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PROTOCOL SYNOPSIS

Gilead Sciences, Inc.
333 Lakeside Drive
Foster City, CA 94404

Study Title: Combined Phase 2b/3, Double-Blind, Randomized, Placebo-Controlled
Studies Evaluating the Efficacy and Safety of Filgotinib in the Induction
and Maintenance of Renussion i Subjects with Moderately to Severely
Active Ulcerative Colitis

IND Number: 129647

EudraCT Number: 2016-001392-78

Clinical Trials.gov

Identifier: NCT02914522

Study Centers
Planned:

Approximately 500 sites globally

Objectives:

CONFIDENTIAL

The overall objective of the study 1s to evaluate the effect of treatment
with filgotinib on the induction and maintenance of remussion mn subjects
with moderately to severely active ulcerative colitis (UC). Subjects who
are biologic-naive and biologic-experienced will be enrolled in Cohorts A
and B respectively. Treatment assignments will be randonuzed within
each Cohort.

Cohort A: Biologic-Naive Subjects. Induction Study
The primary objective of Cohort A Induction Study 1s:

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing endoscopy/bleeding/stool (EBS) remission at Week 10

The key secondary objectives of Cohort A Induction Study are:

e To evaluate the efficacy of filgotinib as compared to placebo 1n
establishing Mayo Climie Score (MCS) renussion at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing an endoscopic subscore of 0 at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing Geboes histologic remission at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing MCS renussion (alternative definition) at Week 10

Page 6§ 02 Apmil 2019
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The other secondary objectives of Cohort A are:
e To evaluate the safety and tolerability of filgotimb

e To assess the pharmacokinetic (PK) characteristics of filgotimib
The exploratory objectives of Cohort A Induction Study are:

e To evaluate the efficacy of filgotinib as compared to placebo in
improving endoscopic appearance as determined by Ulcerative Colitis
Endoscopic Index of Sevenity (UCEIS) scoring system at Week 10

¢ To evaluate the association of changes in systemic or localized
inflammatory biomarkers (eg, including but not limited to
C-reactive protein [CRP], fecal calprotectin, fecal lactoferrin, and
fecal matrix metallopeptidase-9 [MMP-9]) with clinical outcomes

* To evaluate stool microbiome

e To charactenize the association of host genetics and other markers
with disease severity, disease progression, and treatment response to
filgotimb

e To evaluate health-related quality of life (HRQoL)

e To evaluate the effect of filgotinib on health care resource utilization
(HCRU)

e To evaluate the efficacy of filgotinib as compared to placebo in
achieving novel histologic outcomes (eg, resolution of basal
plasmacytosis)

Cohort B: Biologic_Experienced Subjects. Induction Study
The primary objective of Cohort B Induction Study 1s:

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

The key secondary objectives of Cohort B Induction Study are:

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

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing an endoscopic subscore of 0 at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing Geboes histologic remission at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing MCS renussion (alternative definition) at Week 10

CONFIDENTIAL Page 7 02 April 2019



Filgotinib
Protocol GS-US-418-3808 Final
(Gilead Sciences, Inc. Amendment 5

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

e To assess the PK characteristics of filgotimib
The exploratory objectives of Cohort B Induction Study are:

e To evaluate the efficacy of filgotinib as compared to placebo in
improving endoscopic appearance as determined by UCEIS scoring
system at Week 10

¢ To evaluate the association of changes in systemic or localized
inflammatory biomarkers (eg, including but not limited to CRP,
fecal calprotectin, fecal lactoferrin, and fecal MMP-9) with clinical
outcomes

* To evaluate stool microbiome

e To charactenize the association of host genetics and other markers
with disease severity, disease progression, and treatment response to
filgotimb

s To evaluate HRQoL
e To evaluate the effect of filgotinib on HCRU

e To evaluate the efficacy of filgotinib as compared to placebo in
achieving novel histologic outcomes (eg, resolution of basal
plasmacytosis)

Maintenance Study:
The primary objective of the Maintenance Study 1s:

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

The key secondary objectives of the Maintenance Study are:

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

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing sustained EBS remussion at Week 58, defined as EBS
remussion at both Weeks 10 and 58

e To evaluate the efficacy of filgotinib as compared to placebo m
establishing 6-month corticosteroid-free EBS renussion at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing an endoscopic subscore of 0 at Week 58

CONFIDENTIAL Page 8 02 April 2019
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e To evaluate the efficacy of filgotinib as compared to placebo m
establishing Geboes histologic remission at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing MCS renussion (alternative definition) at Week 58

The other secondary objectives of the Maintenance Study are:
e To evaluate the safety and tolerability of filgotimb

e To assess the PK characteristics of filgotimib

The exploratory objectives of the Maintenance Study are:

e To evaluate the efficacy of filgotinib as compared to placebo in
improving endoscopic appearance as determined by UCEIS scoring
system at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in
establishing sustained MCS remission at Week 58, defimed as MCS
remussion at both Weeks 10 and 58

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

¢ To evaluate the association of changes in systemic or localized
inflammatory biomarkers (eg, including but not limited to CRP,
fecal calprotectin, fecal lactoferrin, and fecal MMP-9) with clinical
outcomes

* To evaluate stool microbiome

e To charactenize the association of host genetics and other markers
with disease severity, disease progression, and treatment response to
filgotimb

s To evaluate HRQoL
e To evaluate the effect of filgotinib on HCRU

e To evaluate the efficacy of filgotinib as compared to placebo in
achieving novel histologic outcomes (eg, resolution of basal
plasmacytosis)

CONFIDENTIAL Page 9 02 April 2019
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Study Design:

CONFIDENTIAL

These are combined Phase 2b/3, double-blind, randonmuized,
placebo-controlled studies evaluating the efficacy and safety of filgotimib
in the mduction and maintenance of remission i subjects with
moderately to severely active ulcerative colitis.
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These studies include:

Screemng (Days -30 to -1)

Randomization (Day 1)

Blinded Induction Studies (Day 1 to Week 11)

— Cohorts A and B Week 10 efficacy assessments:

— At Week 10, MCS to assess MCS response or EBS remission

— 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

Re-randomization (Week 11)

— Subjects in Cohorts A and B who complete the Induction Study
and achieve either EBS remission or MCS response at Week 10
will be re-randomized into the Maintenance Study at Week 11

— Subjects who achieve neither EBS remission nor MCS response at
Week 10 will have the option to enter a separate, Long-Term
Extension (LTE) study (GS-US-418-3899)

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

— Subjects who opt out of the LTE study (GS-US-418-3899) will
refurn 30 days after the last dose of study drug for PTx safety
assessments
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— 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-418-3899)

— Subjects who are eligible and opt to participate in the LTE study
(GS-US-418-3899) can continue into the study without PTx safety
assessments

Treatment Regimen (Cohorts A and B Induction Studies)

Based on protocol eligibility criteria, subjects will be screened for
enrollment in either Cohort A or Cohort B.

Subjects who meet protocol eligibility criteria will be assigned to the

respective Cohort and subsequently randonized m a blinded fashion in a
2:2:1 ratio to 1 of 3 treatments as follows:

Treatment Group 1 (n = 260): filgotimib 200 mg and placebo-to-match
(PTM) filgotimib 100 mg, once daily

Treatment Group 2 (n = 260): filgotimb 100 mg and PTM filgotinib
200 mg, once daily

Treatment Group 3 (n = 130): PTM filgotimib 200 mg and PTM
filgotimb 100 mg, once daily

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

2 biologic therapies (any tumor necrosis factor-alpha [TNFa] antagonist
and vedolizumab) will be randomized 1n a 2:1 ratio to either filgotimb
100 mg or matching placebo.

