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1. INTRODUCTION

This statistical analysis plan (SAP) describes all statistical analyses methods required to address
both the EU and non-EU specific objectives. It also describes all tables, figures, and listings
(TFLs) to be included in the clinical study report (CSR) for Study Protocol GS-US-419-
3895/GLPG0634-CL-3009.

This SAP is based on the study protocol Amendment 9 dated 02 December 2021 and the
electronic case report forms (eCRF). The SAP will be approved before database finalization of

the final analysis. Any changes made after the finalization of the SAP will be documented in the
CSR.

1.1. Study Objectives

The overall objective of the study is to evaluate the effect of treatment with filgotinib on the
induction and maintenance of clinical remission and endoscopic response in subjects with
moderately to severely active Crohn’s disease (CD). Subjects who are biologic-naive or
biologic-experienced will be enrolled in Cohort A and subjects who are biologic-experienced
will be enrolled in Cohort B, respectively. Treatment assignments will be randomized within
each cohort.

1.1.1. Primary Objectives
The primary objectives are:

Induction Studies (Cohorts A and B) (EU-specific)

e To evaluate the efficacy of filgotinib as compared to placebo in establishing clinical
remission by Patient Reported Outcome (PRO2) at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in establishing endoscopic
response at Week 10

Induction Studies (Cohorts A and B) (other: non-EU)

e To evaluate the efficacy of filgotinib as compared to placebo in establishing clinical
remission by Crohn’s Disease Activity Index (CDAI) at Week 10

To evaluate the efficacy of filgotinib as compared to placebo in establishing endoscopic response
at Week 10

Maintenance Study (EU-specific)

e To evaluate the efficacy of filgotinib as compared to placebo in establishing clinical
remission by PRO2 at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing endoscopic
response at Week 58
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Maintenance Study (other: non-EU)

e To evaluate the efficacy of filgotinib as compared to placebo in establishing clinical
remission by CDAI at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing endoscopic
response at Week 58

1.1.2. Secondary Objectives
The key secondary objectives are:

Induction Studies (Cohorts A and B) (EU-specific)

e To evaluate the efficacy of filgotinib as compared to placebo in establishing clinical
remission by Crohn’s Disease Activity (CDAI) at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in establishing both clinical
remission by PRO2 and endoscopic response (combined into a single endpoint on a patient
level at Week 10

Induction Studies (Cohorts A and B) (other: non-EU)

e To evaluate the efficacy of filgotinib as compared to placebo in establishing clinical
remission by Patient Reported Outcomes (PRO2) at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in establishing clinical response
by CDAI at Week 10

Maintenance Study (EU-specific)

e To evaluate the efficacy of filgotinib as compared to placebo in establishing clinical
remission by CDAI at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing sustained
clinical remission by PRO2 at Weeks 10 and 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing both clinical
remission by PRO2 and endoscopic response (combined into a single endpoint on a patient
level) at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing 6-month
corticosteroid-free remission by PRO2 at Week 58

Maintenance Study (other non-EU)

e To evaluate the efficacy of filgotinib as compared to placebo in establishing clinical
remission by PRO2 at Week 58
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e To evaluate the efficacy of filgotinib as compared to placebo 1n establishing clinical response
by CDAI at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing sustained
clinical remission by CDAI at Weeks 10 and 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing 6-month
corticosteroid-free remission by CDAI at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing sustained
clinical remission by PRO2 at Weeks 10 and 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing 6-month
corticosteroid-free remission by PRO2 at Week 58

The other secondary objectives are:

Induction Studies (Cohorts A and B)

e To evaluate the safety and tolerability of filgotinib

e To assess the pharmacokinetic (PK) characteristics of filgotinib

Maintenance Study

e To evaluate the safety and tolerability of filgotinib

e To assess the PK characteristics of filgotinib

I
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e To evaluate the efficacy of filgotinib as compared to placebo in establishing both clinical

remission by PRO2 and endoscopic response (combined into a single endpoint on a patient
level) at Week 10

il
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\NIIHI‘

e To evaluate the efficacy of filgotinib as compared to placebo in establishing both clinical

remission by PRO2 and endoscopic response (combined into a single endpoint on a patient
level) at Week 58
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-
o

i

tudy Design

These are combined Phase 3 randomized, double-blind, placebo-controlled studies to evaluate
the efficacy and safety of filgotinib in the induction and maintenance of clinical remission, as

well as endoscopic response 1n subjects with moderately to severely active Crohn’s disease. A
schematic of this study is provided in Figure 1-1.

