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PROTOCOL SYNOPSIS

Galapagos NV
Generaal De Wittelaan L11 A3
2800 Mechelen, Belgium

Study Title:

Combined Phase 3, Double-blind, Randomized, Placebo-Controlled
Studies Evaluating the Efficacy and Safety of Filgotinib in the
Induction and Maintenance of Remission in Subjects with
Moderately to Severely Active Crohn’s Disease

IND Number:
EudraCT Number:
Clinical Trials.gov
Identifier:

129646
2016-001367-36

NCT02914561

Study Centers
Planned:

Approximately 500 sites globally

Objectives:

CONFIDENTIAL

The overall objective of the study is to evaluate the effect of
treatment with filgotinib on the induction and maintenance of clinical
remission, as well as, 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.

Cohort A: Biologic-Naive and Biologic-Experienced Subjects,
Induction Study

The primary objectives of Cohort A Induction Study are:

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

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

The key secondary objectives of Cohort A Induction Study are:

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
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The other secondary objectives of Cohort A Induction Study are:
e To evaluate the safety and tolerability of filgotinib

e To assess the pharmacokinetic (PK) characteristics of filgotinib

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 end point on a patient level) at
Week 10
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Cohort A (European Union[EU]-Specific Objectives): Biologic-
Naive and Biologic-Experienced Subjects, Induction Study
The EU-specific primary objectives of Cohort A Induction Study are:
e To evaluate the efficacy of filgotinib as compared to placebo in
establishing clinical remission by PRO2 at Week 10
e To evaluate the efficacy of filgotinib as compared to placebo in
establishing endoscopic response at Week 10
The EU-specific key secondary objectives of Cohort A Induction
Study are:
e To evaluate the efficacy of filgotinib as compared to placebo n
establishing clinical remission by 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 end point on a patient level) at
Week 10
The EU-specific other secondary objectives of Cohort A Induction
Study are:
e To evaluate the safety and tolerability of filgotinib
e To assess the PK characteristics of filgotinib
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Cohort B: Biologic-Experienced Subjects, Induction Study
The primary objectives of Cohort B Induction Study are:
e To evaluate the efficacy of filgotinib as compared to placebo in
establishing clinical remission by CDAI at Week 10
e To evaluate the efficacy of filgotinib as compared to placebo in
establishing endoscopic response at Week 10
The key secondary objectives of Cohort B Induction Study are:
e To evaluate the efficacy of filgotinib as compared to placebo n
establishing clinical remission by PRO2 at Week 10
e To evaluate the efficacy of filgotinib as compared to placebo in
establishing clinical response by CDAI at Week 10
The other secondary objectives of Cohort B Induction Study are:
e To evaluate the safety and tolerability of filgotinib
e To assess the PK characteristics of filgotinib
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 end point on a patient level) at
Week 10
L
L
L
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Cohort B (EU-Specific Objectives): Biologic-Experienced
Subjects, Induction Study
The EU-specific primary objectives of Cohort B Induction Study are:
e To evaluate the efficacy of filgotinib as compared to placebo in
establishing clinical remission by PRO2 at Week 10
e To evaluate the efficacy of filgotinib as compared to placebo in
establishing endoscopic response at Week 10
The EU-specific key secondary objectives of Cohort B Induction
Study are:
e To evaluate the efficacy of filgotinib as compared to placebo in
establishing clinical remission by 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 end point on a patient level) at
Week 10
The EU-specific other secondary objectives of Cohort B Induction
Study are:
e To evaluate the safety and tolerability of filgotinib
e To assess the PK characteristics of filgotinib
L
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Maintenance Study

The primary objectives of the Maintenance Study are:

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

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

The key secondary objectives of the Maintenance Study are:

Galapagos NV
)
1
1
1
1
1
1
)
)
D)
)
)
.
)
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To evaluate the efficacy of filgotinib as compared to placebo in
establishing clinical remission by PRO2 at Week 58

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

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

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

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

To evaluate the efficacy of filgotinib as compared to placebo in
establishing 6-month corticosteroid-free remission by PRO2 at
Week 58
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The other secondary objectives of the Maintenance Study are:
e To evaluate the safety and tolerability of filgotinib
e To assess the PK characteristics of filgotinib
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 end point on a patient level) at
Week 58
. —
. —
| —
gcc
cc
cer
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Maintenance Study (EU-Specific Objectives)