Within each Cohort, treatment assignments will be stratified according to
the following factors in the Induction and Maintenance studies:

Stratification Factors (Cohort A. Biologic-Naive Induction Study

e Concomutant use of oral, systenucally absorbed corticosteroids
(eg, predmisone) at Day 1, (Yes or No)

e Conconutant 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 Concomutant use of oral, systenucally absorbed corticosteroids
(eg, predmisone) at Day 1, (Yes or No)

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

Page 11 02 April 2019
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Substudies:

Number of
Subjects
Planned:

CONFIDENTIAL

Stratification Factors (Maintenance Study)

¢ Participation in Cohort A or Cohort B

¢ Concomifant use of oral. systemically absorbed corticosteroids
(eg, prednisone) at Day 1, (Yes or No)

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

Re-randomization for Maintenance Studv at Week 11

¢ Subjects from Cohorts A and B who meet protocol-specified
ehigibility critena 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, Placebo

Treatment 2. 100 mg

Treatment 2, filgotinib 100 mg
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 manner to either continue on the assigned filzotinib regimen or to placeho for the durstion of
the Mamtenance study.

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 additional PK samples
should be collected predose and at 0.5, 1, 2, 3, 4, and 6 hours post dose.

Approximately 650 subjects for each Cohort, for a total of 1300 subjects

Page 12 02 Apnl 2019
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Target
Population:

Duration of
Treatment:
Diagnosis and
Main Eligibility
Criteria:

CONFIDENTIAL

Adult subjects with moderately to severely active UC as defined by an
MCS criteria of a centrally read endoscopic subscore of = 2, a rectal
bleeding subscore of = 1, a stool frequency subscore > 1 and a
physician’s global assessment subscore (PGA) of = 2, with a total MCS
of 6 to 12, inclusive.

58 weeks

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

A subject may enter either Cohort A or Cohort B based on prior exposure
to biologic therapy.
Main Eligibility Criteria (Cohoris 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 screenmng visit

¢ Documented diagnosis of UC of at least 6 months AND with a
mimmum disease extent of 15 cm from the anal verge.
Documentation should include endoscopic and histopathologic
evidence of UC as follows:

a) The criteria for documentation of UC based on endoscopy will be
medical record documentation of, or an ileocolonoscopy
(full colonoscopy with the mtubation of the ternunal 1leum)
report dated = 6 months before enrollment, which shows features
consistent with UC, determined by the procedure performing
physician

b) The criteria for documentation of UC based on histopathology
will be medical record documentation of or a histopathology
report indicating features consistent with UC as determuned by the
pathologist

e A surveillance colonoscopy 1s required prior to screening in subjects
with a lustory of UC for 8 or more years, if one was not performed in
the prior 24 months

e Moderately to severely active UC as deternuned by a centrally read
endoscopy score = 2, a rectal bleeding score = 1, a stool frequency
score = 1, and PGA of = 2 as determuned by the Mayo clinic scoring
system (reference Appendix 4) with endoscopy occurring during
screeming; total score must be between 6 and 12, inclusive
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May be recerving the following drugs (subjects on these therapies
must be willing to remain on stable doses for the noted times):

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

b) Azathioprine, 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 randonuzation

¢) 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 randonuzation

Must not have Crohn’s disease, indeterminate colitis, 1schemuc colitis,
fulminant colitis, 1solated ulcerative proctitis, or toxic mega-colon
Must not have active tuberculosis (TB) or history of latent TB that
has not been treated (see inclusion criterion 8 for further information)

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

Cohort A (Biologic-Naive) Induction Study

Main Eligibility Criteria, Cohort A ONLY

Subjects must meet all of the additional following critenia to be eligible
for participation in Cohort A induction study.

Previously demonstrated an madequate clinical response, loss of

response to, or intolerance to at least 1 of the following agents

(depending on current country treatment

recommendations/gmdelines):

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

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

1)  History of steroid intolerance including, but not limuted to,
Cushing’s syndrome, osteopemia/osteoporosis,
hyperglycemma, insomma, 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 listory of at least a 12 week regimen
of oral azatluoprine (= 2 mg/kg/day) or 6MP (= 1 mg/kg/day),
or MTX (25 mg subcutaneously [SC] or intrammscularly [TM]
per week for induction and = 15mg IM per week for
maintenance) OR

1) History of intolerance to at least one immunomodulator
mcluding, but not limited to, serious infections, hepatotoxicity,
cytopema, 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 antagomist including (but not
limited to) inflzamab, adalimumab, golimumab, certolizumab, or
biosimilar agents at any time

No prior or current use of vedolizumab at any time

Cohort B (Biologic_Experienced) Induction Study
Main Eligibility Criteria, Cohort B ONLY

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

a) TNFa Antagonists

1) Active disease despite a history of at least 1 induction regimen
of a TNFa Antagonist:

o Infliximab: Minimum induction regimen of 5 mg/kg at 0,
2, and 6 weeks (in the European Union [EU], duration of
treatment of 14 weeks)

o Adalimumab: An 8-week induction regimen consisting of
160 mg (four 40-mg injections in one day or two 40-mg
mjections per day for two consecutive days) on Day 1,
followed by a second dose 2 weeks later (Day 15) of
80 mg and a 40 mg dose 2 weeks later (Day 29), followed
by a 40 mg dose every other week until Week 8 (Day 57).

o Golimumab: A mmimum induction duration of 6 weeks
(12 weeks m EU) 1s required for golimumab, which
includes 200 mg SC mjection at Week 0, followed by
100 mg at Week 2, and then 100 mg every 4 weeks OR
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Study
Procedures/

Frequency:
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1) Recurrence of symptoms during maintenance therapy with the
above agents, OR

u1) 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
(10 weeks i EU) induction regimen of vedolizumab
consisting of 300 mg IV at Weeks 0, 2, and 6 OR

1) History of intolerance to vedolizumab mcluding, but not
limited to, serious infections, hepatotoxicity, cytopema,
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 or any other biologic agent < 8 weeks prior to
screeming or within 5 times the half-life of the biologic agent prior to
screeming, whichever 1s longer

Maintenance Study

Main Eligibility Criteria

e Completion of Cohort A or Cohort B Induction Study with MCS
response or EBS renussion based on Week 10 assessments

Study visits for all subjects will occur at screeming, Day 1 and Week 2 to
Week 11 (Induction) and Week 14 to Week 58 (Maintenance).

Screemng assessments will include complete medical history and
physical examination (PE), vital signs, laboratory assessment, MCS
assessment with flexable sigmoidoscopy/colonoscopy with biopsies,
pregnancy test (for females of childbearing potential as defined by
Appendix 6), subject electromic diary (eDiary), HRQoL review, standard
12-lead electrocardiogram (ECG), adverse events (AEs) and concomutant
medication assessment.

Mayo Chnic Score assessment with flexible sigmoidoscopy/colonoscopy
and biopsies must be performed during screening, and at the Weeks 10
and 58 wisits. If normal margins are not apparent from sigmoidoscopy or
if proximal colonic involvement is suspected, a full colonoscopy should
be performed at all-time points where endoscopic evaluation 1s
performed.

Sparse plasma PK samples will be collected prior to dose at Weeks 10
and 58, post dose at Week 4 (at least 30 minutes and up to 3 hours after
dosing), and at any time at Week 26.
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Adverse events and concomitant medications will be assessed at each
visit.

Non-responding subjects completng all Week 10 assessments will be
eligible to enter the LTE study (GS-US-418-3899).

Subjects who opt out of the LTE study (GS-US-418-3899) 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-418-3899) can confinue nto 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-418-3899).

Concomitant Ulcerative Colitis Medication Management:

Subjects on permutted concomitant medications for UC that are described
in the mclusion 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 tapening 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 predmisone). 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 15 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 predmsone [or equivalent] or budesonide 9 mg/day) will be
considered treatment failures for all climical endpoints but will be
pernmutted to remain in the study.

For additional prolibited UC medications, reference Table 5-1.