Figure 1-1. Study Schema
Day 1 Week 10 (1°endpoint) Week 58 (1°endpoint)

FIL 200mg

(Cohort A)
Randormization
Stratification

Biologic-Naive and
Biologic-Experienced
200mag

FIL 100mg

100mg

Responders Re-randomized

Rardomization
Stratification

[ Peo ||

Biologic- Experienced
(Cohort B)

L Men-
responders

FIL = filgotinib; PBO = placebo; PRO = patient reported outcomes

Non-responders are subjects who achieve neither clinical remission (PRO2) nor endoscopic response at Week 10.

Subjects in the Maintenance Study that meet disease worsening criteria (see protocol Section 3.6) will be offered open-label
filgotinib.
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1.2.1. Induction Studies (Cohort A and B)

Subjects who meet protocol eligibility criteria will be assigned to the respective cohort and
subsequently randomized in a blinded fashion in a 1:1:1 ratio to 1 of 3 treatments as follows:

Treatment Groups (Induction Studies)

Treatment Group 1 (n = 220): Filgotinib 200 mg and placebo-to-match (PTM) filgotinib
100 mg, once daily

Treatment Group 2 (n = 220): Filgotinib 100 mg and PTM filgotinib 200 mg, once daily
Treatment Group 3 (n = 220): PTM filgotinib 200 mg and PTM filgotinib 100 mg, once daily

Note: males in the US and Korea who have not failed at least 2 biologic therapies (ie, any tumor
necrosis factor-alpha [TNF-a] antagonist and vedolizumab) will be randomized in a 1:1 ratio to
receive either filgotinib 100 mg or matching placebo.

Based on the interactive web response system (IWRS) design, biologic-experienced subjects will
not enroll in Cohort A until the enrollment for Cohort B has been closed. For subjects enrolled in
Cohort A before the closure of Cohort B enrollment, treatment assignments will be stratified
according to the following factors:

Stratification Factors (Cohort A, Biologic-Naive and Biologic-Experienced Induction
Study, before Closure of Cohort B Enrollment)

e Concomitant use of oral, systemically absorbed corticosteroids (eg, prednisone) at Day 1,
(Yes or No)

e Concomitant use of immunomodulators (eg, 6-mercaptopurine [6-MP], azathioprine,
methotrexate [MTX]) at Day 1, (Yes or No)

For subjects enrolled in Cohort A after the closure of Cohort B enrollment, treatment
assignments will be stratified according to the following factors:

Stratification Factors (Cohort A, Biologic-Naive and Biologic-Experienced Induction
Study, after Closure of Cohort B Enrollment)

e History of exposure to no biologic agent, one biologic agent, or more than one biologic agent

e Concomitant use of oral, systemically absorbed corticosteroids (eg, prednisone) at Day 1,
(Yes or No)

e Concomitant use of immunomodulators (eg, 6-MP, azathioprine, MTX) at Day 1,
(Yes or No)
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For subjects enrolled in Cohort B, treatment assignments will be stratified according to the
following factors:

Stratification Factors (Cohort B, Biologic-Experienced Induction Study)

e Exposure to one biologic agent versus more than one biologic agent

e Concomitant use of oral, systemically absorbed corticosteroids (eg, prednisone) at Day 1,
(Yes or No)

e (Concomitant use of immunomodulators (eg, 6-MP, azathioprine, MTX) at Day 1,
(Yes or No)

1.2.2. Maintenance Study
Subjects in Cohorts A and B who complete the Induction Study and achieve either clinical

remission by PRO2 or endoscopic response at Week 10 will be re-randomized into the following
treatments in the Maintenance Study at Week 11.

Table 1-1. Re-Randomization of Induction Cohorts A and B to Maintenance
Study
Treatment Assignment in Induction Studies, Cohorts A and B Maintenance Study Re-randomization

Treatment 1, 200 mg

Treatment 1, filgotinib 200 mg N
Treatment 3, placebo

Treatment 2, 100 mg

Treatment 2, filgotinib 100 mg N
Treatment 3, placebo

Treatment 3, placebo Continue Treatment 3, placebo

Note: Subjects receiving Treatment 1 or 2 in the Induction study will be randomized in a 2:1 ratio to either continue on the
assigned filgotinib regimen or to placebo for the duration of the Maintenance Study.