The EU-specific primary objectives of the Maintenance Study are:

e To evaluate the efficacy of filgotinib as compared to placebo n
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

The EU-specific key secondary objectives of the Maintenance Study
are:

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 n
establishing both clinical remission by PRO2 and endoscopic
response (combined into a single end point 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

The EU-specific other secondary objectives of the Maintenance
Study are:

e To evaluate the safety and tolerability of filgotinib

e To assess the PK characteristics of filgotinib
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Study Design: These are combined Phase 3 double-blind, randomized,
placebo-controlled studies to evaluate the efficacy and safety of
filgotinib in the induction and maintenance of clinical remission, as
well as, endoscopic response in subjects with moderately to severely

active CD.
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These studies include:
e Screening (Days -30 to -1)
¢ Randomization (Day 1)
e Blinded Induction Studies (Day 1 to Week 11)
— Cohorts A and B Week 10 efficacy assessments:
= At Week 10, CDAI and PRO?2 to assess clinical remission

= At Week 10, Simple Endoscopic Score for Crohn’s
Disease (SES-CD) to assess endoscopic response

— Blinded Bridge Phase (Week 10 to 11): Dosing will continue

in a blinded fashion through the end of Week 10 until
re-randomization at Week 11
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e Re-randomization (Week 11)

— Subjects in Cohorts A and B who complete the Induction
Study and achieve either clinical remission by PRO2 or
endoscopic response by SES-CD at Week 10 will be
re-randomized into the Maintenance Study at Week 11

— Subjects who do not achieve clinical remission by PRO2 or
endoscopic response at Week 10 will have the option to enter
a separate, Long-Term Extension (LTE) study
(GS-US-419-3896; Galapagos Study ID GLPG0634-CL-310)

¢ Blinded Maintenance Study (Weeks 11 to 58)
e Post-Treatment (PTx) safety assessments

— Subjects who opt out of the LTE study (GS-US-419-3896)
will return 30 days after the last dose of study drug for PTx
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 (GS-US-419-3896)

— Subjects who are eligible and opt to participate in the LTE
study (GS-US-419-3896) can continue into the study without
PTx safety assessments.

Treatment Regimen (Cohorts A and B Induction Studies)

Subjects who meet protocol eligibility criteria will be assigned to the

respective Cohort and subsequently randomized in a blinded fashion

ina 1:1:1 ratio to 1 of 3 treatments as follows:

Treatment 1 (n = 220): filgotinib 200 mg and placebo-to-match

(PTM) filgotinib 100 mg, once daily

Treatment 2 (n = 220): filgotinib 100 mg and PTM filgotinib

200 mg, once daily

Treatment 3 (n = 220): PTM filgotinib 200 mg and PTM filgotinib

100 mg, once daily

Note: United States (US) and Korea males who have not failed at

least two prior biologic therapies (any tumor necrosis factor-alpha

[TNFa] antagonist and vedolizumab) will be randomized in a

1:1 ratio to either filgotinib 100 mg or matching placebo.
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Within each Cohort, treatment assignments will be stratified
according to the following factors in the Induction studies:

Stratification Factors (Cohort A, Biologic-Naive and
Biologic-Experienced Induction Study)

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-mercaptopurine
[6-MP], azathioprine, methotrexate [MTX]) at Day 1,
(Yes or No)

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)

Subjects from Cohort A or B who are eligible for the Maintenance
study will be re-randomized to treatment as follows:

Treatment Assignment Induction Studies Maintenance Study
Cohorts A and B Re-randomization

Treatment 1, 200 mg

Treatment 1, filgotinib 200 mg Treatment 3. Placeh
reatment 3, Placebo

Treatment 2, 100 mg

Treatment 2, filgotinib100 mg Treatment 3. Placeh
reatment 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 manner to either continue on the assigned filgotinib regimen or to placebo for the
duration of the Maintenance study

Stratification Factors (Maintenance Study)

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-mercaptopurine
[6-MP], azathioprine, methotrexate [MTX]) at Day 1,
(Yes or No)
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Substudies: Pharmacokinetic (PK) 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 a separate informed consent. In the PK substudy, the daily
dose of study drug should be administered under supervision in the
clinic (at one 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 post dose.
Number of Approximately 660 subjects for each Cohort for a total of
Subjects Planned: 1320 subjects

