeds to converge:
heterogeneous Toeplitz structure (TOEPH), heterogeneous autoregressive(1l) (ARH(1)), heterogeneous
compound symmetry (CSH), Toeplitz structure (TOEP), autoregressive(l) (AR(1)), and compound
symmetry.. The comparison between Elafibranor and Placebo will be based on the average (i.e. equal
weights) of the 13 4-week period contrast.

Missing values will be handled within the analysis itself with the assumption that the model specification
will be correct and that the data will be MAR (see section 4.2.9).

The 4-week periods will be considered as a repeated variable within a patient. The treatment by 4-week
period interaction will be included in the model.

This main analysis will be repeated using the pruritus PP and ITT analysis sets.
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4.6.5 Third Key Secondary Efficacy Endpoint

As for the second key secondary endpoint, “4-week period” is used as a synonym for the 28-day interval.

The response to Elafibranor (80 mg/day) compared to placebo on pruritus will be evaluated using the

pruritus ITT analysis set, repeated on ITT analysis set and considering the response to treatment in terms
of:

Change in pruritus from baseline through week 24 on PBC Worst ltch NRS score in patients with
baseline PBC Worst Itch NRS score 24 (continuous)

The null hypothesis for response to treatment based on the third key secondary endpoint is that there is
no difference in mean change of PBC Worst ltch NRS score in patients with baseline PBC Worst ltch NRS
score 24 between the Elafibranor and the Placebo group through 24 weeks of treatment. The alternative
hypothesis is that there is a difference in mean change of PBC Worst Itch NRS score in patients with baseline
PBC Worst ltch NRS score 24 between both groups through 24 week of treatment. The null hypothesis will
be tested at a two-sided alpha of 0.05, only if the primary endpoint, the first and the second key secondary
endpoints are statistically significant (see section 4.2.1).

PBC Worst Itch NRS values for patients who stopped prematurely the study treatment (ICE-1) or took a
rescue therapy for pruritus (ICE-3) prior to week 52 assessment will be considered as missing.

The analysis of the third key secondary efficacy endpoint will be conducted modeling the change from
baseline values over the entire duration between baseline and week 52 via a MMRM adjusting for baseline
PBC Worst Itch NRS score and the stratification factor [ALP > 3x ULN or TB > ULN-(Yes/No)] as possible
covariates (see section 4.2.7). Please refer to the methods specified in section 4.6.7.1 for the verification of
the dependency structure modelled if needed. All 4-week periods [1,2, ..., 13] until week 52 will be included
as fixed effects along with treatment, treatment by 4-week period interaction and baseline PBC Worst Itch
NRS average value.

The estimated LSMeans, treatment differences, together with the 95% Cis and p value will be presented for
the period through week 24 using contrast.

The same analyses, main and supplementary, as described above for the second key secondary endpoint will
be repeated for the change from baseline in PBC Worst Itch NRS score through week 24 in patients with
baseline PBC Worst Itch NRS score 24.

Note that all supplementary analysis will be provided using the pruritus ITT analysis set.

GENFIT / Cytel Confidential: This is a controlled document and shall not be changed, saved, copied or reproduced by any
unauthorized person.



Cytel

Statistical Analysis Plan

Sponsor: GENFIT
Protocol: GFT505B-319-1, IND number: 132202
Document Version No.: 4.0 Document Date: 10-May-2023

GENFIT / Cytel Confidential: This is a controlled document and shall not be changed, saved, copied or reproduced by any
unauthorized person.



Cytel

Statistical Analysis Plan

Sponsor: GENFIT
Protocol: GFT505B-319-1, IND number: 132202
Document Version No.: 4.0 Document Date: 10-May-2023

4.6.7 Other secondary endpoints

For each other secondary endpoint, descriptive summary by visit, for each post-baseline visit (i.e. Visit 2 —
Week 4, Visit 3 — Week 13, Visit 4 — Week 26, Visit 5 — Week 39, Visit 6 — Week 52, Visit 7 — Week 78, Visit
8 — Week 104 if applicable) will be provided by treatment group on the ITT analysis set or pruritus ITT
analysis set according to the endpoint and based on available data as collected (see section 4.2.9).

Analyses of all other secondary endpoints will be performed using the ITT analysis set or pruritus ITT analysis
set according to the endpoint and using the composite strategy for binary endpoints (similar to the main
analysis for the primary efficacy endpoint, except that missing data for patients without ICE will be kept
missing), and hypothetical strategy for continuous endpoints (MAR assumption).

4.6.7.1 Change from baseline in ALP at 4, 13, 26, 39 and 52 weeks (continuous)

Mean ALP values and change from baseline at each visit (baseline, V2, V3, V4, V5, V6, V7 and V8) will be
summarized by treatment group (Elafibranor 80mg and Placebo) using the ITT analysis set. Change from
baseline over time will also be plotted as well as the mean ALP over time using the LSM + 95% Cl.

To assess the treatment effect on data collected up to week 52, change from baseline in ALP will be
compared between treatment and placebo using the MMRM with stratification groups as fixed factors. Visit
will be included as a fixed effect along with baseline ALP value. Visit will be considered as a repeated variable
within a patient. The treatment by visit interaction will be included in the model.

Missing values for any reason will be handled within the analysis itself with the assumption that the model
specification will be correct and that the data will be MAR (see section 4.2.9).

The treatment will be compared to placebo through week 52 for each scheduled visit from visit2-week 4 to
visit 6-week 52. As a first intention, the unstructured variance- covariance structure will be applied to model
the within-patient errors. If there is no convergence, the following structures will be tested until the model
succeeds to converge: heterogeneous Toeplitz structure (TOEPH), heterogeneous autoregressive(1)
(ARH(1)), heterogeneous compound symmetry (CSH), Toeplitz structure (TOEP), autoregressive(1) (AR(1)),
and compound symmetry.

The model will be fitted using the Restricted Maximum Likelihood method (REML). Denominator degrees
of freedom will be estimated using Kenward roger approximation. The statistical model will be used to
estimate the mean treatment difference and its 95% CI.

The estimated LSM, treatment difference, together with the 95% Cls and p-value will be presented. Sample
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4.6.7.2 ALP response defined as 10%, 20% and 40% ALP reduction from baseline at week 52
(binary)
ALP response rates at 52 weeks will be classified as:
1) 210% decrease from baseline (Yes/No),
2) 220% decrease from baseline (Yes/No),
3) 240% decrease from baseline (Yes/No).

The analysis for each ALP response rates described above will be conducted similar to the main analysis for
the primary efficacy endpoint (see section 4.6.2.1).

4.6.7.3 Response to treatment according to ALP < 1.5x ULN, ALP decrease from baseline 2 40%
and TB < ULN at week 52 (binary)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1.

4.6.7.4 Response to treatment according to ALP < 3x ULN, AST <2x ULN and TB £ 1 mg/dL (Paris 1)
at week 52 (binary)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1.

Note: the standard unit of Total bilirubin values is umol/L, then the conversion factor 1 mg/dL=17.1 umol/L
will be applied to derive the criterion.
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4.6.7.5 Response to treatment according to ALP £ 1.5x ULN, AST £ 1.5x ULN and TB £ 1mg/dL (Paris
Il) at week 52 (binary)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1

Note: the standard unit of Total bilirubin values is umol/L, then the conversion factor 1 mg/dL=17.1 umol/L
will be applied to derive the criterion.