Test Product, Dose,
and Mode of
Administration:

Filgotimib 200 mg oral tablet, once daily
Filgotimib 100 mg oral tablet, once daily

Reference Therapy,
Dose, and Mode of
Administration:

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

CONFIDENTIAL
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Criteria for
Evaluation:

Safety:

Efficacy:

Pharmacokinetics:

Biomarkers:

Assessment of AEs and concomitant medications will continue
throughout the duration of the study. Safety evaluations mclude
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
Termmation (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 for each
mduction study (Cohorts A and B, separately) will occur atter
approximately 100 subjects (20 from placebo group and 40 from each
filgotinib treatment group) reach Week 10. The second meeting for each
mduction study will include an interim futility analysis and cceur after
approximately 175 subjects (35 from placebo group and 70 from each
filgotinib treatment group) reach Week 10. Following the interim futility
analysis meeting, subsequent meetings will occur approximately

once every 4 months or at a frequency determined by the DMC.

Primary efficacy will be assessed by EBS remission, defined as an
endoscopic subscore (based on central reading) of 0 or 1 (referencing the
Mayo Score), rectal bleeding subscore of 0, and at least a 1 point
decrease n stool frequency from baseline to achieve a subscore of 0 or 1.

Efficacy will also be assessed using the full MCS composed of

4 sub-scores (stool frequency, rectal bleeding, endoscopic findings. and
PGA), ranging from 0 to 12. Assessments during non-endoscopic visits
may use the partial MCS, which mecludes all components except flexible
sigmoidoscopy/colonoscopy. Geboes histologic remission will be
assessed using the Geboes histologic scores composed of 6 different
grades for evaluation of disease sevenity in UC.

Plasma concentrations of filgotinib and its metabolite G5-829845
(formerly G254445) will be determuned.

Blood samples will be collected (predose. if applicable) at Day 1, and
Weeks 4, 10, 26, and 58 for assessment of markers of inflammation,
immune status, peripheral blood mononuclear cell (PBMC), and the
Janus Kinase-Signal Transducer and Activator of Transeription
(JAK-STAT) pathway. Histopathologic and immunohistochenustry
(IHC') assessments will be performed on biopsies at screening and

Weeks 10 and 58. Microbiome samples will be collected at screening and

CONFIDENTIAL
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Methods:
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Induction Studies (Cohorts A and B)

The primary analysis set for efficacy analyses 1s the Full Analysis Set
(FAS), which includes all randonuzed subjects who received at least
1 dose of study drug i the corresponding induction study (Day 1 to
Week 10).

The primary analysis will compare each filgotimib dose group to placebo
on the proportion of subjects achueving EBS remission at Week 10. The
Cochran-Mantel-Haenszel (CMH) approach adjusting for stratification
factors will be used for hypothesis testing of the primary endpoint.

The graphical approach {Bretz 2009} to sequentially rejective multiple
test procedures will be used to control a fanuly-wise type I error rate
(FWER) at 5% (1e, & = 0.05) for hypothesis testing on primary and key
secondary endpomts: Once all hypotheses within the same filgotimib
dosing regimen are rejected, then the respective alpha can be passed on to
the other regimen’s hypotheses. See Section 8.5.3 for details and the
significance level that will be used to declare a statistical sigmficant
treatment effect for each filgotinib dose group when compared to
placebo. Subjects who do not have sufficient measurements to determine
efficacy endpoints will be considered failures (1e, non-responder
imputation [NRI]).

Interim Futility Analysis: Induction Studies (Cohorts A and B)

After 175 subjects (35 from placebo group and 70 from each filgotimib
treatment group) complete Week 10 assessments or discontinue from the
study, an mterim futility analysis will be conducted to evaluate
endoscopic efficacy and safety. The proportion of subjects who achieve
endoscopic response (endoscopic subscore of 0 or 1) for each treatment
group will be evaluated. For each filgotimib dose group comparison with
placebo, the DMC may recommend to terminate that respective filgotimib
dose group 1f the observed proportion of subjects who achieve
endoscopic response m that filgotinib dose group 1s less than that in the
placebo group. If both filgotimb dose group compansons meet the futility
criteria, the DMC may recommend stopping the study.
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Sample Size:
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Cohorts A and B End of Induction Analvsis

Efficacy and safety data will be evaluated by the DMC and a
pre-specified sponsor’s executive team after all subjects in Cohorts A and
B complete Week 10 dosmng (or prematurely discontinue study drug but
complete PT assessments). Data from Cohorts A and B (examined
independently) will be used to evaluate the study overall for possible
discontinuation (See Section 8.10 and Section 8.11 for details).

Maintenance Study

The primary analysis set for efficacy analyses 1s the FAS, which includes
all re-randomized subjects who met the protocol definition of EBS
renussion or MCS response at Week 10, and received at least 1 dose of

study drug in the Mamtenance Study (Weeks 11 to 58).

The primary analysis will compare each filgotimib dose group to placebo
on the proportion of subjects achueving EBS remission at Week 58. The
CMH approach adjusting for stratification factors will be used for
hypothesis testing of the pnmary endpoint. See Section 8.53 for details
and the significance level that will be used to declare a statistical
significant treatment effect for each filgotinib dose group when compared
to placebo. Subjects who do not have sufficient measurements to
determune efficacy endpoints will be considered failures (1e, NRI).

PharmacokKkinetics:

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

Induction Studies (Cohorts A and B)

The sample size was chosen to ensure that a climcally meaningful
difference in EBS remussion rate at Week 10 could be detected when
comparing filgotinib to placebo within each Induction Study.

A sample size of 130 subjects in the placebo group and 260 subjects in
each filgotimib dose (200 mg or 100 mg) group (n = 650 per cohort) will
provide 90% power for each filgotinib dose group comparison to placebo
at a 2-sided 0.025 significance level to detect a treatment difference in
EBS remission rate of 15% (25% on filgotimib and 10% on placebo).
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Maintenance Study

Assuming an mduction response rate (ie, proportion of subjects achieving
erther EBS remission or MCS response at Week 10) of 55% among
subjects recerving filgotimb 200 mg or 100 mg treatment, approximately
285 subjects from each filgotimib 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 climcally meaningful
difference in EBS remission rate at Week 58 could be detected when
comparing each filgotimb dose group (200 mg or 100 mg) to placebo in
the Maintenance Study.

A sample size of 95 subjects in the placebo group and 190 subjects in the
filgotimb group at the same dose level as the induction dose will provide
more than 85% power for each filgotinib dose group comparison to
placebo at a 2-sided 0.025 significance level to detect a treatment
difference in maintenance EBS remussion rate of 20% (40% on filgotimb
and 20% on placebo).

This study will be conducted in accordance with the gmidelines of Good Chinical Practice (GCP)

CONFIDENTIAL

mcluding archiving of essential documents.
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GLOSSARY OF ABBREVIATIONS AND DEFINITION OF TERMS

C.diff
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5-aminosalicylate

G-mercaptopurine

Activities of Daily living

adverse event

alanine aminotransferase

absohite neutrophil counts

analysis of variance

aspartate aminotransferase

area under the plasma/semum/peripheral blood mononuclear cell concentration, drug versus
fime curve

Biomarker Analysis Plan

below the limit of quantitation

body mass index

clostridium difficile

Cockeroft-Gault

Crohn’s Disease

Crohn’s Disease Activity Index
Carboxylesterase

Code of Federal Regulations

confidence interval

collagen-induced arthritis

creatine kinase

the maximm observed serum/plasma/peripheral blood mononuclear (PBMC)
concentration of drug
Cochran-Mantel-Haenszel
cytomegalovins

central nervous system

creatine phospholinase

creatinine clearance

case report form(s)

contract (or clinical) research organization
c-reactive protein

clinical study report

Common Terminology Criteria for Adverse Events
cytochrome P450

Disease Activity Index

data monitoring committee
deoxyribomucleic acid

dextran sulfate sodium
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E coli
EBS

GSI

HBcAb

HDPE

HLGT

HRQoL

IBD
IBDQ
ICso
ICF
ICH

IEC

CONFIDENTIAL

Escherichia coli
endoscopy/bleeding/stool

ethics committee
electrocardiogram

electronic case report form(s)
Electronic Data Capture
electronic diary

Furopean Medicines Agency
FuroQQol five dimensions
electronic SAFE system

early termination

Furopean Union

Furopean clinical trials database
full analysis set

{United States) Food and Dmg Administration
Good Clinical Practice (Guidelines)
gasirointestinal