Target Population:

Duration of
Treatment:

Diagnosis and
Main Eligibility
Critena:

CONFIDENTIAL

Adult subjects with moderately to severely active CD as defined by:
e (CDALI total score between 220 and 450 (inclusive), AND

¢ PRO2 abdominal pain score > 2 (on a scale of 0 to 3) OR stool
frequency > 4 (refer to Appendix 4), AND

e Evidence of active disease as measured by the SES-CD based on
central reading

— Total score = 6, OR

— If disease 1s limited to the 1leum and/or right colon, a
combined score > 4 in these 2 segments

58 weeks

For a complete list of study inclusion and exclusion criteria, please
refer to Section 4.

Main Eligibility Criteria (Cohorts A & B):

All subjects must meet all of the following criteria to be eligible for
participation in either the Cohort A or B Induction Study.

e Males or non-pregnant, non-lactating females,
ages 18 to 75 years, inclusive based on the date of the screening
visit
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Documented diagnosis of CD with a minimum disease duration
of 3 months with involvement of the ileum and/or colon at a
minimum, documented by the following:

a)

b)

Medical record documentation of, or an ileocolonoscopy
(full colonoscopy with the intubation of terminal ileum)
report dated > 3 months before enrollment, which shows
features consistent with CD, determined by the procedure
performing physician, AND

Medical record documentation of, or a histopathology report
showing features consistent with CD, determined by the
pathologist.

Moderately to severely active CD determined by CDAI 220 to
450 (inclusive), AND PRO2 (abdominal pain score > 2 [on a
scale of 0 to 3] OR stool frequency > 4), AND centrally read
SES-CD score > 6 (or > 4 if disease is limited to the ileum and/or
right colon)

May be receiving the following drugs (subjects on these therapies
must be willing to remain on stable doses for the noted time):

a)

b)

d)

Oral 5-aminosalicylate (5-ASA) compounds provided the
dose prescribed has been stable for at least 4 weeks prior to
randomization; dose must remain stable for the first 10 weeks
after randomization

Azathioprine or 6-MP or MTX provided the dose prescribed
has been stable for 4 weeks prior to randomization; dose must
remain stable for the first 10 weeks after randomization

Oral corticosteroid therapy (prednisone prescribed at a stable
dose < 30 mg/day or budesonide prescribed at a stable dose
of <9 mg/day) provided the dose prescribed has been stable
for 2 weeks prior to randomization; dose must remain stable
for the first 14 weeks after randomization

Antibiotics for the treatment of CD (eg, metronidazole,
ciprofloxacin) provided the dose prescribed has been stable
for 2 weeks prior to randomization. Dose must remain stable
for the first 10 weeks after randomization. Subjects who are
on cyclic therapy must continue their standard low-dose
regimen without change for the first 10 weeks after
randomization.
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Must not have the current following complications of CD:
a) Symptomatic strictures, OR

b) Severe (impassable) rectal/anal stenosis, OR

c) Fistulae other than perianal fistulae, OR

d) Short bowel syndrome, OR

e) Any other manifestation that might require surgery, OR

f) Any other complications which could preclude the use of the
CDALI to assess response to therapy, or would possibly
confound the evaluation of benefit from treatment with
filgotinib

Must not have ulcerative colitis, indeterminate colitis, ischemic

colitis, fulminant colitis, or toxic mega-colon

Must not have active tuberculosis (TB) or history of latent TB
that has not been treated (see inclusion criterion 7 for further
information)

Must not use any prohibited concomitant medications as
described in Section 5.4.2

Cohort A (Biologic-Naive and Biologic-Experienced) Induction

Study
Main Eligibility Criteria, Cohort A ONLY

Subjects must meet all of the additional criteria to be eligible for
participation in Cohort A Induction Study.