4.6.7.6 Response to treatment according to TB decrease of 15% change from baseline at week 52
(binary)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1.

4.6.7.7 Response to treatment according to normalization of abnormal TB (TB £ ULN) and/or ALB
(ALB 2 LLN) (Rotterdam) at week 52 (binary)

The endpoint will only be derived and analyzed in patients with abnormal total bilirubin or albumin at
baseline.

Then patient will be considered as responder at week 52 only if total bilirubin and albumin are normal.

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1.

4.6.7.8 Response to treatment according to TB < 0.6x ULN at week 52 (binary)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1.

4.6.7.9 Response to treatment according to ALP £ 1.67x ULN and TB < 1mg/dL (Momah/Lindor
criterion, 2011) at week 52 (binary)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1.

4.6.7.10No worsening of TB defined as TB < ULN at week 52 or no increase from baseline of more
than 0.1x ULN at week 52 (binary)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1.

GENFIT / Cytel Confidential: This is a controlled document and shall not be changed, saved, copied or reproduced by any
unauthorized person.




Cytel

Statistical Analysis Plan

Sponsor: GENFIT
Protocol: GFT505B-319-1, IND number: 132202
Document Version No.: 4.0 Document Date: 10-May-2023

4.6.7.11Complete biochemical response defined as normal ALP, TB, AST, ALT, albumin, and INR at
week 52 (binary)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1.
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4.6.7.12 UK-PBC score at week 52 (continuous)

The continuous UK-PBC score will be calculated at baseline and from week 4 to week 52 (V1 to V6) in
patients under UDCA through week 52 as follows:

UK-PBC score = 0.0287854*(alpEPxuln-1.722136304) - 0.0422873*(((altastEPxuln/10)A-1) - 8.675729006)
+ 1.4199 * (LN(bilEPxuln /10)+2.709607778) - 1.960303*(albxlln -1.17673001)-0.4161954*(pltxIIn -
1.873564875)

Where

alpEPxuln=ALP /Upper Level Normal ALP at the timepoint

altastEPxuln=(ALT, AST or TA) /upper level normal of the value at the timepoint
bilEPxuln=bilirubin /upper level normal bilirubin at the timepoint

albxlln=alb /alb lower level normal at baseline

pltxlin=plt / plt lower level normal at baseline

The baseline survival function at the mean UK-PBC score SO(t) was: 0. 982, 0. 941, 0.893 at 5-, 10- and 15-
year follow-up, respectively. The survival S(t) for any given patients was then calculated by S(t) = SO(t)
exp(UK-PBC score).

Descriptive statistics, value and change from baseline, at baseline and from week 4 to week 52 (V1 to V6)
will be provided on the continuous UK-PBC PBC score.

Descriptive statistics at baseline and from week 4 to week 52 (V1 to V6) will be provided on the continuous
UK-PBC score predicted transplant-free survival at 5, 10 and 15 years.

The interpretation of this analysis should be made with caution. This analysis relies on strong assumptions
that the score computed for patients under UDCA after one year of treatment is also applicable to patients
with Elafibranor on top of UDCA, and the coefficients used to compute the score are applicable beyond 1
year of treatment.

4.6.7.13 GLOBE PBC score at week 52 (continuous)

The continuous GLOBE score will be calculated at the timepoints baseline and from week 4 to week 52 (V1
to V6) in patients under UDCA through week 52 as follows:

GLOBE score = 0.044378 * age at start of UDCA therapy + 0.93982 * LN(TBxuln) + 0.335648 * LN(ALPxuln)
—2.266708 * ALBxlIn —0.002581 * platelet count per 1079/L) + 1.216865.
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Where

TBxuln = bilirubin/ULN at the timepoint

ALPxuln = ALP/ULN at the timepoint
ALBxlIn = ALB/LLN at the timepoint

platelet count per 1079/L = platelet count per 1079/L at the timepoint

The baseline survival curve at the mean GLOBE score SO(t) was: 0.9385, 0.8429, 0.7361 at 5-, 10- and 15-
year follow-up, respectively. The survival S(t) for any given patients was then calculated by 5(t) = S0(t)

exp(GLOBE score).

Descriptive statistics, value and change from baseline, at baseline and from week 4 to week 52 (V1 to V6)

will be provided on the continuous GLOBE PBC score.

Descriptive statistics at baseline and from week 4 to week 52 (V1 to V6) will be provided on the continuous

Globe PBC score predicted transplant-free survival at 5, 10 and 15 years.

The interpretation of this analysis should be made with caution. This analysis relies on strong assumptions
that the score computed for patients under UDCA after one year of treatment is also applicable to patients
with Elafibranor on top of UDCA, and the coefficients used to compute the score are applicable beyond 1

year of treatment.

4.6.7.14 Response to treatment based on the proportion of patients who normalized bilirubin (TB

< ULN) at week 52 (binary)

The endpoint will only be derived and analyzed in patients with abnormal total bilirubin at baseline.

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1.

4.6.7.15Response to treatment based on the proportion of patients who normalized albumin

(ALB = LLN) at week 52 (binary)

The endpoint will only be derived and analyzed in patients with abnormal albumin at baseline.

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.2.1.
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4.6.7.16Change from baseline to week 52 in hepatobiliary injury and liver function as measured
by AST, ALT, GGT, 5’ NT, total and conjugated bilirubin, albumin, INR and ALP fractionated
(hepatic) (continuous)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.7.1.

Since the ALP fractionated (hepatic) is performed at baseline and Visit 6 - week 52 only, the MMRM reduces
to an ANCOVA.

Mean ALP, GGT, AST and ALT values and relative change from baseline at each visit (baseline , V2, V3, V4,
V5,V6, V7 and V8) will be summarized by treatment group (Elafibranor 80mg/day and Placebo).

The relative change ALP, GGT, AST, ALT from baseline to week 52 will be compared between Elafibranor
and placebo using a nonparametric randomization-based Analysis of Covariance method (LaVange et al,
2005). This methodology uses weighted least squares on the treatment differences of outcome and
covariate means. The resulting model estimates give the treatment effects for the outcomes, adjusting for
the covariates added into the model.

The method will be applied using the SAS NParCov4 macro (©Zinc and Koch, 2001), adjusting for baseline
ALP (or GGT, AST and ALT) level as a covariate.

Macro example for ALP relative change from baseline:

The macro will be applied to compare the relative change from baseline in ALP (PCTCHG) between the
active treatment and placebo, adjusting for baseline ALP (BASE).

Assumptions for this model are minimal:

e Randomization to treatment

e Patients in the study are a simple random sample
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4.6.7.17Change from baseline to week 52 in biomarkers of inflammation as measured by hsCRP,
fibrinogen, haptoglobin and TNF-a (continuous)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.7.1.

For the hsCRP, before computing the model, the hsCRP value will be log-transformed. After back
transformation, the estimate of the between group geometric mean ratio and the corresponding 95% ClI
and p-value will be displayed.