(Gilead Sciences, Inc.
genitourmary

hepatitis B virus core antibody
hepatitis B virus surface antibody
hepatitis B virus surface antigen
hepatitis B virus

health care resource ufilization
hepatitis C virus

high-density lipoprotein

high density polyethylene

human ether-a-gogo

Human Immunodeficiency Virus
High-Level Group Term
High-Level Term

health related quality of life
Investigator Brochure
inflammatory bowel disease
Inflammatory Bowel Disease (Juestionnaire

concentration of an inhibitor that is required for 50-percent inhibition

informed consent form

International Council for Harmonisation of Technical Requirements for Pharmacenticals

for Human Use
independent ethics committee
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Im-12 interleukin

M intrammscular

VP investigational medicinal product

IND investigational new dmg

INR international normalized ratio

IRB institutional review board

IUD intrauterine device

v infravenous

TWES interactive web response system

JAK Janus kinase

JAE-STAT Janus Kinase (JAK)-Signal Transducer and Activator of Transcription (STAT)
LAM lactational amenorrhea method

ILDL low-density lipoprotein

LL.OQ lower limit of quanfitation

LLT Lower-Level Term

LOCF Last Observation Carned Forward

LTE long-term extension

MCS Mayo Clinic Score

MedDRA Medical Dictionary for Regulatory Activities
MMP-O matrx metallopeptidase-9

MTX methotrexate

NOEL no-observed-effect-levels

NEI non-responder imputation

NSAID nonsteroidal anti-inflammatory drugs

O&P ova and parasites test

OAT Organic anion transporters

PBMC peripheral blood mononuclear cell

PCP PReumocCystis pnenmonia

ED pharmacodynamics

PE physical examination

PEG polyethylene glycol

PGA physician’s global assessment

P-gp p glycoprotein

PI principal investigator

PK pharmacokinetic

PTM placebo to match

PTx pPost-tTreatment

PVE Pharmacovigilance and Epidemiology

Q1 1% quartile

Q3 3" quartile
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RA rheumatoid arthritis

ENA ribomucleic acid

RT-PCR reverse transcription polymerase chain reaction
SADR serious adverse drug reaction

SAE serious adverse event

SAP Statistical Analysis Plan

sC subcutaneous

sD standard deviation

SES-CD Simple Endoscopic Score for Crohn’s Disease
SF-36 Short Form Health Survey

| international system of units

sS0C system organ class

SOP standard operating procedure

spp species

STAT signal transducer and activator of transcription
SUSAR Suspected Unexpected Serious Adverse Reaction
B tuberculosis

TEAE treatment-emergent adverse event

TgrasH2 transgenic mouse

TNFa tumor necrosis factor-alpha

TPMT thiopurine methyltransferase

TYK tyrosine kinase

uc ulcerative colitis

UCEIS ulcerative colitis endoscopic index of severity
UGT uridine 5'-diphospho-glucuronosyltransferase
ULN upper limit of the normal range

Us United States

viPBMC visibly frozen peripheral blood monomuclear cell
WBC white blood cell

WPAI Work Productivity and Activity Impairment
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Corticosteroid-Free Remission
EBS Remission

Endoscopic Response
Geboes histologic remission

Mayo Clinic Score”

Mayo Clinic Score Remission
Mayo Clinic Score Remission
{Alternative Definition)

Mayo Clinic Score Response

Partial Mayo Clinic Score

DEFINITION OF TERMS

EBS remission with no corticosteroid use for at least 6 months prior to Week 58
among subjects who are on corficosteroid at Baseline

An endoscopic subscore of 0 or 1, rectal bleeding subscore of 0, and at least a
one point decrease in stool frequency from baseline to achieve a subscore of 0 or 1

Endoscopic subscore of 0 or 1
Based on the Geboes Scale, all of the following nmst be met to be considered in

Geboes histologic remission.
Grade 0 =03

Grade 1 =1.1

Grade 2a =2A73

Grade 2b 2B0O

Grade 3 3.0

Grade 4 40

Grade 5 50

Composed of sub-scores from endoscopy, rectal bleeding, stool frequency, and
PGA

MCS of = 2 points and no individual subscore = 1 point

Rectal bleeding, stool frequency, and PGA subscore of (0 and an endoscopic
subscore of 0 or 1; overall MCS of < 1

A Mayo Clinic Score (MCS) reduction of = 3 points and at least 30% from
baseline score with an accompanying decrease in rectal bleeding subscore of
= 1 point or an absolute rectal bleeding subscore of 0 or 1

Composed of sub-scores from rectal bleeding, stool frequency, and PGA

*  Rectal bleeding and stool frequency subscores will be rounded to the nearest integer for determination of eligibility and

calculation of endpoints

CONFIDENTIAL
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1. INTRODUCTION

1.1. Background

Ulcerative colitis (UC) 15 a chronic, intermittent, relapsing disease charactenzed by mflammation
of the colonic mucosa, which 1s limited to the colon and rectum. The disease characteristically
commences in the rectum and may extend proximally n an uninterrupted pattern into the colon.
It can mvolve the entire colon (pan-colitis), the left colon, or 1solated recto-sigmoid disease with
patients being equally distributed in those 3 phenotypes. In the United States (US), the
prevalence of UC has been estimated to be 238 per 100,000 adults {Kappelman 2007}. Europe
has the highest reported prevalence values for inflammatory bowel disease

(IBD; 505 per 100,000 persons for UC and 322 for Crohn’s Disease [CD]). The annual
mncidence of UC 1s 24.3 per 100,000 person-years in Europe and the imncidence 1s 6.3 per

100,000 person-years for UC in Asia {Molodecky 2012}. The incidence and prevalence of IBD
appear to be increasing over time globally. The hallmark symptoms of the disease are bloody
diarrhea, rectal urgency, and tenesmus. The clinical course tends to wax and wane with periods
of remission interspersed with peniods of active disease. Ulcerative colitis may also be associated
with extra-intestinal manifestations mcluding ocular lesions, skin lesions, arthritis, and primary
sclerosing cholangitis. The exact pathophysiology 1s not known but in general, genetic
predisposition in conjunction with environmental and social factors (such as history of tobacco
use, medication history, and geography) may impact development of disease. Discoordmated
activity of both mnate and adaptive immune responses in combination with epithelial barner
defects and dysbiosis lead to an inflammatory cascade resulting in chinical signs and symptoms
of UC {Ungaro 2016}.

In addition to abdomunal pain and rectal bleeding that both impact activities of daily hiving and
quality of life for patients with UC, the disease also carries an increased risk of colorectal
cancer{Ungaro 2016}. With poorly controlled disease, the rate of developing colorectal cancer
mncreases with time. The nisk of colorectal cancer in UC patients 1s decreasing over time partially
due to better control of inflammation and colonoscopic surveillance {Beaugerie 2015}. Overall,
UC patients still experience a greater risk of colorectal cancer; in one meta-analysis of
population based cohorts the risk was 2 4-fold {Jess 2012} Thus, UC represents a serious,
life-threatening disease for which new therapies are needed to interrupt the nflammatory process
to prevent disease progression, restore quality of life, and reduce the nisk of colorectal cancer.