For subjects enrolled in Maintenance before the closure of Induction Cohort B enrollment,
treatment assignments will be stratified according to the following factors:

Stratification Factors (Maintenance Study, before the Closure of Induction Cohort B

Enrollment)

e Participation in Cohort A or Cohort B

e Concomitant use of oral, systemically absorbed corticosteroids (eg, prednisone) at Day 1,
(Yes or No)

e Concomitant use of immunomodulators (eg, 6-MP, azathioprine, MTX) at Day 1,
(Yes or No)
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For subjects enrolled in Maintenance after the closure of Induction Cohort B enrollment,
treatment assignments will be stratified according to the following factors:

Stratification Factors (Maintenance Study, after the Closure of Induction Cohort B

Enrollment)

e History of exposure to a biologic agent, (Yes or No)

e Concomitant use of oral, systemically absorbed corticosteroids (eg, prednisone) at Day 1,
(Yes or No)

e Concomitant use of immunomodulators (eg, 6-MP, azathioprine, MTX) at Day 1,
(Yes or No)

Subjects who achieve neither clinical remission by PRO2 nor endoscopic response at Week 10
will have the option to enter a separate, Long-Term Extension (LTE) study
(GS-US-419-3896/GLPG0634-CL-310). The Maintenance Study will run from Weeks 11 to 58
with the primary efficacy assessments at Week 58. Subjects who opt out of the LTE study will
return 30 days after the last dose of study drug for post-treatment safety assessments. Subjects
who complete all procedures per protocol, including the endoscopy, of the 58-week study will be
offered the option to continue into the LTE study. Subjects who are eligible and opt to participate
in the LTE study can continue into the study without post-treatment safety assessments.

1.2.3. Pharmacokinetics Substudy

An optional PK substudy will be performed in a subset of subjects (approximately 30 subjects
each in Cohort A and Cohort B) who provide separate informed consent. In the PK substudy, the
daily dose of study drug should be administered under supervision in the clinic (at any single
visit between Week 2 and Week 10, inclusive), and PK samples should be collected predose and
at 0.5, 1, 2, 3, 4, and 6 hours after dosing. If a substudy PK sample is scheduled to be collected at
the same time as a sparse PK sample, only one sample should be collected.

1.2.4. Schedule of Assessments

Efficacy will be assessed primarily through CDAI, PRO2, and Simple Endoscopic Score for
Crohn’s Disease (SES-CD). CDAI and PRO2 will be assessed at Screening, Weeks 2, 4, 6, 10,
14, 20, 26, 34, 42, 50, and 58, and ET. SES-CD will be assessed at Screening, Week 10, and
Week 58.

For additional details, please see the Schedule of Assessments in Appendix 1.
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1.3. Sample Size and Power

Induction Studies (Cohorts A and B)

EU-specific:

The sample size was chosen to ensure that a clinically meaningful difference in both clinical
remission rate by PRO2 at Week 10 and endoscopic response rate at Week 10 could be detected
when comparing filgotinib 200 mg to placebo within each Induction Study.

A sample size of 220 subjects in each treatment group (N = 660 total) will provide an overall
power of 93% for a filgotinib 200 mg dose group comparison to placebo at a 2-sided

0.05 significance level to detect a treatment difference of 15% in clinical remission rate by PRO2
at Week 10 (30% on filgotinib 200 mg and 15% on placebo) and a treatment difference of

15% in endoscopic response rate at Week 10 (25% on filgotinib 200 mg and 10% on placebo).
Since each endpoint needs to achieve statistical significance, the overall power of 93% is
calculated as the product of the two individual powers based on each endpoint.

Other (non-EU)

The sample size was chosen to ensure that a clinically meaningful difference in both clinical
remission rate by CDAI at Week 10 and endoscopic response rate at Week 10 could be detected
when comparing filgotinib 200 mg to placebo within each Induction Study.

A sample size of 220 subjects in each treatment group (N = 660 total) will provide an overall
power of 97% for a filgotinib 200 mg dose group comparison to placebo at a 2-sided

0.05 significance level to detect a treatment difference of 20% in clinical remission rate by CDAI
at Week 10 (45% on filgotinib 200 mg and 25% on placebo) and a treatment difference of

15% in endoscopic response rate at Week 10 (25% on filgotinib 200 mg and 10% on placebo).
Since each endpoint needs to achieve statistical significance, the overall power of 97% is
calculated as the product of the two individual powers based on each endpoint.

Maintenance Study

Assuming an Induction response rate (ie, proportion of subjects achieving clinical remission by
PRO2 or endoscopic response at Week 10) of 40% among subjects receiving filgotinib 200 mg
or filgotinib 100 mg treatment, approximately 176 subjects from each filgotinib dose group from
Cohorts A and B Induction Studies combined would be eligible to be re-randomized into the
Maintenance Study.

The sample size was chosen to ensure that a clinically meaningful difference in both clinical
remission rate by CDAI and endoscopic response rate at Week 58 could be detected when
comparing the filgotinib 200 mg dose group to placebo in the Maintenance Study.