4.6.7.18Change from baseline to week 52 in immune response as measured by IgG and IgM
(continuous)

The analysis on this endpoint will be conducted the same way as the analysis described in section 4.6.7.1.

4.6.7.19Change from baseline to week 52 in biomarkers, non-invasive measures of hepatic
fibrosis as measured by ELF test (HA, PIINP, TIMP-1), PAI-1, TGF-B, CK-18 (M65 and M30),
Pro-C3 and liver stiffness measured by Transient Elastography (continuous)

The Enhanced Liver Fibrosis score (ELF) will be calculated based on the following parameters: Hyaluronic
acid (HA) (ng/mL), PIINP (ng/mL) and TIMP-1 (ng/mL) at baseline and each scheduled post-baseline visit.

The analysis on these measures will be conducted the same way as the analysis described in section 4.6.7.1.

4.6.7.20Change from baseline to week 52 in lipid parameters as measured by TC, LDL-C, HDL-C,
calculated VLDL-C and TG (continuous)

The analysis on these measures will be conducted the same way as the analysis described in section 4.6.7.1.

4.6.7.21 Change from baseline to week 52 in Fasting Plasma Glucose (continuous)

The analysis on these measures will be conducted the same way as the analysis described in section 4.6.7.1.
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4.6.7.22Change from baseline to week 52 in bile acids and biomarkers of bile acid synthesis as
measured by bile acids, C4 and FGF-19 (continuous)

The analysis on these measures will be conducted the same way as the analysis described in section 4.6.7.1.

4.6.7.23No worsening of pruritus based on PBC Worst Itch NRS through week 52 and through
week 24 (binary)

A worsening is defined by a positive change in PBC Worst Itch NRS from baseline greater than 2. The criteria
will be derived at week 52, i.e. at 4-week period 13 and at week 24, i.e. at 4-week period 6 respectively. It may
also be repeated at other time points.

The analysis on this measure will be conducted in patients who can experience “worsening” (i.e. with PBC
Worst Itch NRS score <8) at baseline and in the same way as the analysis described in section 4.6.2.1_

4.6.7.24Proportion of responders in PBC Worst Itch NRS score according to clinically meaningful
change; at least 30% reduction; and one point, two points or three points decrease in score
from baseline through week 52 and through week 24 in patients with baseline PBC Worst
Itch NRS score 2 4

The proportion of responders in PBC Worst Itch NRS score at week 52, i.e. at 4-week period 13, and at week
24, i.e. at 4-week period 6, in patients with baseline PBC Worst ltch NRS score 2 4 (pruritus ITT analysis set)
will be investigated in different ways as follows:

- According to clinically meaningful (clinical important response): a meaningful change analysis in
PBC Worst Itch NRS score within the Psychometric Analysis, using scores on the PGIC and PGIS as
anchors, will be performed when approximately 100 patients will attend week 52 (V6) visit. The
meaningful change is defined by the amount of individual level change over a predefined period
that could be interpreted as a meaningful benefit. This analysis will be performed before the
database lock and in a blinded manner. The clinical important response (CIR), which represents
the threshold for clinical relevance for a within-patient change, will be derived according to the
determined threshold in the 4-week period PBC worst Itch NRS change from baseline.

- With at least a 30% of reduction in the 4-week period PBC Worst Itch NRS score change from
baseline

- With at least a one-point decrease in the 4-week period PBC Worst Itch NRS score change from
baseline

- With at least a two-point decrease in the 4-week period PBC Worst ltch NRS score change from
baseline

- With at least a three-point decrease in the 4-week period PBC Worst Itch NRS score change from
baseline
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The analysis on these outcomes will be conducted the same way as the analysis described in section 4.6.2.1
and may also be repeated at other time points.

4.6.7.25Proportion of participants achieving sustained improvement in PBC Worst Iltch NRS
(binary)

The proportion of participants achieving sustained improvement in PBC Worst Itch NRS score in patients
with baseline PBC Worst Itch NRS score = 4 (pruritus ITT analysis set) will be investigated in different ways
as follows:

- With a clinically meaningful change (improvement) at all the last three 4-week periods (periods
11, 12 and 13)

- With at least a 30% reduction in the 4-week period PBC Worst ltch NRS score from baseline in all
the last three 4-week periods (periods 11, 12 and 13)

- With at least a one-point decrease in the 4-week period PBC Worst Itch NRS score from baseline
in all the last three 4-week periods (periods 11, 12 and 13)

- With at least a two-point decrease in the 4-week period PBC Worst Itch NRS score from baseline
in all the last three 4-week periods (periods 11, 12 and 13)

- With at least a three-point decrease in the 4-week period PBC Worst Iltch NRS score from baseline
in all the last three 4-week periods (periods 11, 12 and 13)

The analysis on these outcomes will be conducted the same way as the analysis described in section 4.6.2.1.

Note that if only one period among periods 11, 12 and 13 is missing then the remaining 2 available periods
will be used to derive the criteria and if more than 1 period among of the 3 periods, 11, 12 and 13 are
missing the criteria will be defined as missing.

4.6.7.26 PGIC and PGIS

The PGIC and PGIS are both single item 5-point scales. Whereas the PGIC assesses the change in overall itch
intensity since the baseline visit, the PGIS assesses the patient’s impression of itch severity.

PGIC and PGIS are collected as anchors to facilitate the derivation of a clinically meaningful threshold. Both
scales will be analyzed descriptively by visit and treatment groups. Shift from baseline for PGIS will also be
presented. In particular, shift tables for patients who achieved one-category and two-category PGIS
improvement respectively at visit 6 — week 52 will be presented.
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4.6.7.27 Change from baseline to week 52 in 5-D Itch (continuous)

The items of the 5-D Itch Scale are grouped into five domains: duration, degree, direction, disability and
distribution. The duration, degree and direction domains each include one item, while the disability domain
has four items. All items of the first four domains are measured on a five-point Likert scale. The distribution
domain includes 16 potential locations of itch, including 15 body part items and one point of contact with
clothing or bandages.

Single-item domain scores (duration, degree and direction) are equal to the value indicated below the
response choice (range 1-5).

The disability domain includes four items that assess the impact of itching on daily activities: sleep,
leisure/social activities, housework/errands and work/school. The score for the disability domain is
achieved by taking the highest score on any of the four items.

For the distribution domain, the number of affected body parts is tallied (potential sum 0—-16) and the sum
is sorted into five scoring bins: sum of 0-2 = score of 1, sum of 3-5 = score of 2, sum of 6~10 = score of 3,
sum of 11-13 = score of 4, and sum of 14-16 = score of 5.

The scores of each of the five domains are achieved separately and then summed together to obtain a total
5-D score. 5-D scores can potentially range between 5 (no pruritus) and 25 (most severe pruritus).

Descriptive statistics will be provided by domain (considered as categorical) and for the Total 5-D score
(considered as continuous) at each visit and by treatment group for the ITT and pruritus ITT analysis sets.