Treatment of UC 1s dependent on the severity and the location of disease. Goals of treatment
include improved quality of life, reduction in long-term corticosteroid use, and mimmization of
cancer risk. Mild to moderate distal colitis may be treated with oral aminosalicylates, topical
mesalamine, or topical steroids {Kombluth 2010} . For moderate disease, oral corticosteroids,
and immunomodulators such as azathioprine and 6-mercaptopurine (6-MP) may be utilized
{Danese 2011} For more moderate to severe disease, patients are commonly treated with a
tumor necrosis factor-alpha (TNFa) antagonist infusion or injection such as inflimab
(Remicade®), adalimumab (Humira®), and golimumab (Simponi®). Vedolizumab (Entyvio®), an
mjectable mtegrin a4f7 monoclonal antibody, 1s also approved for moderately to severely active
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disease. Ustekinumab (Stelara® CNTO 1275; an I1-12 and IL-23 monoclonal antibody),
upadacitimb (JAK inhibitor), etrolizumab (PRO145223; monoclonal antibody targeting the

p7 subunit of the heterodimeric mtegrins 04p7 and aEB7), nsankizumab (IL-23 antibody) and
ozanmimod (RPC1063; selective S1P1 and S1P5 receptor agonist) are currently being tested in
Phase 3 clinical trials. Tofacitiub, a JAK 1/3 mbibitor, was effective in a Phase 3 UC study
{Sandborn 2017}. Leukocytapheresis therapy may be used in Japan {Fukunaga 2012} Despite
several classes of treatment options for patients with UC, there remains an unmet medical need,
particularly in the treatment of moderately to severely active disease. Agents with novel
mechanmisms of action that target the inflammatory cascade, with oral dosing and acceptable
immunomodulatory and hematologic effects, remam the most pronusing option to address these
unmet needs.

1.2. Filgotinib (GS-6034)
1.2.1. General Information

Janus kinases (JAKs) are intracellular cytoplasmic tyrosine kinases (TYKs) that transduce
cytokine signaling from membrane receptors through signal transducer and activator of
transcription (STAT) to the nucleus of cells. JAK inhibitors block the signaling of varnious
cytokines, growth factors, and hormones, including the pro-inflammatory cytokine interleukin
(IL)-6. Four different types of JAKs are known, JAK1, JAK? JAK3, and TYK?2 which interact
with different sets of membrane receptors. Inlibition of JAKSs 1s a promusing therapeutic option
for a range of mflammatory conditions mcluding rheumatoid arthritis (RA) and CD.

Filgotimb (GS-6034, formerly known as GLPG0634) 1s a potent and selective inhibitor of JAK1.
The compound has shown good preliminary efficacy in RA and CD patients in Phase 2 studies.

In humans, filgotimib 1s metabolized to form one major active metabolite, GS-829845. Though
the potency of this metabolite 1s lower than the parent molecule, the overall exposure and peak
plasma concentration in humans 1s higher than seen 1n all tested amimal species. Asa
consequence, dedicated pharmacology and toxicology studies have been performed with
GS-829845. Results from pharmacodynamics (PD) testing in healthy volunteers suggest that the
clinical activity of filgotinib could result from the combination of the parent molecule and the
metabolite.

For further information on filgotimb, refer to the current Investigator’s Brochure (IB).
1.2.2. Preclinical Pharmacology and Toxicology

Filgotimib and 1ts metabolite, GS-829845 have been extensively characterized in nonclinical
studies. This program includes cellular assays demonstrating potency and selectivity of the
compound agamst JAK1; efficacy studies in rats and mice; repeat dose toxicity studies (up to
26 weeks 1n the rat and 39 weeks i the dog), m vitro and in vivo safety pharmacology and
genetic toxicology studies, and reproductive toxicology studies in rats and rabbits. Additional
toxicology studies conducted include phototoxicity studies and dose-range finding studies in
support of a definitive rat juvenile toxicity study and a 6-month carcinogemicity study mn
transgenic (TgrasH2) mice. Ongomg studies include carcinogenicity studies in rats and nuce, a
rat pre- and post-natal development study, and a 4-week impunity qualification study in rats.
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1221 Nonclimcal Pharmacology

In cellular assays, filgotimib mmhibits JAK 1 signaling with the concentration of an mhibitor that 1s
required for 50% inhibition (ICsp) values of = 179 nM, and demonstrates 30-fold selectivity over
JAK? m a human whole blood assay. Filgotimb has been profiled agamst 451 kinases and 1t 1s
highly selective for JAK1; only 2.5% of kinases were mhibited = 50% at 50-fold higher
concentration than ICso for JAK1. Broad receptor profiling (~70 receptors, 1on channels,
transporters and enzymes) did not reveal any off-target liabilities of the compound. Filgotimb
demonstrated high potency m the rat collagen-induced arthritis (CIA) model as well as in the
mouse dextran sulfate sodium (DSS)-induced colitis model, the latter of which is detailed below.
The major human metabolite of filgotimb GS-829845 exhibits a similar JAK1 selectivity profile
but 1s approximately 10-fold less potent as compared to parent filgotimib in vitro.

The efficacy of filgotimb was evaluated in a prophylactic setting of the chronic mouse dextran
DSS model mn two separate studies. Both studies evaluated oral dose levels of 10 and 30 mg/ke
once daily. In addition to assessments of clinical score (disease activity index [DAI] and colon
lesion score), serum markers of inflammation, immunolistochemical analysis, and expression of
various chemokines and cytokines known to be altered in CD and UC patients were also
evaluated in the distal colon of these mice.

In both studies, the DAT score, which takes into account body weight loss, rectal bleeding, and
stool consistency, was reduced by filgotimib 1n a dose-dependent manner, demonstrating that
filgotimb protected mice agamst cohitis nduced by DSS. Histology of the colon revealed a
filgotimib-mediated dose-related reduction in colon lesion score, correlating with reductions in
DAI score.

Additional endpoints evaluated across the DSS colitis model studies confirmed the suppression
of various inflammatory markers mcluding serum levels of C-reactive protemn (CRP) and
myeloperoxidase (MPO) and expression of IL-6 and TNFa (by reverse transcription polymerase
chain reaction [RT-PCR]) by filgotimib. Immunohistocheniical analysis of the colon confirmed
mhibition of the JAK-STAT pathway by filgotinib as evidenced by a reduction of DSS-induced
STATS3 phosphorylation.

1222 Safety Pharmacology

Filgotimib and GS-829845 had no relevant effects on cardiovascular parameters

(human ether-a-gogo [hERG] and dog telemetry studies), apart from a shght non-adverse
mncrease 1n heart rate and arterial pressure with GS-829845 at exposures 8-fold that of the peak
serum concentration (Cmax) 1n subjects with CD treated with 200 mg once daily filgotimb. There
were no relevant effects on electrocardiogram (ECG) and QT. Filgotimib and GS-829845 had no
effects on the respiratory system and central nervous system (CNS).
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1223 Key Nonchmical Distnibution, Metabolism, and Excretion Data

Filgotimib demonstrates good oral bioavailability in mice, rats, dogs, and mimi-pigs but less in
monkeys. Plasma protein binding is low (< 70%) 1n all species, including humans.

The pharmacokinetics (PK) of filgotinib 1s generally dose proportional without gender
differences. No accumulation occurs with repeated dosing. The mean terminal half-life after oral
admimistration 15 4 hours and 5 hours 1n rats and dogs, respectively.

In the rat, filgotimb showed a rapid and even distribution throughout the body. High
concentrations were observed only in the gastromtestinal (GI) tract and urinary bladder.
Filgotimib does not penetrate mto CNS tissues. The distribution of filgotinib indicates some
affimty for melanmin-containing tissues.

Excretion 1s nearly complete within 24 hours (rat) and 48 hours (dog) post-dosing. In the rat,
fecal and uninary excretion accounted for 40% and 53% of the admimistered dose, respectively,
with a bile secretion of about 15%. In the dog, fecal excretion was the primary route of excretion,
accounting for 59% of the administered dose, with urinary excretion accounting for 25%.

In vitro metabolism studies in all species revealed one major metabolite (GS-829845). The
formation of GS-829845 1s mediated by carboxylesterases (CES) and 1s not dependent on
cytochrome P450 (CYP).

In vitro experiments have shown that drug-drug interactions with filgotimb and GS-829845 are
unlikely. There 1s no mnhibition or induction of CYPs or

uridine 5°-diphospho-glucuronosyltransferase (UGTs), and no relevant inhibition of key drug
transporters, including organic anion transporters (OATs), by filgotimb or GS-829845. OCT2
was mhibited by both filgotiib (ICso: 8.7 pM) and GS-829845 (ICso: 67 pM). The chmical
relevance of the ICso values for inhibition of OCT2 will be further evaluated. MATE] was also
weakly mhibited by filgotimb (ICso: 94 pM) and GS-829845 (ICs0: 100 pM). Filgotimb was
found to be a substrate of P-glycoprotem (P-gp).