A sample size of 60 subjects in the placebo group and 120 subjects in the filgotinib group at the
same dose level as the induction dose will provide an overall 94% power for a filgotinib 200 mg
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comparison to placebo at a 2-sided 0.05 significance level to detect a treatment difference of
30% in maintenance clinical remission rate by CDAI/PRO2 at Week 58 and maintenance
endoscopic response rate at Week 58 (50% on filgotinib 200 mg and 20% on placebo). Since
each endpoint needs to achieve statistical significance, the overall power of 94% is calculated as
the product of the two individual powers based on each endpoint.
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2. TYPE OF PLANNED ANALYSIS
2.1. Data Monitoring Committee (DMC) Analyses

The DMC'’s role and responsibilities and the scope of analysis to be provided to the DMC are
described in a mutually agreed upon charter, which defines the DMC membership, meeting
logistics, and meeting frequency.

2.1.1. Safety Analyses

An external multidisciplinary DMC will review the progress of the study and perform interim
reviews of safety data in order to protect subject welfare and preserve study integrity. The DMC
is to recommend to the sponsor whether the nature, frequency, and severity of adverse events
(AEs) associated with study treatment warrant the early termination of the study in the best
interests of study subjects, whether the study should continue as planned, or whether the study
should continue with modifications.

The initial meeting will occur after approximately 100 subjects complete Week 10 or discontinue
from the study in Cohorts A and B combined. Following this, subsequent meetings will occur
approximately once every 4 months or at a frequency determined by the DMC. Additional
meetings may be triggered by safety findings, predetermined or otherwise.

2.1.2. Cohorts A and B End-of-Induction Analysis

Efficacy and safety analyses will be performed after al/ subjects in both cohorts complete
Week 10 or prematurely discontinue study drug (and complete post-treatment assessments, if
applicable). Please refer to Section 6.5 for details.

2.2, Final Analysis

After all subjects have completed the Maintenance Study, outstanding data queries have been
resolved or adjudicated as unresolvable, and the data have been cleaned and finalized, the study
blind will be broken and the final analysis of the data will be performed.

CONFIDENTIAL Page 20 15 January 2023



Filgotinib
GS-US-419-3895/GLPG0634-CL-309
Statistical Analysis Plan Version 2.0

3. GENERAL CONSIDERATIONS FOR DATA ANALYSES

Analysis results will be presented using descriptive statistics. For categorical variables, the
number and percentage of subjects in each category will be presented; for continuous variables,
the number of subjects (n), mean, standard deviation (SD) or standard error (SE), median,

first quartile (Q1), third quartile (Q3), minimum, and maximum will be presented.

By-subject listings will be presented for all subjects in the All Randomized Analysis Set. Data
collected on log forms, such as AEs, will be presented in chronological order within subject. The
treatment group to which subjects were randomized or initially assigned will be used in the
listings.

Unless otherwise specified, for the Maintenance Study, the data will be summarized by the
Induction dose (ie, filgotinib 200 mg, filgotinib 100 mg, or placebo) and respective Maintenance
dose, and overall for subject disposition and baseline characteristics described in Section 4 and
Section 5, respectively. The data will be summarized by the Induction dose (ie, filgotinib

200 mg, filgotinib 100 mg) and respective Maintenance dose for efficacy and

described in Section 6 and Section 9, respectively. The data will be summarized by the Induction
dose (ie, filgotinib 200 mg, filgotinib 100 mg or placebo) and respective Maintenance dose for
safety analyses described in Section 7. The data will be summarized by Maintenance treatment
group for PK analyses described in Section 8.

3.1. Analysis Sets

Analysis sets define the subjects to be included in an analysis. Analysis sets and their definitions
are provided in this section. The analysis set will be identified and included as a subtitle of each
TFL.

For each analysis set, the number and percentage of subjects eligible for inclusion, as well as the
number and percentage of subjects who were excluded and the reasons for their exclusion
(if available), will be summarized by treatment group.

A listing of reasons for exclusion from analysis sets will be provided by subject.
3.1.1. All Randomized Analysis Sets

The All Randomized Analysis Set for each Induction Study (Cohorts A and B) includes all
subjects who were randomized on Day 1 into each corresponding study.

The All Randomized Analysis Set for the Maintenance Study includes all subjects who were
re-randomized into the Maintenance Study (including subjects randomized to the placebo
treatment group in the Induction Studies who continued on placebo treatment in the Maintenance
Study).

The All Randomized Analysis Sets are the primary analysis sets for by-subject listings.
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3.1.2. Full Analysis Sets

The Full Analysis Set (FAS) for each Induction Study (Cohorts A and B) includes all
randomized subjects who took at least 1 dose of study drug in the corresponding Induction
Study.