Biologic-Naive Subjects

Previously demonstrated an inadequate clinical response, loss of
response to, or intolerance of at least one of the following agents
(depending on current country treatment
recommendations/guidelines):

a) Corticosteroids

1) Active disease despite a history of at least an induction
regimen of a dose equivalent to oral prednisone 30 mg
daily for 2 weeks or intravenously (IV) for 1 week, OR

i1) Two failed attempts to taper steroids below a dose
equivalent of 10 mg daily prednisone, OR

ii1) History of steroid intolerance including, but not limited
to, Cushing’s syndrome, osteopenia/osteoporosis,
hyperglycemia, insomnia, serious infections, depression,
allergic reactions, mood disturbances, or any other
condition that contributed to discontinuation of the agent
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b) Immunomodulators

1) Active disease despite a history of at least a 12 week
regimen of oral azathioprine (> 2 mg/kg/day) or 6-MP
(> 1 mg/kg/day), or MTX (25 mg subcutaneously [SC] or
intramuscularly [IM] per week for induction and > 15 mg
IM per week for maintenance), OR

ii)  History of intolerance to at least one immunomodulator
including, but not limited to, serious infections,
hepatotoxicity, cytopenia, pancreatitis, thiopurine
methyltransferase (TPMT) genetic mutation, allergic
reactions, or any other condition that contributed to
discontinuation of the agent

No prior or current use of any TNFa antagonist including
(but not limited to) infliximab, adalimumab, golimumab,
certolizumab, or biosimilar agents at any time

No prior or current use of vedolizumab at any time

No prior or current use of ustekinumab at any time

Biologic-Experienced Subjects

Previously demonstrated an inadequate clinical response, loss of
response to, or intolerance of, at least one of the following agents
(depending on current country treatment
recommendations/guidelines) or discontinuation of use of at least
one of the following agents for reasons other than inadequate
clinical response, loss of response, or intolerance:

a) TNFa Antagonists

1) Active disease despite a history of at least one induction
regimen of infliximab, adalimumab, certolizumab or
biosimilar as follows:

e Infliximab: A 14-week induction regimen of 5 mg/kg
IV at Weeks 0, 2, and 6 (6 week induction regimen
with 2 doses at Weeks 0 and 2 in EU)

e Adalimumab: A 4-week induction regimen consisting
of 160 mg SC (four 40-mg injections in one day or
two 40-mg injections per day for two consecutive
days) on Day 1, followed by a second dose 2 weeks
later (Day 15) of 80 mg

e Certolizumab: A 8 week induction regimen of 400 mg
SC at Weeks 0, 2 and 4
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b)

OR

i1) Recurrence of symptoms during maintenance therapy
with the above agents, OR

ii1) History of intolerance to any TNFa antagonists including,
but not limited to, serious infections, hepatotoxicity, heart

failure, allergic reactions, or any other condition that
contributed to discontinuation of the agent

Vedolizumab

1) Active disease despite a history of at least a 14-week

induction regimen of vedolizumab consisting of 300 mg

IV at Weeks 0, 2 and 6, OR

i1) History of intolerance to vedolizumab including, but not
limited to, serious infections, hepatotoxicity, cytopenia,
allergic reactions, or any other condition that contributed

to discontinuation of the agent
Ustekinumab

1) Active disease despite a history of a 8 week induction
regimen with a single dose of ustekinumab IV per

weight-based dosing (260mg for up to 55kg; 390mg for
greater than 55 to 85kg; 520mg for greater than 85kg) at

Week 0, OR

i1) Recurrence of symptoms during maintenance therapy
with ustekinumab SC, OR

ii1) History of intolerance to ustekinumab including, but not

limited to, serious infections, allergic reactions, or any

other condition that contributed to discontinuation of the

agent

Must not have used any TNFa antagonist or vedolizumab
< 8 weeks prior to screening, ustekinumab IV or SC <12 weeks
prior to screening, or any other biologic agent < 8 weeks prior to
screening or within 5 times the half-life of the biologic agent
prior to screening, whichever is longer. Subjects who have an
undetectable serum level of a biologic agent since its last dose
using a commercially available assay can undergo study
screening without the above-mentioned waiting period.