A comparative analysis between treatment groups on the Total 5-D score will be conducted the same way
as the analysis described in section 4.6.7.1 using a MMRM with stratification groups as fixed factors. Visit
will be included as a fixed effect along with baseline Total 5-D score. Missing values will be handled within
the analysis itself with the assumption that the model specification will be correct and that the data will be
MAR (see section 4.2.9). This analysis will be provided for the ITT and pruritus ITT analysis sets.

4.6.7.28 Change from baseline to week 52 in PROMIS Fatigue Short Form 7a (continuous)

In PROMIS Fatigue short form 7a, each of the 7 questions has five response options ranging in value from
one (never) to five (always). First, the total raw score is computed by summing the values of the response
to each question. All questions must be answered in order to produce a valid score using the scoring tables,
otherwise the total raw score will be handled as missing. Finally, the score conversion table in APPENDIX C
will be used to translate the total raw score into a T-score for each participant. The T-score rescales the raw
score into a standardized score with a mean of 50 and a standard deviation (SD) of 10.

Descriptive statistics will be provided by question (considered as categorical), for the total raw score
(considered as continuous) and the T-score (considered as continuous) at each visit by treatment group for
the ITT and pruritus ITT analysis sets.

A comparative analysis between treatment groups on the T-score will be conducted the same way as the
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analysis described in section 4.6.7.1 using a MMRM with stratification groups as fixed factors. Visit will be
included as a fixed effect along with baseline T-score. Missing values will be handled within the analysis
itself with the assumption that the model specification will be correct and that the data will be MAR (see
section 4.2.9). This analysis will be provided for the ITT and pruritus ITT analysis sets.

4.6.7.29 Change from baseline to week 52 in Epworth Sleepiness Scale (continuous)

The Epworth Sleepiness Scale (ESS) is composed of 8 items investigating the same domain. Each item is
scored using the 4-point Likert scale ranging from 0: would never doze to 3: high chance of dozing. The total
score is the sum of all item scores and ranges from 0 to 24. If one or more item-scores are missing, the
questionnaire is invalid, and the total score will be handled as missing.

The Total ESS score can be interpreted as follows: 0-5 Lower Normal Daytime Sleepiness; 6-10 Higher
Normal Daytime Sleepiness; 11-12 Mild Excessive Daytime Sleepiness; 13-15 Moderate Excessive Daytime
Sleepiness; 16-24 Severe Excessive Daytime Sleepiness.

Descriptive statistics will be provided by item (considered as categorical) and for the total score (considered
as continuous) at each visit by treatment group for the ITT and pruritus ITT analysis sets.

A comparative analysis between treatment groups on the total score will be conducted the same way as
the analysis described in section 4.6.7.1 using a MMRM with stratification groups as fixed factors. Visit will
be included as a fixed effect along with baseline total score. Missing values will be handled within the
analysis itself with the assumption that the model specification will be correct and that the data will be
MAR (see section 4.2.9). This analysis will be provided for the ITT and pruritus ITT analysis sets.

4.6.7.30 Change from baseline to week 52 in PBC-40 (continuous)

In PBC-40 measures, each item is scored from 1 to 5 and the individual item scores are summed to give a
total domain score (Symptoms, Itch, Fatigue, Cognition, Social, Emotional). Data should be considered by
domain rather than in terms of a cumulative PBC-40 score. If data are missing from a domain (typically
missed or duplicated answers) the whole domain should be discarded if <50% of items are completed. If
>50% of responses are present, then the median value for the completed items in the domain should be
ascribed to the missing item. The direction of scoring of some items is reversed for calculation of domain
scores so that in all cases, high scores represent high impact and low scores low impact of PBC on quality
of life.

Descriptive statistics will be provided by domain (Symptoms, Itch, Fatigue, Cognition, Social, Emotional) at
each visit by treatment group for the ITT and pruritus ITT analysis sets.

A comparative analysis between treatment groups by domain (Symptoms, Itch, Fatigue, Cognition, Social,
Emotional) will be conducted the same way as the analysis described in section 4.6.7.1 using a MMRM with
stratification groups as fixed factors. Visit will be included as a fixed effect along with baseline domain score.

GENFIT / Cytel Confidential: This is a controlled document and shall not be changed, saved, copied or reproduced by any
unauthorized person.



Cytel

Statistical Analysis Plan

Sponsor: GENFIT
Protocol: GFT505B-319-1, IND number: 132202
Document Version No.: 4.0 Document Date: 10-May-2023

Missing values will be handled within the analysis itself with the assumption that the model specification
will be correct and that the data will be MAR (see section 4.2.9). This analysis will be provided for the ITT
and pruritus ITT analysis sets.

4.6.7.31Change from Baseline to week 52 in health utility as measured by the EQ-5D-5L
(continuous)

The EQ-5D-5L questionnaire is composed of 5 dimensions (mobility, self-care, usual activities,
pain/discomfort and anxiety/depression), each one is scored from 1 (best) to 5 (worst), plus a visual analog
scale numbered from 0 (worst) to 100 (best).

Descriptive statistics will be provided by dimension (considered as categorical) and for the VAS (considered
as continuous) at each visit by treatment group for the ITT and pruritus ITT analysis sets.

A comparative analysis between treatment groups on the VAS will be conducted the same way as the
analysis described in section 4.6.7.1 using a MMRM with stratification groups as fixed factors. Visit will be
included as a fixed effect along with baseline VAS. Missing values will be handled within the analysis itself
with the assumption that the model specification will be correct and that the data will be MAR (see section
4.2.9). This analysis will be provided for the ITT and pruritus ITT analysis sets.

4.6.7.320nset of clinical outcomes described as a composite endpoint of MELD-Na; Liver
transplant; Uncontrolled ascites requiring treatment; Hospitalization for Variceal bleed,
for Hepatic encephalopathy and for spontaneous bacterial peritonitis; death until week
52 (Binary)

Onset of clinical outcomes through week 52 will be described as a composite endpoint (binary) and will be
composed of at least one of the following events:
e MELD-Na > 14 for patients with baseline MELD-Na<12
e Liver transplant
¢ Uncontrolled ascites requiring treatment
¢ Hospitalization for new onset or recurrence of any of the following:
a. Variceal bleed
b. Hepatic encephalopathy defined as West-Haven/Conn of 2 or more
c. Spontaneous bacterial peritonitis
¢ Death

Descriptive analyses of the composite endpoint and for each event will be conducted where number and
percentage of patients will be summarized by treatment group.
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4.6.7.33Change from baseline to week 52 in serum markers of bone turnover and in bone mineral
density (hip and lumbar) assessed by DEXA scanning (continuous)

The analysis on the serum markers of bone turnover (CTX, P1INP), and the analysis on the bone mineral

densities (in g/cm?) of the total hip, femoral neck and the lumbar will be conducted the same way as the
analysis described in section 4.6.7.1.

Since the DEXA scanning is performed at baseline and week 52 only, the MMRM reduces to an ANCOVA.
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4.7 Pharmacokinetic Evaluations

The statistical considerations applicable to the popPK modeling, will be fully described in a dedicated
Analysis Plan (popPK SAP).

All plasma concentration data will be summarized and listed. For participants from the Pharmacokinetics
Analysis Set, individual plasma concentrations for elafibranor and GFT1007 will be summarized by
timepoint and by visit, using descriptive statistics for continuous variables (number of available
observations, number of below the limit of quantification, mean, SD, % coefficient of variation (CV),
geometric mean and %CV geomean, median, minimum, maximum).