The FAS for the Maintenance Study includes all subjects randomized to either the filgotinib
200 mg or filgotinib 100 mg treatment groups in the Induction Studies who were re-randomized
in the Maintenance Study and:

e Took at least 1 dose of study drug in the Maintenance Study, and

e Achieved clinical remission by PRO2 or endoscopic response at Week 10 as specified in the
SAP.

The Full Analysis Sets are the primary analysis sets for efficacy analyses.
3.1.3. Safety Analysis Sets

The Safety Analysis Set for each Induction Study (Cohorts A and B) includes all subjects who
took at least 1 dose of study drug in the corresponding Induction Study.

The Safety Analysis Set for the Maintenance Study includes all subjects who took at least 1 dose
of study drug in the Maintenance Study.

The Safety Analysis Sets are the primary analysis sets for safety analyses.
3.1.4. Pharmacokinetic Analysis Sets

The primary analysis set for general PK analyses will be defined separately for each individual
study (Cohort A Induction, Cohort B Induction, and Maintenance). For each study, the PK
Analysis Set includes all randomized subjects who took at least 1 dose of filgotinib and have at
least 1 nonmissing concentration value for filgotinib and/or its metabolite GS-829845 reported
by the PK laboratory.

3.1.5. Pharmacokinetic Substudy Analysis Sets

The primary analysis set for intensive PK analyses will be the PK Substudy Analysis Set for each
Induction Study (Cohorts A and B), which includes all randomized subjects from the
corresponding Induction Study who took at least 1 dose of filgotinib, participated in the PK
substudy, and have at least 1 nonmissing intensive concentration value for filgotinib and/or its
metabolite GS-829845 reported by the PK laboratory. This is the primary analysis set for
detailed PK analysis of intensive PK sampling.
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3.2. Subject Grouping

For analyses based on the All Randomized Analysis Sets and FAS, subjects will be grouped
according to the treatment to which they were randomized. For analyses based on the Safety
Analysis Sets and_ subjects will be grouped according to actual
treatment received. The actual treatment received will differ from the randomized treatment only
when their actual treatment differs from randomized treatment for the entire treatment duration.

For the PK Analysis Sets, subjects will be grouped according to the actual treatment they
recerved.

3.3. Strata and Covariates

Subjects will be randomly assigned to treatment groups via IWRS using a stratified
randomization schedule mto each imndividual study (Cohort A Induction, Cohort B Induction, and
Maintenance). Details of the randomization ratio and stratification variables for each study are
provided in Section 1.2.

If there are discrepancies in stratification factor values between the IWRS and the clinical
database (eCRF data), the baseline values recorded in the clinical database will be used for
analyses. For the derivation of concomitant medication use at Day 1, the start date of such
medication should be before or on the same date of the first dose of study drug and with either
the stop date of such medication being on or after the first dose of study drug or with “ongoing”
status.

Stratification factors will be used as covariates in evaluating efficacy endpoints, as specified in
Section 6.

3.4. Examination of Subject Subgroups

Subgroup analyses for the primary and key secondary efficacy endpoints are specified in
Section 6.2.7.

3.5. Multiple Comparisons

The graphical approach {Bretz 2009} of sequentially rejective Bonferroni-based iterative
multiple test procedures will be used to control a family-wise type I error rate (FWER)
at 5% (1e, o = 0.05) for hypothesis testing on co-primary and key secondary endpoints for each
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individual study (Cohort A Induction Study, Cohort B Induction Study, and Maintenance Study).
This procedure strongly protects the FWER on all the primary and key secondary endpoints.

3.5.1. EU-Specific

3.5.1.1. Induction Studies (Cohorts A and B)
The hypotheses to be tested for the Induction Studies are outlined below.
The primary null hypotheses to be tested:

e H;;: The clinical remission by PRO2 rate in the filgotinib 200 mg group is equal to the
clinical remission by PRO2 rate in the placebo group at Week 10

e H;,: The endoscopic response rate in the filgotinib 200 mg group is equal to the endoscopic
response rate in the placebo group at Week 10

e H,;: The clinical remission by PRO2 rate in the filgotinib 100 mg group is equal to the
clinical remission by PRO2 rate in the placebo group at Week 10

e H,,: The endoscopic response rate in the filgotinib 100 mg group is equal to the endoscopic
response rate in the placebo group at Week 10