Page 21 02 December 2021



Filgotinib
Protocol GS-US-419-3895 Final
Galapagos NV Amendment 9

Cohort B (Biologic-Experienced) Induction Study
Main Eligibility Criteria, Cohort B ONLY

e Previously demonstrated an inadequate clinical response, loss of
response to, or intolerance of, at least one of the following agents
(depending on current country treatment
recommendations/guidelines):

a) TNFa Antagonists

1) Active disease despite a history of at least one induction
regimen of infliximab, adalimumab, certolizumab or
biosimilar as follows:

e Infliximab: A 14-week induction regimen of 5 mg/kg
IV at Weeks 0, 2, and 6 (6 week induction regimen
with 2 doses at Weeks 0 and 2 in EU)

e Adalimumab: A 4-week induction regimen consisting
of 160 mg SC (four 40-mg injections in one day or
two 40-mg injections per day for two consecutive
days) on Day 1, followed by a second dose 2 weeks
later (Day 15) of 80 mg

e C(Certolizumab: A 8 week induction regimen of 400 mg
SC at Weeks 0, 2 and 4

OR

i1)  Recurrence of symptoms during maintenance therapy
with the above agents, OR

1i1)  History of intolerance to any TNFa antagonists including,
but not limited to, serious infections, hepatotoxicity, heart
failure, allergic reactions, or any other condition that
contributed to discontinuation of the agent

b) Vedolizumab

1)  Active disease despite a history of at least a 14-week
induction regimen of vedolizumab consisting of 300 mg
IV at Weeks 0, 2 and 6, OR

i1)  History of intolerance to vedolizumab including, but not
limited to, serious infections, hepatotoxicity, cytopenia,
allergic reactions, or any other condition that contributed
to discontinuation of the agent
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¢) Ustekinumab
1)  Active disease despite a history of a 8§ week induction
regimen with a single dose of ustekinumab IV per
weight-based dosing (260mg for up to 55kg; 390mg for
greater than 55 to 85kg; 520mg for greater than 85kg) at
Week 0, OR
i1)  Recurrence of symptoms during maintenance therapy
with ustekinumab SC, OR
1i1)  History of intolerance to ustekinumab including, but not
limited to, serious infections, allergic reactions, or any
other condition that contributed to discontinuation of the
agent
e Must not have used any TNFa antagonist or vedolizumab
< 8 weeks prior to screening, ustekinumab IV or SC <12 weeks
prior to screening, or any other biologic agent < 8 weeks prior to
screening or within 5 times the half-life of the biologic agent
prior to screening, whichever is longer. Subjects who have an
undetectable serum level of a biologic agent since its last dose
using a commercially available assay can undergo study
screening without the above-mentioned waiting period.
Maintenance Study
Main Eligibility Criteria:
e Completion of Cohort A or Cohort B Induction Study with either
clinical remission by PRO2 or endoscopic response at Week 10
Study Procedures/  Adverse events and concomitant medications will be assessed at each
Frequency: visit.
Non-responding subjects completing all Week 10 assessment will be
eligible to enter the LTE study (GS-US-419-3896).
Subjects who opt out of the LTE study (GS-US-419-3896) will
return 30 days after the last dose of study drug for PTx safety
assessments.
Subjects who are eligible and opt to participate in the LTE study
(GS-US-419-3896) can continue into the study without PTx safety
assessments.
Subjects who complete the Week 58 visit will have the option to
continue study drug in a blinded fashion in the LTE study
(GS-US-419-3896)
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Concomitant Crohn’s Disease Medication Management:

Subjects on permitted concomitant medications for CD that are
described in the inclusion criteria (eg, 5-ASA, and
immunomodulators) must remain on stable doses until Week 10.
Steroids must remain stable to Week 14.

Starting at Week 14, subjects who are on concomitant steroids must
begin tapering steroid therapy. The dose should be reduced at a rate
starting at 2.5 mg per week up to 5 mg per week (or equivalent taper
if not prednisone). Subjects who are on budesonide should have
their daily dose reduced by 3 mg every 3 weeks until they are
completely off steroids. For subjects undergoing taper, steroids may
be increased or restarted at doses up to and including their baseline
dose if return of symptoms is apparent. These subjects will not be
considered treatment failures. Subjects who need to restart or
increase steroid treatment at a dose that exceeds their baseline dose
of steroids (dose may not exceed 30 mg prednisone [or equivalent] or
budesonide 9 mg/day) will be considered treatment failures for all
clinical end points but will be permitted to remain in the study.

e For additional prohibited CD medications, reference Table 5-1.