4.8 Safety Analyses

The analysis of the extent of exposure and compliance to treatment will be conducted using theSafety
analysis sets. Safety analyses of AEs, laboratory parameters, and vital signs will be conducted using the
Safety analysis set. Analyses of concomitant medications and concomitant procedures will be conducted
using the ITT analysis set and will be repeated on the Safety analysis set only if safety analysis set is different
from ITT.

4.8.1 Extent of Exposure and Compliance
4.8.1.1 Extent of Exposure

Duration of treatment and duration of exposure (in weeks) from Study Visit 1 to Week 52 visit and until the
end of double-blind period (EODB) will be summarized by treatment group (see section 4.2.2). The number
and percentage of patients in categories defined by duration of exposure in weeks will also be provided.
The definition is as follows:

® Total duration of exposure (in weeks):

o Up to week 52: (minimum of (date of last dose, date of death, date of data cutoff, date
of week 52 visit) —first dose date +1)/7

o Up to EODB period: (minimum of (date of last dose, date of death, date of data cutoff,
date of last visit during the double-blind period) — first dose date + 1)/7

s Total duration of exposure (in weeks) up to week 52 and up to the EODB period in categories: 20
to <12, 212 to <24, 224 to <36, 236 to <48, 248 to <60, 260 to <72, 272 to <96, 296 to <104, >=
104

Exposure data will be listed in patient data listing.
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4.8.1.2 Compliance

The patient should take one tablet of Elafibranor (80 mg/day) or placebo every day:

While the patient is being treated with the study drug, the patient will be directed to bring back all used
and unused cartons and blisters at each visit. Compliance will be checked by the Investigator during those
visits and recorded on the eCRF. Percentage compliance will be calculated as:

100 * tablets taken/expected tablets taken,

Where the tablets taken is defined as the total number of tablets dispensed — the total number of tablets
returned. It is assumed that tablets not returned have been taken by the patient. If not the case, it may lead
to overestimation of the compliance.

The expected tablets taken is defined as the total duration of exposure in days.

The number and percentage of compliant patients will be presented for the Safety analysis set, where
compliant is defined as percentage compliance between 80.0% and 120.0% inclusive. The following
percentage compliance categories will be presented :<80.0%; 280.0% to £120.0%; >120.0%.

Compliance data will be summarized until Week 52 visit and until the EODB period. Cumulative dose (mg)
and total expected dose (mg) until Week 52 visit and until the EODB period will also be summarized for
Elafibranor arm.

Compliance data will also be listed.

4.8.2 Adverse Events

AEs will be coded using MedDRA and displayed in tables and listings using System organ class (SOC) and
grouped Preferred term (PT). Some groupings of Preferred Terms of AEs will be done. The intent of grouping
PTs for safety analyses is to avoid splitting of PTs to ensure that adverse events are adequately captured.
Two different approaches will be used to group PT: the first will be to use a three-level coding, system organ
class (SOC), high level term (HLT) and preferred term (PT), the second will be to use specific SMQ provided
by the medical team before DBL.

Analyses of AEs will be performed for those events that are considered treatment-emergent AE (TEAE),
where treatment-emergent is defined as any AE with onset on or after the date of first administration of
study treatment and up to the date of the last DB data collection for the patients that complete DB period
and will switch in LTE and up to 30 days after the date of the last study treatment for the patients that
discontinue the study treatment during DB period, respectively or any event with start date prior to first
dose of treatment whose severity worsened in intensity on or after the date of first dose of study treatment
and up to the date of the last DB data collection for the patients that complete DB period and switch in LTE
and up to 30 days after the date of the last study treatment for the patients that discontinue the study
treatment during DB period, respectively.

An overview of AEs will be provided displaying the number of events along with the number and percentage
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of patients with at least one:

AEs are summarized giving the total number of events as well as by patient incidence rates, therefore, in
any tabulation, a patient contributes only once to the count for a given AE (SOC or PT). For summaries by
maximum severity, patients with multiple AEs within a particular SOC or PT will be counted under the
category of their most severe AE within that SOC or PT. Tables will be sorted by descending frequency of

AE
AESI
Serious AE

Severe AE

TEAE

TEAE by maximum severity

TEAE related to study medication

Serious TEAE

Serious TEAE related to study medication
TEAE leading to treatment discontinuation

TEAE leading to study discontinuation

TEAE related to study medication leading to treatment discontinuation

TEAE related to study medication leading to study discontinuation

Serious TEAE leading to treatment discontinuation

Serious TEAE related to study medication leading to treatmentdiscontinuation

Serious TEAE leading to study discontinuation

Serious TEAE related to study medication leading to study discontinuation

Serious TEAE leading to death
Serious TEAE related to study medication leading to death.
TEAE related to study procedure

SOC/PT or SOC/HLT/PT (if applicable) in Elafibranor group.

The number of events along with the number and percentage of patients with any AE will be summarized

by treatment group and by SOC/PT.

The number of events along with the number and percentage of patients with any TEAE will be summarized
by treatment group. Three distinct tables will be provided by SOC/PT, by SOC/HLT/PT, and by SMQ provided

by the medical.
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TEAEs with frequency of patients > 1%, >5% and >10% in any treatment group will also be summarized by
SOC/PT and by SOC/HLT/PT.

The number of events along with the humber and percentage of patients with any severe TEAE will be
summarized by treatment group and by SOC/PT.

The number of events along with the number and percentage of patients with any TEAE by maximum
severity (mild, moderate, severe) and TEAE related to study medication (i.e. related, possibly related, and
not assessable) will be summarized by treatment group and by SOC/PT. Relationship to study medication is
not expected to be missing after data cleaning; however, if relationship is confirmed as missing, the AE will
be considered as treatment related.

The number of events along with the number and percentage of patients with any serious TEAE and with

any serious TEAE related to study medication will be summarized by treatment group and separately by
SOC/PT and SOC/HLT/PT.

The nhumber of events along with the number and percentage of patients with any TEAE leading to
treatment discontinuation will be summarized by treatment group and separately by SOC/PT and
SOC/HLT/PT.

The number of events along with the number and percentage of patients with any TEAE related to study
medication leading to treatment discontinuation will be summarized by treatment group and by SOC/PT.

The number of events along with the number and percentage of patients with any TEAE leading to study
discontinuation and with any TEAE related to study medication leading to study discontinuation will be
summarized by treatment group and by SOC/PT.

The number of events along with the number and percentage of patients with any serious TEAE leading to
treatment discontinuation and with any serious TEAE related to study medication leading to treatment
discontinuation will be summarized by treatment group and by SOC/PT.

The number of events along with the number and percentage of patients with any serious TEAE leading to
study discontinuation and with any serious TEAE related to study medication leading to study
discontinuation will be summarized by treatment group and by SOC/PT.

The number of events along with the number of events along with the number and percentage of patients
with any serious TEAE leading to death and with any serious TEAE related to study medication leading to
death will be summarized by treatment group and by SOC/PT.