The key secondary null hypotheses to be tested:

e H;;: The clinical remission by CDAI rate in the filgotinib 200 mg group is equal to the
clinical remission by CDAI rate in the placebo group at Week 10

e Hy,: The clinical remission by PRO2 and endoscopic response rate (combined into a single
endpoint on a patient level) in the filgotinib 200 mg group is equal to the clinical remission
by PRO2 and endoscopic response rate (combined into a single endpoint on a patient level)
in the placebo group at Week 10

e H,;: The clinical remission by CDALI rate in the filgotinib 100 mg group is equal to the
clinical remission by CDAI rate in the placebo group at Week 10

e H,,: The clinical remission by PRO2 and endoscopic response rate (combined into a single
endpoint on patient level) in the filgotinib 100 mg group is equal to the clinical remission by
PRO2 and endoscopic response rate (combined into a single endpoint on a patient level) in
the placebo group at Week 10
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Each co-primary endpoint for filgotinib 200 mg compared with placebo will be tested at 2-sided
0.05 significance level first. If it fails to reject the null hypothesis for at least one co-primary
endpoint, then no further formal testing will be performed. If the null hypotheses for both
co-primary endpoints are rejected, testing will proceed in two sequences as describe below:

e Key secondary endpoints for filgotinib 200 mg compared with placebo at 2-sided
0.025 significance level in a sequential order

e FEach co-primary endpoint for filgotinib 100 mg compared with placebo at 2-sided
0.025 significance level. If the null hypotheses for both co-primary endpoints are rejected,
then the key secondary endpoints for filgotinib 100 mg compared with placebo at 2-sided
0.025 significance level will be tested in a sequential order

If all the null hypotheses within the same sequence are rejected, then the respective alpha can be
passed on to the other sequence. If an endpoint fails to reach statistical significance within the
sequence, then formal testing will stop, and only nominal significance will be reported for the
remaining endpoints.

A graphical illustration of the testing strategy for the primary and key secondary hypotheses in
the Induction Studies is shown in Figure 3-1.

Figure 3-1. Induction Studies (Cohorts A and B): Testing Strategy for the
Primary and Key Secondary Hypotheses

3.5.1.2. Maintenance Study

The hypotheses to be tested for the Maintenance Study are outlined below.
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The primary null hypotheses to be tested:

H;: The clinical remission by PRO2 rate in the filgotinib 200 mg group is equal to the
clinical remission by PRO2 rate in the placebo group at Week 58

H;,: The endoscopic response rate in the filgotinib 200 mg group is equal to the endoscopic
response rate in the placebo group at Week 58

H,,: The clinical remission by PRO2 rate in the filgotinib 100 mg group is equal to the
clinical remission by PRO2 rate in the placebo group at Week 58

H,,: The endoscopic response rate in the filgotinib 100 mg group is equal to the endoscopic
response rate in the placebo group at Week 58

The key secondary null hypotheses to be tested:

H;3: The clinical remission by CDAI rate in the filgotinib 200 mg group is equal to the
clinical remission by CDAI rate in the placebo group at Week 58

H;,: The sustained clinical remission by PRO2 rate in the filgotinib 200 mg group is equal to
sustained clinical remission by PRO2 rate in the placebo group at Weeks 10 and 58

H;s: The clinical remission by PRO2 and endoscopic response rate (combined into a single
endpoint on a patient level) in the filgotinib 200 mg group is equal to the clinical remission
by PRO2 and endoscopic response rate (combined into a single endpoint on a patient level)
in the placebo group at Week 58

H;6: The 6-month corticosteroid-free remission by PRO2 rate in the filgotinib 200 mg group
is equal to the 6-month corticosteroid-free remission by PRO?2 rate in the placebo group at
Week 58

H,5: The clinical remission by CDAI rate in the filgotinib 100 mg group is equal to the
clinical remission by CDAI rate in the placebo group at Week 58

H,4: The sustained clinical remission by PRO2 rate in the filgotinib 100 mg group is equal to
sustained clinical remission by PRO2 rate in the placebo group at Weeks 10 and 58

H,5: The clinical remission by PRO2 and endoscopic response rate (combined into a single
endpoint on a patient level) in the filgotinib 100 mg group is equal to the clinical remission
by PRO2 and endoscopic response rate (combined into a single endpoint on a patient level)
in the placebo group at Week 58

H,4: The 6-month corticosteroid-free remission by PRO2 rate in the filgotinib 100 mg group
is equal to the 6-month corticosteroid-free remission by PRO2 rate in the placebo group at
Week 58
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A similar approach as in the induction studies will be followed. A graphical illustration for the
testing strategies for the primary and key secondary hypotheses in the Maintenance Study is
shown in Figure 3-2.