Test Product, Dose,
and Mode of
Administration:

e Filgotinib 200 mg oral tablet, once daily
e Filgotinib 100 mg oral tablet, once daily

Reference Therapy,
Dose, and Mode of
Administration:

e PTM filgotinib 200 mg oral tablet, once daily
e PTM filgotinib 100 mg oral tablet, once daily

Criteria for
Evaluation:

Safety:

CONFIDENTIAL

Assessment of AEs and concomitant medications will continue
throughout the duration of the study. Safety evaluations include
documentation of AEs, PE (complete or symptom driven), vital
signs, and clinical laboratory evaluations (hematology, chemistry,
urinalysis). An ECG will be performed at screening, Week 10 (or at
Early Termination (ET) if subject terminates prior to Week 10),
Week 26 and Week 58.

A data monitoring committee (DMC) will meet to evaluate all
available safety data accumulated during the study. The initial
meeting will occur after approximately 100 subjects reach Week 10
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.
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Efficacy: Primary efficacy will be assessed by CDAI and SES-CD
(co-primary):
e (Clinical remission by CDALI is defined as CDAI < 150
e Endoscopic response 1s defined as SES-CD score (based on
central reading) reduction of = 50% from baseline
In the EU, primary efficacy will be assessed by PRO2 and SES-CD
(co-primary):
e Clinical remission by PRO2 is defined as abdominal pain score
<1 (on a scale of 0 to 3) AND stool frequency < 3.
e Endoscopic response is defined as SES-CD score (based on
central reading) reduction of > 50% from baseline
Pharmacokinetics:  Plasma concentrations of filgotinib and its metabolite GS-829845

(formerly G254445) will be determined.

Statistical Methods:

CONFIDENTIAL

Induction Studies (Cohorts A and B)

The primary analysis set for efficacy analyses is the Full Analysis
Set (FAS), which includes all randomized subjects who received at
least one dose of study drug in the corresponding Induction Study
(Day 1 to Week 10).

The primary analysis will compare each filgotinib dose group to
placebo on each co-primary end point (the proportion of subjects
achieving clinical remission by CDAI at Week 10 and the proportion
of subjects achieving endoscopic response at Week 10). In the EU,
the primary analysis will compare each filgotinib dose group to
placebo on each co-primary end point (the proportion of subjects
achieving clinical remission by PRO2 at Week 10 and the proportion
of subjects achieving endoscopic response at Week 10).
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The Cochran-Mantel-Haenszel (CMH) approach adjusting for
stratification factors will be used for hypothesis testing of the
co-primary end points. Subjects who do not have sufficient
measurements to determine efficacy end points will be considered
failures (ie, non-responder imputation [NRI]).

The graphical approach {Bretz 2009} of sequentially rejective
Beonferroni-based iterative multiple test procedures will be used to
control a family-wise type I error rate (FWER) at 5% (ie, a = 0.05)
for hypothesis testing on co-primary and key secondary end points.
See Section 8.5.3 for details and the significance level that will be
used to declare a statistically significant treatment effect for each
filgotinib dose group when compared to placebo.

Cohorts A and B End-of-Induction Analysis

Efficacy and safety data will be evaluated by the DMC after all
subjects in Cohorts A and B complete Week 10 dosing

(or prematurely discontinue study drug but complete PTx
assessments). Data from Cohorts A and B (examined independently)
will be used to evaluate the study overall for possible discontinuation
(See Section 8.10 for details).

Maintenance Study

The primary analysis set for efficacy analyses is FAS, which
includes all re-randomized subjects who met the protocol definition
of clinical remission by PRO2 or endoscopic response at Week 10,
and received at least 1 dose of study drug in the Maintenance Study
(Weeks 11 to 58).

The primary analysis will compare each filgotinib dose group to
placebo on each co-primary end point (the proportion of subjects
achieving clinical remission by CDAI at Week 58 and the proportion
of subjects achieving endoscopic response at Week 58). In the EU,
the primary analysis will compare each filgotinib dose group to
placebo on each co-primary end point (the proportion of subjects
achieving clinical remission by PRO2 at Week 58 and the proportion
of subjects achieving endoscopic response end points at Week 58).
The CMH approach adjusting for stratification factors will be used
for hypothesis testing of the co-primary end points. Subjects who do
not have sufficient measurements to determine efficacy end points
will be considered failures (ie, NRI).
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Sample Size:
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The graphical approach {Bretz 2009} of sequentially rejective
Beonferroni-based iterative multiple test procedures will be used to
control a FWER at 5% (ie, a = 0.05) for hypothesis testing on
co-primary and key secondary end points. See Section 8.5.3 for
details and the significance level that will be used to declare a
statistically significant treatment effect for each filgotinib dose group
when compared to placebo.