The number of events along with the number and percentage of patients with any TEAE related to the study
procedure will be summarized by treatment group and by SOC/PT. In these tabulations, each patient will
contribute only once (i.e., the most related occurrence or the most intense occurrence) to each of the
incidence rates in the descriptive analysis, regardless of the number of episodes.

No formal hypothesis-testing analysis of AEs incidence rates will be performed.

All AEs (more especially, death, serious TEAEs, non-treatment-emergent SAEs, TEAEs leading to withdrawal
or temporary withdrawal of study drug) occurring on study will be listed in patient data listings.
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AESI are TEAEs which are defined according to categories and sub-categories as follows:
e CPKelevations of severe intensity or leading to permanent study drug discontinuation
e Muscle injury symptoms of severe intensity correspondingto:
o Muscle pain or Myalgia
o Muscle spasms or Tremor
o Muscle weakness
& Transaminases elevations from baseline of severe intensity or leading to permanent study drug
discontinuation
Autoimmune hepatitis
e Liverinjury events of severe intensity correspondingto:
o Hepatic injury
o Hepatic impairment
O Hepatic failure
e Gastrointestinal symptoms of severe intensity correspondingto:
o Abdominal pain
Constipation
Diarrhea
Nausea
Decreased appetite
Vomiting
Acute cholecystitis
o Acute pancreatitis
e Fatigue and Asthenia of severe intensity

o0 o O 0 0

e Serum creatinine elevations of severe intensity or leading to permanent study drug
discontinuation
e Renal injury events of moderate or severe intensity correspondingto:
o Renal injury
o Renalfailure
o Renal impairment
o Renal colic
e Neurological abnormalities of moderate to severe intensity correspondingto:
o Tremor
o Ataxia
o Fasciculations
Parkinson’s Disease

Peripheral edema of moderate to severe intensity
Weight gain of more than 5% from baseline
Major Adverse Cardiovascular Events correspondingto:

o Non-fatal myocardial infarction/unstable angina
o Non-fatal stroke
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o Unstable Angina

o Hospitalization for Heart Failure

o Coronary Revascularization (bypass or percutaneous coronaryintervention)
e Treatment-emergent Preghancy and outcomes of Pregnhancy

All of the above categories, with the exception of the pregnancy AESIs, will be identified via a list of MedDRA
queries of PT codes. Pregnancy AESIs will be identified using positive pregnancy assessment and reported
in the pregnancy report form.

For each of the AESI categories and subcategories defined above, besides treatment-emergent pregnancy,
the number and percentage of patients with at least one event and the corresponding number of events
will be summarized for any:

e AESIs

e Treatmentrelated AESIs

e Serious AESIs

e AESIs leading to death

e AESIs leading to treatment discontinuation

In addition, the total nhumber and percentage of patients with at least one AESI (with the exception of
treatment-emergent pregnancy), and the corresponding number of events will be summarized for the five
categories above.

A between-group comparison will be performed using the exposure-adjusted incidence rates (EAIR) of
treatment-emergent AEs (TEAE), serious TEAE, TEAE leading to treatment discontinuation, TEAE leading to
study discontinuation and AESls.

The exposure-adjusted incidence rate (patients per patient-year) is defined as:

Number of patients with at least one event / Total exposure time for all patients at risk

and will be calculated by treatment arm.

The exposure time will be differentiated according to the occurrence or not of the event and will be
summarized. If the patient experiences an event: their exposure time will be the time until initial occurrence
of their events. If patient does not experience an event:

- For patients who discontinue the study treatment during the DB period, their exposure time will
be censored at the time of the last treatment intake date plus 30 days (minimum of ((last
treatment date + 30 days, date of death, database cut-off date) — first treatment date +
1)/365.25). The addition of 30 days matches the maximum time for scheduling the safety follow-
up visit and the SAE reporting period after treatment discontinuation.

- For patients who don’t discontinue the study treatment during the DB period, exposure time will
be censored on the patient DB period end date (minimum date of the last double-blind visit, first
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LTE treatment intake (if complete) — 1). The addition of 30 days after last dose of DB treatment
does not apply to those patients that will complete DB period and will enter in the LTE period to
receive open label elafibranor.

The comparison will be summarized using the EAIR difference, which will be accompanied by a 95% ClI for
the overview of adverse event and AESI, TEAE, serious TEAE, TEAE leading to treatment discontinuation,
TEAE leading to study discontinuation. The 95% Cl for the EAIR difference will be computed using the He
and al method (He et al, 2015).

For pregnancy, the number and percentage of patients with at least one event and the corresponding
number of events will be summarized by treatment group. The outcomes of pregnancy will also be
summarized by SOC and grouped PT.

The number and percentage of patients who developed lipid abnormality and/or dysglycemia through the DB
period will be summarized by SMQ code/PT and by treatment group using the following SMQ:

- Hypoglycaemia (SMQ Code 20000226)

- Hyperglycaemia/new onset diabetes mellitus (SMQ Code 20000041)

- Dyslipidaemia (SMQ Code 20000026)
The risk difference and its 95%Cl (Newcombe) between Elafibranor and Placebo will also be provided.

The number and percentage of patients who developed hepatic injury and hepatic failure through the DB
period will be summarized by custom queries/PT and by treatment group using following custom queries
presented in Appendix F. These custom queries may be updated at the last BDRM before unblinding.

The risk difference and its 95%Cl (Newcombe) between Elafibranor and Placebo will also be provided.

The incidence rate per patient exposure years, the EAIR difference and its 95% Cl will be computed using
the He and al method (He et al, 2015) by treatment group and according to the custom queries will be
provided.

Time to the onset of first TEAEs, defined as (start date of the first TEAE — first study treatment date +1)/7,
and duration of first TEAEs, defined as (end date of first TEAE — start date of first TEAE +1)/7 and for ongoing
TEAE, the end date will be imputed as the datacut date, will be summarized by preferred term and by
treatment group. The table will be sorted by descending frequency of PT in Elafibranor group.

4.8.3 Adjudicated events

The number of events along with the number of events along with the number and percentage of patients
with any adjudicated adverse events including DILI will be summarized by treatment group. Only positively
adjudicated events will be displayed. The number and percentage of the adjudicated outcome of Clinical
Outcomes and DILI will be also summarized by treatment group. If the CEC identified any un-reported
events, they will be summarized by treatment group.

All adjudicated events for each patient will be provided in data listings.
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Note: for the adjudications of events, only collected data in the EDC will be used.

4.8.4 Laboratory Data

Clinical laboratory evaluations include hematology, chemistry and urinalysis. Clinical laboratory values will
be expressed using standard international (SI) and conventional (US) units with normal ranges and
respective units for each parameter provided. All analyses will be done on the central laboratory data
including baseline derivation. Local laboratory data will be provided on a patient data listing.

In the event of repeated post-baseline values, the first non-missing value per study day/time will be used.
In the following calculations, observed data more than 30 days after study treatment discontinuations for
patients who discontinued study treatment are handled as missing values (see section 4.2.9), but are
included and flagged in any data listings.