Figure 3-2. Maintenance Study: Testing Strategy for the Primary and Key
Secondary Hypotheses

3.5.2. Other (non-EU)

3.5.2.1. Induction Studies (Cohorts A and B)

The hypotheses to be tested for the Induction Studies are outlined below.
The primary null hypotheses to be tested:

e H;;: The clinical remission by CDAI rate in the filgotinib 200 mg group is equal to the
clinical remission by CDAI rate in the placebo group at Week 10
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H;,: The endoscopic response rate in the filgotinib 200 mg group is equal to the endoscopic
response rate in the placebo group at Week 10

H,: The clinical remission by CDAI rate in the filgotinib 100 mg group is equal to the
clinical remission by CDALI rate in the placebo group at Week 10

H,,: The endoscopic response rate in the filgotinib 100 mg group is equal to the endoscopic
response rate in the placebo group at Week 10

The key secondary null hypotheses to be tested:

H;3: The clinical remission by PRO?2 rate in the filgotinib 200 mg group is equal to the
clinical remission by PRO2 rate in the placebo group at Week 10

H;,: The clinical response by CDALI rate in the filgotinib 200 mg group is equal to the
clinical response by CDAI rate in the placebo group at Week 10

H,3: The clinical remission by PRO2 rate in the filgotinib 100 mg group is equal to the
clinical remission by PRO2 rate in the placebo group at Week 10

H,,4: The clinical response by CDAI rate in the filgotinib 100 mg group is equal to the
clinical response by CDAI rate in the placebo group at Week 10

A similar approach as for the EU-specific endpoints will be followed. A graphical illustration of
the testing strategy for the primary and key secondary hypotheses in the Induction Studies is
shown in Figure 3-3.
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Figure 3-3. Induction Studies (Cohorts A and B): Testing Strategy for the
Primary and Key Secondary Hypotheses

3.5.2.2. Maintenance Study
The hypotheses to be tested for the Maintenance Study are outlined below.
The primary null hypotheses to be tested:

e H;;: The clinical remission by CDAI rate in the filgotinib 200 mg group is equal to the
clinical remission by CDAI rate in the placebo group at Week 58

e H,,: The endoscopic response rate in the filgotinib 200 mg group is equal to the endoscopic
response rate in the placebo group at Week 58

e H,;: The clinical remission by CDAI rate in the filgotinib 100 mg group is equal to the
clinical remission by CDAI rate in the placebo group at Week 58

e H,,: The endoscopic response rate in the filgotinib 100 mg group is equal to the endoscopic
response rate in the placebo group at Week 58

The key secondary null hypotheses to be tested:
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e Hj;: The clinical remission by PRO2 rate in the filgotinib 200 mg group is equal to the
clinical remission by PRO2 rate in the placebo group at Week 58

e H;,: The clinical response by CDALI rate in the filgotinib 200 mg group is equal to the
clinical response by CDAI rate in the placebo group at Week 58

e H;5: The sustained clinical remission by CDAI rate in the filgotinib 200 mg group is equal to
sustained clinical remission by CDAI rate in the placebo group at Weeks 10 and 58

e H;4: The 6-month corticosteroid-free remission by CDALI rate in the filgotinib 200 mg group
is equal to the 6-month corticosteroid-free remission by CDAI rate in the placebo group at
Week 58

e H;,: The sustained clinical remission by PRO2 rate in the filgotinib 200 mg group is equal to
the sustained clinical remission by PRO2 rate in the placebo group at Weeks 10 and 58

e Hig: The 6-month corticosteroid-free remission by PRO2 rate in the filgotinib 200 mg group
is equal to 6-month corticosteroid-free remission by PRO2 rate in the placebo group at
Week 58

e H,3: The clinical remission by PRO2 rate in the filgotinib 100 mg group is equal to the
clinical remission by PRO2 rate in the placebo group at Week 58

e H,,: The clinical response by CDAI rate in the filgotinib 100 mg group is equal to the
clinical response by CDAI rate in the placebo group at Week 58

e H,5: The sustained clinical remission by CDAI rate in the filgotinib 100 mg group is equal to
sustained clinical remission by CDAI rate in the placebo group at Weeks 10 and 58

e H,s: The 6-month corticosteroid-free remission by CDAI rate in the filgotinib 100 mg group
is equal to the 6-month corticosteroid-free remission by CDAI rate in the placebo group at
Week 58

e H,,: The sustained clinical remission by PRO2 rate in the filgotinib 100 mg group is equal to
the sustained clinical remission by PRO2 rate in the placebo group at Weeks 10 and 58

e H,g: The 6-month corticosteroid-free remission by PRO2 rate in the filgotinib 100 mg group
is equal to 6-month corticosteroid-free remission by PRO2 rate in the placebo group at
Week 58

A similar approach as for the EU-specific endpoints will be followed. A graphical illustration for

the testing strategies for the primary and key secondary hypotheses in the Maintenance Study is
shown in Figure 3-4.
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Figure 3-4. Maintenance Study: Testing Strategy for the Primary and Key
Secondary Hypotheses
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3.6. Missing Data and Outliers
3.6.1. Missing Data

In general, missing data will not be imputed unless methods for handling missing data are
specified. Exceptions are presented in this document.