1224 Nonclimical Toxicology

In repeat oral dose toxicity studies in both rats and dogs, the primary target tissues 1dentified for
filgotimib were the lymphoid tissues which are expected based on the pharmacology of JAK
mhibition. Additional filgotinib-related findings were observed in the male reproductive organs
of both species, and m the incisor teeth of rats only. Effects on the lymphoid system were fully
reversible. Testicular toxicity demonstrated partial reversibility; however, sperm counts
remained low. When using the mean exposure (AUC) at the NOAELs for the most sensitive
species (the dog), the exposure margins compared to a 200 mg once daily dose of filgotinib in
CD subjects are 2.5, 1.9, and 3.6-fold for the 26-week and 39-week chromic toxicity studies and
the 39-week targeted exposure toxicity study, respectively.
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GS-829845-related findings in the repeat-dose toxicity studies were generally simular to those of
the parent filgotimib, however no testicular toxicity was noted followmg admimstration of
GS-829845.

Filgotimib and GS-829845 were non-genotoxic when evaluated in the bactenial mutagenicity
assay, the in vitro mouse lymphoma mutagenicity assay, and the rat bone marrow micronucleus
assay.

In embryofetal development studies, filgotimb and GS-829845 caused embryolethality and
teratogenicity in rats and rabbits. Teratogemicity was observed at exposures shightly higher or
simular to the human exposure at 200 mg once daily of filgotinib in subjects with CD.
Admimistration of filgotimib did not affect female fertility but impaired fertility was observed in
male rats at exposures approximately 12-fold the human exposure at 200 mg of filgotimb 1n
subjects with CD. GS-829845 did not have any effects on fertility parameters in either male or
female rats.

In an i vitro phototoxicity study in 3T3 cells, the metabolite GS-829845 was positive for
phototoxic potential and results with filgotimb were equivocal. A follow-up 1n vivo rat
phototoxicity assay revealed a lack of phototoxic potential for both compounds.

1.2.3. Clinical Trials of Filgotinib
An overview of exposure and climcal studies conducted with filgotinib 1s available in the IB.
1.231. Phase 2 Study in Crohn’s Disease (GLPG0634-CL-211, FITZROY)

A Phase 2, randomuzed, double-blind, placebo-controlled, multicenter study with filgotinib was
performed in subjects with active CD with evidence of mucosal ulceration {Vermeire 2017} In
Part 1, a total of 174 subjects were randomuzed (3:1) to receive etther filgotimib 200 mg

once daily or placebo for 10 weeks. Based on their clinical response in Part 1, subjects in Part 2
erther continued their current treatment or were reassigned to a different treatment for an
additional 10 weeks.

The efficacy of filgotimib was assessed by evaluating climical renussion (defined as Crohn’s
Disease Activity Index [CDAI] score < 150), climical response (defined as a decrease in CDAT of
at least 100 points from baseline), and endoscopic response (defined as a decrease of at least
50% from baseline in the SES-CD score).

The primary endpoint of the study was met: at Week 10, 60 of 128 subjects (46.9%) who
recerved filgotimb achieved clinical remssion versus 10 of 44 subjects (22.7%) who received
placebo, a difference of 24.1% (p-value = 0.0077). In addition, filgotinib treatment was
associated with increases in the proportion of subjects with climical remission, chinical response,
and endoscopic response compared with placebo.

Overall, the safety profile of filgotinib in CD subjects was consistent with prior studies.

For additional details about the efficacy and safety of filgotimb in CD, reference 1s made to the
IB.
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1.3. Rationale for This Study

There remains a significant unmet need in the treatment of moderately to severely active UC
despite multiple classes of treatment regimens. Goals of treatment include improved quality of
life, reduction 1 long-term corticosteroid use, mucosal healing, and muminmization of risk of
malignancy. To date, no oral agent has been approved for moderately to severely active UC, and
the use of corticosteroids and oral immunomodulators has been in combination with biologic
therapies. Patient response to primary TNFu inhibition 1s vanable, and the risk of secondary
biologic failure 1s significant. Though surgery may be curative, avoidance of surgical risks 1s
equally desirable. Oral therapy with efficacy comparable to TNFa-inhibition and anti-integrin
therapy 1s highly desirable. JAK mhibition with filgotinib represents a significant opportunity to
achieve long-term mucosal healing with an acceptable safety profile and with added ease of oral
adnumistration.

JAK inhibition as a therapeutic modality for UC 1s supported by preclinical evidence of efficacy
in the DSS-induced colitis mouse model, Phase 2 clinical trial results in moderately to severely
active CD, and by evidence of tofacitinib (pan-JAK inhibitor) efficacy in a similar population
with moderately to severely active UC {Sandbom 2017} . In a well-established preclimical model
of UC {Chassaing 2014}, the DSS-mnduced mouse model, filgotimb was efficacious at 30 mg/kg
in protecting mice from colitis development, neutrophil recrmtment, and macrophage nfiltration.
Markers of inflammation including CRP and IT-1P normalized after filgotimb admimstration.
Findings with tofacitimb {Sandborn 2017} vahidate JAK inhibition as a therapeutic intervention
for UC and consequently but indirectly also support development of filgotinib in thus population.
Additionally, filgotinib selectivity for JAK1 with consequent mimimal effects on hemoglobin
(with mereases up to 4% in Phase 2b studies in RA and increases in the CD population based on
10-week data) suggests that filpotimib may demonstrate an acceptable safety profile in the UC
population.

1.3.1. Rationale for Endpoint and Timing

Previous UC induction studies have evaluated mitial endpomts at 8 to 12 weeks and the present
study proposes that Week 10 assessments for biologic naive and experienced subjects be used to
assess for continuation into the maintenance phase. A Week 10 induction endpoint for UC 1s
considered appropnate based on the rapid and sustained clinical responses induced by filgotimb
mn RA and CD. Ten weeks 1s sufficient time for some degree of mucosal healing to occur and for
clinical symptoms to improve. The use of endoscopy/bleeding/stool (EBS) remussion, which
includes all subset of scores from the MCS but excludes the subjective physician global
assessment (PGA) maximizes objectivity mn assessment of drug effect. Use of centrally read
endoscopy will further reduce bias 1 assessment of endoscopic healing. Maintenance and
durability of response and remussion will be explored in the 48-week maintenance phase using a
traditional model of mduction-maintenance design.

CONFIDENTIAL Page 32 02 April 2019



Filgotinib

Protocol G5-U5-418-38908 Final
(Gilead Sciences, Inc. Amendment 5
1.3.2. Rationale for Dose

In Phase 2 trials in RA pooled data with an exposure-response analysis demonstrated a
dose-dependent mcrease m efficacy up to 200 mg total daily dose. In the Phase 2 study of CD,
subjects treated in the 200 mg arm showed favorable response and renussion rates

(47% renussion over 23% placebo and 59% response over 41% placebo). The remission rate at
Week 20 for subjects who failed placebo for the first 10 weeks and commenced 100 mg from
Weeks 10 to 20 was slightly lower (32%) though the response rate was comparable (59%),
indicating some level of efficacy at the 100 mg dose. These results are consistent with the
relationship observed between filgotimb exposures and mhibition of pSTAT1 activation
(ex-vivo) following single and multiple filgotinib doses, where maximal nhibition of pSTAT1
activation (~78%) was achieved at or above 200 mg total daily dose and intermediate inhibition
(~47%) at 100 mg {Namour 2015}. pSTAT1 data, in conjunction with considerations around the
margin for nonchinical testicular findings, suggests assessing doses above 200 mg 1s not
indicated. Given the absence of definitive data for filgotimb in UC, and the presence of response
i CD subjects in the exploratory 10 to 20 week arm of GLPG0634-CL-211, and study of
multiple doses (1e, 100 mg and 200 mg once daily) in the present study will enable establishment
of an appropriate nominal dose and determine the dose with the most favorable nsk/benefit
profile for UC subjects.