Potentially clinically significant laboratory abnormalities (PCSA) will be determined based on the CTCAE
criteria version 5.0 and defined as Grade 2 or higher for the laboratory tests of interest (see section 10).
Note that CTCAE scale could not cover all data cases and for such cases, clinically relevant PCSA thresholds
have been added in Appendix D (see section 10).

Serum hematology and serum chemistry (see Table 2) assessed from blood and urine samples taken at
baseline, V2, V3, V4, V5 and V6 will be summarized by treatment group. If applicable, values obtained at V7
and V8 will also be summarized by treatment group. Changes from baseline in serum hematology and
chemistry parameters will be summarized by treatment group and scheduled visit using shift tables to
present the frequencies and percentage of patients below, within and above the hormal ranges at baseline
and at each post-baseline visit. In addition, change from baseline to worst value during the DB period in
serum hematology and chemistry parameters will be summarized by treatment group. Worst value and
change from baseline through the BD period, including scheduled and unscheduled visits, will be classified
by the medical team into the following categories: high worst, low worst or both (high and low worst)
according to the parameter (see Appendix E section 11).

Figures of chemistry mean creatinine and mean creatine phosphokinase will be produced using data as
collected for the change from baseline over time and separately up to week 52 and up to week 104.

A summary descriptive, shift table and a patient data listing of potentially clinically significant laboratory
abnormalities for the laboratory tests of interest (see section 10) identified using the CTCAE v5 will be
provided by treatment group, by scheduled visit and through DB period.

For serum creatinine, also the percentage change from Baseline by visit and the high worst value and
percentage change from baseline through DB period (including scheduled and unscheduled visits) will be
presented and all serum creatinine values of patients with a post-baseline percentage change increase by
25% or greater will be listed.

For urine ACR, the percentage change from Baseline by visit and the high worst value and percentage
change from baseline through DB period (including scheduled and unscheduled visits) will be presented.
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For patients with (at least one) increase by 25% change from baseline in serum creatinine, the percentage
change from baseline by visit and the high worst value and percentage change from baseline through DB
period (including scheduled and unscheduled visits) will be repeated for urine ACR.

For Cystatin C, the percentage change from Baseline will be presented for all patients by visit and the high
worst value and percentage change from baseline through DB period (including scheduled and unscheduled
visits), and in the subgroup of patients with (at least one) increase by 25% change from baseline in serum
creatinine. For patients with (at least one) increase by 25% change from baseline in serum creatinine,
summary statistics by visit and the high worst value and percentage change from baseline through DB
period (including scheduled and unscheduled visits) for Cystatin C will be repeated.

For eGFR, the CKD-EPI - Cystatin C parameter will be derived (Inker et al. 2012), the CKD-EPI creatinine
equation and the MDRD parameters will come from central laboratory. The percentage change from
baseline will be presented separately for those three eGFR parameters by visit in the subgroup of patients
with (at least one) increase by 25% change from baseline in serum creatinine and the high worst value and
percentage change from baseline through DB period (including scheduled and unscheduled visits) will also
be displayed.

Biobank samples (see Table 2) collected from additional blood samples from patients, who have given their
consent, at baseline, V2,V3, V4, V5 and V6 - and if applicable at V7 and V8- will be summarized by treatment
group.

Frequency and percentage of changes from Baseline classified as increase by 100%, 200% and 300% or
greater in biomarker results will be given (including other biochemical safety markers (Cystatin C, urine
ACR, urinary myoglobin) and biomarkers of inflammation (HsCRP, fibrinogen, haptoglobin, TNF-a, IL-6, ELF
(HA, PIINP, TIMP-1), PAI-1, TGF-B, CK-18 (M65 and M30), Pro-C3).

Evaluation of Drug-Induced Serious Hepatotoxicity (eDISH) plots will present the concomitant values of
aminotransferase (AT: ALT or AST) and TB at the visit corresponding to the peak of AT.
Distinct plots will be produced separately with regards to the peaks of ALT and AST. For each patient and
for both ALT and AST, the strategy is as follows:
e Among all the visits (includes only values as described in the beginning of section 4.2.9), identify
the maximum value of AT
e |f the peak value occurs at just one visit, keep the value of TB at the visit corresponding to the
peak of AT
e |f the peak value occurs at more than one visit, keep the highest value of TB at any of the visits
corresponding to the peak of AT
e If the peak value occurs at a visit/visits with no corresponding value/values of TB, keep the value
of bilirubin closest to the corresponding visit / any of the corresponding visits. In the event of
equidistant time from the peak value visit / visits, keep the highest value of TB at any of the visits
equidistant from the corresponding visit/visits of peak AT
s Classify patients into two subgroups: baseline value of ALT < ULN or baseline value of ALT > ULN.
o If baseline value of ALT £ ULN, express TB in XULN on the y-axis and AT in xXULN on the x-
axis. Add horizontal and vertical lines corresponding to TB = 2 ULN and AT = 3 ULN,
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respectively.
o If baseline value of ALT > ULN, present two plots:

= Express TB in xBaseline on the y-axis and AT in xBaseline on the x-axis. Add
horizontal and vertical lines corresponding to TB = 2xBaseline and AT =
3xBaseline, respectively. For TB values > 2xBaseline, values identified as > 2 ULN
will be plotted differently than values < 2 ULN.

=  Express TBin xULN on the y-axis and AT in xBaseline on the x-axis. Add horizontal
and vertical lines corresponding to TB = 2 ULN and AT = 3xBaseline, respectively.

Increases in serum creatinine through the end of the 52-week DB period and through the last post-baseline
visit during the double-blind period will be presented as:

Occurrence of at least one post baseline value > ULN (only on the subset of patients with
baseline value < ULN)

Change from baseline in creatinine presented in classes according to KDIGO (Kidney Disease
Improving Global Outcomes) AKI (Acute Kidney Injury) stages. Among all visits, the worst case will
be retained:

o 2 1.5xBaseline and < 2.0xBaseline, or 2 0.3 mg/dLincrease
o 2 2.0xBaseline and < 3.0xBaseline
o 23.0xBaseline or 24 mg/dL.

Hepatic laboratory test elevations (HLTE) will be based on fold changes above the upper limit of normal
(ULN).
Cumulative elevations

ALT value > 1x, > 3x, > 5x, > 10x, > 20x ULN and ALT change from baseline >250 U/L

AST value > 1x, > 3x, > 5x, > 10x, > 20x ULN and AST change from baseline >250 U/L

ALP value > 2x, > 3x ULN and ALP change from baseline >150 U/L

Total bilirubin value > 2x, > 5x, > 8x ULN and TB change from baseline > 2 mg/dL

Direct bilirubin value > 2x, > 5x ULN and Direct bilirubin change from baseline > 1 mg/dL
GGT value > 2x ULN

INR value > 1.5x%, 3x and 5x ULN

These are based on the highest ratio of value in the double-blind safety period, including scheduled and
unscheduled visits, to ULN for each laboratory test. Note that patients may be in > 1 category for each
laboratory test.

HLTE will be displayed in frequency tables presenting the number and percentage of patients in categories
and the associated risk difference and its 95% Cl (Newcombe).

The incidence rate per patient exposure years, the EAIR difference and its 95% Cl will be computed using
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the He and al method (He et al, 2015) by treatment group and according to the HLTE will be provided.