PharmacoKkinetics:

Plasma concentrations of filgotinib and its metabolite GS-829845
will be listed and summarized using descriptive statistics.

Induction Studies (Cohorts A and B)

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 filgotinib 200 mg 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 end
point needs to achieve statistical significance, the overall power of
97% is calculated as the product of the two individual powers based
on each end point.

For the EU, 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 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 end point needs to achieve statistical significance, the overall
power of 93% is calculated as the product of the two individual
powers based on each end point.
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Maintenance Study

Assuming an induction response rate (ie, proportion of subjects
achieving either 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
filgotinib 200 mg 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 filgotinib 200 mg 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 at
Week 58 and maintenance endoscopic response rate at Week 58
(50% on filgotinib 200 mg and 20% on placebo). Since each end
point needs to achieve statistical significance, the overall power of
94% is calculated as the product of the two individual powers based
on each end point.

For the EU, the sample size was chosen to ensure that a clinically
meaningful difference in both clinical remission rate by PRO2 and
endoscopic response rate at Week 58 could be detected when
comparing filgotinib 200 mg 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 filgotinib 200 mg comparison to
placebo at a 2-sided 0.05 significance level to detect a treatment
difference of 30% in maintenance clinical remission rate by PRO2 at
Week 58 and maintenance endoscopic response rate at Week 58
(50% on filgotinib 200 mg and 20% on placebo). Since each

end point needs to achieve statistical significance, the overall power
of 94% is calculated as the product of the two individual powers
based on each end point.

This study will be conducted in accordance with the guidelines of Good Clinical Practice (GCP)
including archiving of essential documents.
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GLOSSARY OF ABBREVIATIONS AND DEFINITION OF TERMS

5-ASA
6-MP
ADL

AE

ALT

ANC
ANCOVA
AP

AST

AUC

BLQ
BMI
C. diff
CC&G
CD
CDAI
CES
CFR
CI
CIA
CK

Cmax

CMH
CMV
CNS
CPK
CRF
CRO
CTCAE
CVEAC
CYP
DAI
DMC
DNA

CONFIDENTIAL

S-aminosalicylate
6-mercaptopurine
Activities of Daily Living
adverse event

alanine aminotransferase
absolute neutrophil count
analysis of covariance
abdominal pain

aspartate aminotransferase

area under the plasma/serum/peripheral blood mononuclear cell
concentration, drug versus time curve

I
below the limit of quantitation
body mass index

Clostridium difficile
Cockceroft-Gault

Crohn’s disease

Crohn’s Disease Activity Index
Carboxylesterases

Code of Federal Regulations
confidence interval
collagen-induced arthritis
creatine kinase

the maximum observed serum/plasma/peripheral blood mononuclear
(PBMC) concentration of drug

Cochran-Mantel-Haenszel

cytomegalovirus

central nervous system

creatine phosphokinase

case report form(s)

contract (or clinical) research organization
I

clinical study report

Common Terminology Criteria for Adverse Events
Cardiovascular Safety Endpoint Adjudication Committee
Cytochrome P450

disease activity index

data monitoring committee

deoxyribonucleic acid
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DSS dextran sodium sulfate
E.coli Escherichia coli
EC ethics committee
ECG Electrocardiogram
eCRF electronic case report form(s)
EDC Electronic Data Capture
e-Diary electronic diary
EMA European Medicines Agency

eSAE system
ET

EU
EudraCT
FAS
FDA
FWER
GCP
GI-
HBcAB
HBsAB
HBsAG
HBV

HCV
HDL
HDPE
hERG
HIV
HLGT
HLT

EI

IBD

ICso
ICF
ICH

IEC

CONFIDENTIAL

electronic SAE system

early termination

European Union

European clinical trials database

Full Analysis Set

(United States) Food and Drug Administration
family-wise type I error rate

Good Clinical Practice (Guidelines)

gastrointestinal

Hepatitis B Vir