The induction portion of the study will evaluate 2 doses of filgotimib. The purpose of the
maintenance phase 1s to evaluate the ability of drug to sustain remission in subjects who have
responded at a given dose. Therefore, the re-randonuzation will occur mto 2 arms for active
treated subjects: continuation of the induction dose or re-randomization to placebo.

In conclusion, JAK mhibition represents a promusing target in the treatment of moderate to
severe UC, and filgotimib, a safe and well tolerated oral therapy based on Phase 2 data. The
present study 1s intended to establish the safety and efficacy of JAK-selective inhibition on a life
threateming disease with presently inadequate treatment options.

1.4. Risk/Benefit Assessment for the Study

Ulcerative colitis 1s a progressive and potentially life-threatening disease with few treatment
options, many of which result in primary or secondary nonresponse. Inflammatory bowel disease
may lead to increased nisk of gastromntestinal malignancies, impairment in quality of life, and
ultimate need for life-altering surgery. Current treatment options are limted in ability to establish
mucosal healing and climical renussion and have significant safety and efficacy limitations; for
example, biologics have sigmficant immunogenic risks and steroids are associated with increased
morbidity and mortality. Remission rates are generally low when compared to placebo rates
across most therapies for IBD. There remains substantial unmet need in IBD, particularly in
moderate to severe disease. The lifelong nature of IBD increases the probability that subjects
have cycled through various therapies, leaving few approved options.
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Nonclimcal studies in rats and dogs 1dentified lymphoid tissues and testes as target organs for
filgotinib m long-term repeat-dose toxicity studies. Although decreased lymphocyte numbers
observed in nonclinical studies have not been seen in chinical studies, hematological assessment
will be performed throughout the present study to ensure this potential risk 1s appropriately
monitored. In both rats and dogs, microscopic findings in the testes included germ cell depletion
and degeneration, with reduced sperm content and increased cell debris i the epididynus and
reduction in fertility mn male rats. The dog was determined to be the most sensitive species. When
using the AUC at the NOAELs for dogs in the 26-week and 39-week chronic toxicity studies,
and the 39-week targeted exposure toxicity study, the exposure margins compared with the
highest proposed clinical dose of 200 mg once daily are 2.5, 1.9, and 3.6-fold respectively, in
subjects with CD. A male safety study 1s planned to examine the potential effect of filgotinib on
sperm/ejaculate parameters. Pending those results, the use of 200 mg in males in the US and
Korea with CD or UC will be limited to subjects who have failed at least 2 biologic therapies
(any TNFa antagonist and vedolizumab). Refer to the IB for further information about
nonchinical and climcal testicular findings.

Filgotimib has shown an increase of embryofetal malformations in rats and rabbats at exposures
simular to, or slightly higher than, exposures associated with a 200 mg once daily dose in CD
subjects; the use of highly effective contraception in the subject population 1s expected to
mitigate this risk.

JAK inhibition 1s expected to increase the risk of infection based on mechamism of action.
Across the global studies in filgotimb, in general, active treated arms have increased incidences
of infection versus placebo. In the present protocol, treatment interruption and discontinuation
considerations surrounding infections are incorporated and sites and mvestigators will be tramed
regarding such circumstances. All subjects will be screened for tuberculosis (TB) and subjects
with climcally significant active infections will be excluded. Malignancy has been reported in
subjects on filgotimb; in the present trial, subjects will be required to have up to date colorectal
cancer screeming and surveillance and subjects with recent malignancies will be excluded as
outlined 1n the inclusion criteria. For further details about infections and malignancies, please
reference the IB.

The potential benefits of JAK mhibition include improvement in climical symptoms and mucosal
and endoscopic healing. JAK inhibition may be efficacious in the treatment of IBD based on
results from FITZROY. A lack of response contingency after Week 10 will enable early access
to active drug when clinically indicated. In FITZROY, an increase in mean hemoglobin
concentration was observed, without difference between filgotimib and placebo. No clinically
significant changes from baseline 1n mean neutrophil counts or liver function tests were observed
at 10 weeks. Filgotimb treated subjects showed an increase in HDL and no significant change in
LDL. Lipid and hemoglobin effects represent potential benefits in this population.
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An mdependent and experienced data monitoring committee (DMC) appointed to momtor the
study will provide an additional level of risk mitigation. The DMC may advise to continue the
study unchanged, to modify the study, or to discontinue the study. The mitial meeting will occur
after approximately 100 subjects (20 from placebo group and 40 from each filgotimib group)
reach Week 10.The second meeting for each induction study will include an interim futility
analysis and occur after approximately 175 subjects (35 from placebo group and 70 from each
filgotimb treatment group) reach Week 10. After the futility analyses, the DMC meetings for
safety review will be held approximately once every 4 months or at a frequency determuned by
the DMC. In addition, an end of induction analysis will be performed to evaluate efficacy in
induction of both dose groups m both cohorts.

Taking all of these considerations into account with respect to the filgotimb program, the early
signals for efficacy demonstrated in climeal trials of CD, as well as the beneficial findings n
nonchinical models of disease and the overall safety, tolerability, and PK characteristics of
filgotimb that have been elucidated to date, there 1s a favorable benefit-risk profile for this agent
n continued development as a treatment for UC. The overall nisk/benefit balance of this study 1s
considered favorable.

For additional information about the risks of filgotimb, reference 1s made to the filgotimib IB.
1.5. Compliance

This study will be conducted in comphiance with this protocol, Good Clinical Practice (GCP),
and all applicable regulatory requirements.
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2. OBJECTIVES

2.1. Cohort A Induction Stady

The primary objective of Cohort A Induction Study 1s:

e To evaluate the efficacy of filgotimb as compared to placebo mn establishing EBS remission
at Week 10

The key secondary objectives of Cohort A Induction Study are:

e To evaluate the efficacy of filgotimb as compared to placebo mn establishing MCS remission
at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo 1 establishing an endoscopic
subscore of 0 at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in establishing Geboes
histologic remission at Week 10

e To evaluate the efficacy of filgotimb as compared to placebo 1 establishing MCS remission
(alternative defimition) at Week 10

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

e To assess the PK characteristics of filgotimib

The exploratory objectives of Cohort A Induction Study are:

e To evaluate the efficacy of filgotinib as compared to placebo 1n improving endoscopic
appearance as determined by UCEIS scoring system at Week 10

¢ To evaluate the association of changes in systenuc or localized inflammatory biomarkers
(eg, including but not limited to CRP, fecal calprotectin, fecal lactofernin , and fecal MMP-9)
with clinical outcomes

* To evaluate stool microbiome

e To characterize the association of host genetics and other markers with disease seventy,
disease progression and treatment response to filgotimb

s To evaluate HRQoL
e To evaluate the effect of filgotinib on HCRU

e To evaluate the efficacy of filgotinib as compared to placebo 1n achieving novel histologic
outcomes (eg, resolution of basal plasmacytosis)
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2.2 Cohort B Induction Study

The primary objective of Cohort B Induction Study 1s:

e To evaluate the efficacy of filgotimb as compared to placebo m establishing EBS remission
at Week 10

The key secondary objectives of Cohort B Induction Study are:

e To evaluate the efficacy of filgotimb as compared to placebo 1 establishing MCS remussion
at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo 1 establishing an endoscopic
subscore of 0 at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in establishing Geboes
histologic remission at Week 10

e To evaluate the efficacy of filgotimb as compared to placebo 1 establishing MCS remussion
(alternative defimition) at Week 10

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

e To assess the PK charactenistics of filgotimib

The exploratory objectives of Cohort B Induction Study are:

e To evaluate the efficacy of filgotinib as compared to placebo m improving endoscopic
appearance as determined by UCEIS scoring system at Week 10

e To evaluate the association of changes in systenuc or localized inflammatory biomarkers
(eg, including but not limited to CRP, fecal calprotectin, fecal lactofernin, and fecal MMP-9)
with clinical outcomes