For missing last dosing date of study drug, imputation rules are described in Section 4.2.1.
Imputation and calculation rules for missing patient diary data and other CDAI components are
described in Appendix 3. Imputation and calculation rules for missing SES-CD data are
described in Section 6.1.2. The handling of missing or incomplete dates for AE onset is
described in Section 7.1.5.2 and for prior and concomitant medications in Section 7.4.

3.6.2. Outliers

Outliers will be identified during the data management and data analysis process. All data,
including outliers, will be included in the data analysis, unless otherwise specified.

3.7. Data Handling Conventions and Transformations

In general, age (in years) on the date of the first dose of study drug will be used for analyses and
presentation in listings. If an enrolled subject was not dosed with any study drug, the
randomization date will be used instead of the first dosing date of study drug. For screen failures,
the date the informed consent was signed will be used for age calculation. If only birth year is
collected on the eCRF, “01 July” will be used for the unknown birth day and month for the
purpose of age calculation. If only birth year and month are collected, “15” will be used for the
unknown birth day.

Duration of CD (years) is the number of years between the diagnosis date of CD and date of first
dose of Induction study drug. The partial diagnosis date of CD (if any) will be imputed for
calculation as follows:

e If day and month are missing but year is available, then the imputed day and month will be
01 Jan.

e [f day is missing but the month and year are available, then the imputed day will be the
first day of the month.

o Partial date will not be imputed if the year is missing.
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Non-PK Data that are continuous in nature but are less than the lower limit of quantitation
(LOQ) or above the upper LOQ will be imputed as follows:

e A value that is 1 unit less than the LOQ will be used for calculation of descriptive statistics if
the datum is reported in the form of “< x” (where x is considered the LOQ). For example,
if the values are reported as < 50 and < 5.0, values of 49 and 4.9, respectively, will be used
for calculation of summary statistics. An exception to this rule is any value reported as <1 or
< 0.1, etc. For values reported as < 1 or <0.1, a value of 0.9 or 0.09, respectively, will be
used for calculation of summary statistics.

e A value that is 1 unit above the LOQ will be used for calculation of descriptive statistics if
the datum is reported in the form of “> x (where x is considered the LOQ). Values with
decimal points will follow the same logic as above.

e The LOQ will be used for calculation of descriptive statistics if the datum is reported in the
form of “<x” or “> x” (where x is considered the LOQ).

Natural logarithm transformation will be used for plasma concentrations and analysis of PK
parameters. Plasma concentration values that are below the limit of quantitation (BLQ) will be
presented as “BLQ” in the concentration data listing. Values that are BLQ will be treated as 0 at
predose time points, and one-half the value of the LOQ at postbaseline time points.

The following conventions will be used for the presentation of summary and order statistics:

e [Ifatleast 1 subject has a concentration value of BLQ for the time point, the minimum value
will be displayed as “BLQ.”

e Ifmore than 25% of the subjects have a concentration data value of BLQ for a given time
point, the minimum and Q1 values will be displayed as “BLQ.”

e [fmore than 50% of the subjects have a concentration data value of BLQ for a given time
point, the minimum, Q1, and median values will be displayed as “BLQ.”

e Ifmore than 75% of the subjects have a concentration data value of BLQ for a given time
point, the minimum, Q1, median, and Q3 values will be displayed as “BLQ.”

e Ifall subjects have concentration data values of BLQ for a given time point, all order
statistics (minimum, Q1, median, Q3, and maximum) will be displayed as “BLQ.”

Pharmacokinetic parameters that are BLQ will be imputed as one-half LOQ before log
transformation or statistical model fitting.
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Statistical Analysis Plan Version 2.0
3.8. Analysis Visit Windows

3.8.1. Definitions

3.8.1.1. Induction Studies (Cohorts A and B)

The First Dosing Date of each Induction Study is defined as the date when subjects take the first
dose of Induction study drug, as recorded in the Study Drug Administration eCRF.

The Last Dosing Date of each Induction Study is defined as the date when subjects take the last
dose of Induction study drug as recorded in the Study Drug Administration eCRF.

Study Day will be calculated from the first dosing date of study drug and derived as follows:
e For days on or after first dosing date: Assessment Date — First Dosing Date + 1

e For days prior to the first dosing date: Assessment Date — First Dosing Date

Therefore, Study Day 1 is the day of the first dose of study drug administration.

Baseline is defined as the last available observation on or prior to the first dosing date, unless
otherwise specified.

3.8.1.2. Maintenance Study

The First Dosing Date of Maintenance Study is defined as the date when subjects take the first
dose of Maintenance Study drug, as recorded in th