In order to identify patients who meet potential DILI triggers (parameters being assessed at the same visit),
the following biochemical triggers will be summarized:
- For patients with all normal AST, ALT, ALP, TB, direct bilirubin and GGT at baseline:
0 (ALT >=3x ULN or AST >= 3x ULN) and TB >= 2x ULN
0 ALT>=5x ULN or AST >=5x ULN
o ALT>=8x ULN or AST >=8x ULN
o (ALT >=3x ULN or AST >= 3x ULN) and INR > 1.5
0 ALP>=2x ULN and direct bilirubin >= 2x ULN
0 GGT >= 2x ULN and direct bilirubin >= 2x ULN
- For patients with at least one abnormal laboratory parameter (AST, ALT, ALP, TB, direct bilirubin or
GGT) at baseline
O (ALT >= 3x baseline or AST >= 3x baseline) and TB >= 2x BL

O ALT >=3x baseline or AST >= 3x baseline

o ALT >=5x baseline or AST >= 5x baseline

o0 (ALT >= 2x baseline or AST >= 2x baseline) and INR > 1.5

O ALP >=2x baseline and ALP > ULN and direct bilirubin >= 2x baseline and direct bilirubin >
ULN

0 GGT >= 2x baseline and GGT > ULN and direct bilirubin >= 2x baseline and direct bilirubin >
ULN

Potential DILI triggers will be displayed in frequency tables presenting the number and percentage of
patients in categories and the associated risk difference and its 95%ClI.

The incidence rate per patient exposure years (see section 4.8.1.1 for derivation rules), the EAIR difference
and its 95% Cl will be computed using the He and al method (He et al, 2015) by treatment group and
according to the Potential DILI triggers will be provided.

Serum bile acids and biomarkers of bile acid synthesis, biomarkers of hepatic fibrosis and/or inflammation,
additional kidney safety markers and immunoglobulins (see Table 1 and Table 2) at baseline and each
scheduled post-baseline visit of the DB period will be summarized by treatment group.

All laboratory data will be provided in data listings.

4.8.5 Transient elastography

In the following calculations, observed data after the occurrence of the ICEs start of rescue therapy or more
than 30 days after other study treatment discontinuations for patients who discontinued study treatment
are handled as missing values (see section 4.2.9), but are included and flagged in any data listings.

The actual value and change from Baseline to each scheduled visit evaluation (baseline, V4, V6, and if
applicable V7 and V8) for transient elastography (continuous, including Stiffness / Liver Stiffness
Measurement in kPa, Interquartile range (IQR) in kPa and Interquartile range (IQR)/median in %) will be
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summarized by treatment group.

By-patient listings of transient elastography measurements will be presented in data listings.

4.8.6 Vital Signs and Physical Examinations

In the following calculations, observed data more than 30 days after study treatment discontinuations for
patients who discontinued study treatment are handled as missing values (see section 4.2.9), but are
included and flagged in any data listings.

The actual value and change from Baseline to each study visit evaluation (baseline, V2, V3, V4, V5, V6, and
if applicable V7 and V8) for vital signs (continuous, including weight and derived BMI using height at
screening) will be summarized by treatment group. In addition, temperature, systolic and diastolic blood
pressure, respiratory and heart rates, will be summarized descriptively, including the number and percent
of patients with normal, abnormal, and clinically significant abnormal results at each applicable scheduled
visit and the worst value through DB period (including scheduled and unscheduled visits) by treatment
group; shifts from Baseline in those parameters to each scheduled visit and through DB period will also be
presented.

For gain weight, the number and percentage of patients who experienced weight gain by 2+2 kg, 2+5 kg, or
2+10 kg over their baseline weight through the DB period, will be summarized by treatment group.

By-patient listings of vital sigh measurements will be presented in data listings.

Physical examination results at baseline, V2, V3, V4, V5, V6 and if applicable V7 and V8 will be summarized
by treatment group; shifts from Baseline in physical examination findings to each scheduled visit and the
worst value through DB period (including scheduled and unscheduled visits) will also be presented.

All physical examination findings will be presented in a data listing.

Liver, and bladder and urinary tract ultrasound results will be summarized descriptively, including the
number and percent of patients with normal, abnormal, and clinically significant abnormal results at each
applicable study visit by treatment group; shifts from Baseline in Liver, and bladder and urinary tract
ultrasound results to each on study visit will also be presented. Data will be presented in a data listing.

4.8.7 Electrocardiogram

In the following calculations, observed data more than 30 days after study treatment discontinuations for
patients who discontinued study treatment are handled as missing values (see section 4.2.9), but are
included and flagged in any data listings.

12-lead ECG results will be summarized descriptively, including the number and percent of patients with
normal, abnormal, and clinically significant abnormal results at Baseline, V4, V6 and if applicable V8; shifts
from Baseline in 12-lead ECG results to each scheduled visit and the worst value through DB period
(including scheduled and unscheduled visits) will also be presented.
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All ECG data for each patient will be provided in data listings.

4.8.8 Concomitant Medications

Any medications that did not stop before the first study treatment date and continued into the DB period
will be counted as concomitant medications as well as any medications that start on or after the first study
treatment date, whichever its end date.

Concomitant medications will be coded using the WHO Drug dictionary. Results will be summarized by
treatment group using Therapeutic Subgroup (ATC level 2) and Chemical Subgroup (ATC level 4).
Concomitant medications will be listed in descending order of total frequency within therapeutic and
chemical subgroup.

The use of concomitant medications will be included in by-patient data listing.

4.8.9 Concomitant Procedures

Any procedures that did not stop before the first study treatment date and continued into the DB period
will be counted as concomitant procedure as well as any procedures that start on or after the first study
treatment date, whichever its end date.

Concomitant procedures will be coded using MedDRA and displayed by treatment group in tables and
listings using system organ class (SOC) and preferred term (PT). Concomitant procedures will be listed in
tables by descending order of total frequency within SOC and PT.
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5. CHANGES TO PLANNED ANALYSES

Another secondary endpoint was added (see section 2.12.1): Proportion of participants achieving sustained
improvement in PBC Worst Itch NRS as defined as having responses for all the last three 4-week periods
(periods 11, 12 and 13) according to clinically meaningful change; at least 30% reduction; and one-point,
two-point or three-point decrease in score from baseline in patients with a baseline PBC Worst Itch NRS
score 2 4 (binary), which is not mentioned in the protocol.

The other secondary endpoint “Proportion of patients with no worsening of pruritus from baseline through
week 52 and through week 24 as measured by the PBC Worst Itch NRS” has been re-defined at week 52,
i.e. at 4-week period 13 and at week 24, i.e. at 4-week period 6 and will be presented for patients with a
baseline PBC Worst Itch NRS score <8.

The other secondary endpoint “Proportion of responders in PBC Worst Itch NRS score according to clinically
meaningful change; at least 30% reduction; and one point, two points or three points decrease in score
from baseline at week 52 and at week 24 in patients with baseline PBC Worst Itch NRS score = 4" has been
re-defined at week 52, i.e. at 4-week period 13 and at week 24, i.e. at 4-week period 6.
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