* To evaluate stool microbiome

e To characterize the association of host genetics and other markers with disease seventy,
disease progression and treatment response to filgotimb

s To evaluate HRQoL
e To evaluate the effect of filgotinib on HCRU

e To evaluate the efficacy of filgotinib as compared to placebo 1n achieving novel histologic
outcomes (eg, resolution of basal plasmacytosis)
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2.3. Maintenance Study

The primary objective of the Maintenance Study 1s:

e To evaluate the efficacy of filgotimb as compared to placebo mn establishing EBS remission
at Week 58 mn subjects

The key secondary objectives of the Maintenance Study are:

e To evaluate the efficacy of filgotimb as compared to placebo 1 establishing MCS remission
at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo m establishing sustained EBS
rermssion at Week 58, defined as EBS remission at both Weeks 10 and 58

e To evaluate the efficacy of filgotinib as compared to placebo m establishing 6-month
corticosteroid-free EBS remussion at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo 1 establishing an endoscopic
subscore of 0 at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing Geboes
histologic remission at Week 58

e To evaluate the efficacy of filgotimb as compared to placebo 1 establishing MCS remission
(alternative defimition) at Week 58

The other secondary objectives of the Maintenance Study are:
e To evaluate the safety and tolerability of filgotimb

e To assess the PK characteristics of filgotimib

The exploratory objectives of the Maintenance Study are:

e To evaluate the efficacy of filgotinib as compared to placebo m improving endoscopic
appearance as determined by UCEIS scoring system at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo m establishing sustained MCS
rermission at Week 58, defined as remission at both Weeks 10 and 58

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

e To evaluate the association of changes in systenuc or localized inflammatory biomarkers

(eg, including but not limited to CRP, fecal calprotectin, fecal lactofernn, and fecal MMP-9)
with clinical outcomes
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* To evaluate stool microbiome

e To characterize the association of host genetics and other markers with disease seventy,
disease progression and treatment response to filgotimb in subjects with UC

s To evaluate HRQoL
e To evaluate the effect of filgotinib on HCRU

e To evaluate the efficacy of filgotinib as compared to placebo 1n achieving novel histologic
outcomes (eg, resolution of basal plasmacytosis)
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3. STUDY DESIGN

3.1. Endpoints

3.1.1. Cohort A Induction Stady

The primary endpoint 1s:

e The proportion of subjects achieving EBS renussion at Week 10

The key secondary endpoints are:

e The proportion of subjects achueving MCS renussion at Week 10

e The proportion of subjects achueving an endoscopic subscore of 0 at Week 10

e The proportion of subjects achieving Geboes histologic remission at Week 10

e The proportion of subjects achieving MCS remission (alternative definition) at Week 10

The other secondary endpoints are:

e PK characteristics for filgotimb and 1ts metabolite GS-829845

The exploratory endpoints are:

e Change from baseline in UCEIS at Week 10

e Association between changes in systemic or localized inflammatory biomarkers
(eg, including but not limited to CRP, fecal calprotectin, fecal lactofernn, and fecal MMP-9)
with clinical outcomes

* Stool microbiome assessments

e Association of host genetics and other markers with disease seventy, disease progression,
and treatment response to filgotimb

e Change from baseline in HRQoL scores at Week 10
e HCRU assessments at Week 10

e The proportion of subjects achieving novel histologic outcomes at Week 10
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3.1.2. Cohort B Induction Study

The primary endpoint 1s:

e The proportion of subjects achieving EBS renussion at Week 10

The key secondary endpoints are:

e The proportion of subjects achueving MCS renussion at Week 10

e The proportion of subjects achueving an endoscopic subscore of 0 at Week 10

e The proportion of subjects achieving Geboes histologic remission at Week 10

e The proportion of subjects achieving MCS remission (alternative definition) at Week 10

The other secondary endpoints are:

e PK charactenistics for filgotimb and its metabolite GS-829845

The exploratory endpoints are:

e Change from baseline in UCEIS at Week 10

e Association between changes in systemic or localized inflammatory biomarkers
(eg, including but not limited to CRP, fecal calprotectin, fecal lactofernn, and fecal MMP-9)
with clinical outcomes

* Stool microbiome assessments

e Association of host genetics and other markers with disease seventy, disease progression,
and treatment response to filgotimb

e Change from baseline in HRQoL scores at Week 10

¢ HCRU assessments at Week 10

e The proportion of subjects achieving novel histologic outcomes at Week 10
3.1.3. Maintenance Study

The primary endpoint 1s:

e The proportion of subjects achieving EBS renussion at Week 58
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The key secondary endpoints are:

e The proportion of subjects achueving MCS renussion at Week 58

e The proportion of subjects achieving sustained EBS remission, defined as EBS remssion at
both Weeks 10 and 58

e The proportion of subjects achieving 6-month corticosteroid-free EBS remission at Week 58
e The proportion of subjects achieving endoscopic remission at Weeks 58

e The proportion of subjects achieving Geboes histologic remission at Week 58

e The proportion of subjects achueving MCS remussion (alternative definition) at Week 58
The other secondary endpoints are:

e PK charactenistics for filgotimb and its metabolite GS-829845

The exploratory endpoints are:

e Change from baseline in UCEIS at Week 58

e The proportion of subjects achieving sustained MCS remission, defined as MCS remission at
both Weeks 10 and 58

e The proportion of subjects achieving 6-month corticosteroid-free MCS remussion at Week 58
e Association between changes in systemic or localized inflammatory biomarkers
(eg, including but not limited to CRP, fecal calprotectin, fecal lactofernn, and fecal MMP-9)
with clinical outcomes

* Stool microbiome assessments

e Association of host genetics and other markers with disease seventy, disease progression,
and treatment response to filgotinib n subjects with UC

e Change from baseline in HRQoL scores at Week 58
e HCRU assessments at Week 58

e The proportion of subjects achieving novel histologic outcomes at Week 58

CONFIDENTIAL Page 42 02 April 2019



Filgotinib

Protocol GS-US-418-3808 Final
(Gilead Sciences, Inc. Amendment 5
3.2 Study Design

These are combined Phase 2b/3, double-blind, randonuzed, placebo-controlled studies evaluating
the efficacy and safety of filgotinib in the induction and mamntenance of remission in subjects
with moderately to severely active UC. A schematic of this study 1s provided in Figure 3-1.

Figure 3-1. Study Schema
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Lm:;:m Long-Term Extension (Study GS-US-418-3899)

FIL = filgotinib; PBO = placebo; mg = milligram.
Non-responders are subjects who achieve peither EBS remission nor MCS response at Week 10
Subjects in the Maintenance Study that meet disease worsening criteria (see Section 3.6) will be offered open-label filgotimb.

This study mcludes:
s Screening (Days -30 to -1)
e Randonuzation (Day 1)
¢ Blinded Induction Studies (Day 1 to Week 11)
— Cohorts A and B Week 10 efficacy assessments
B At Week 10, MCS to assess MCS response or EBS remission

— Blinded Bridge Phase (Week 10 to 11): Dosing will continue 1n a blinded fashion through
the end of Week 10 until re-randomization at Week 11

* Re-randomization (Week 11)

— Subjects mn Cohorts A and B who complete the Induction Study and aclueve either EBS
renussion or MCS response at Week 10 will be re-randonuzed mnto the Maintenance
Study at Week 11

— Subjects who achieve neither EBS remission nor MCS response at Week 10 will have the
option to enter a separate, Long-Term Extension (LTE) study (GS-US-418-3899)
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¢ Blinded Maintenance Study (Weeks 11 to 58)
e Post-Treatment (PT) safety assessments:

— Subjects who opt out of the LTE study (GS-US- 418-3899) 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-418-3899)

— Subjects who are eligible and opt to participate i the LTE study (GS-US-418-3899) can
continue into the study without PTx safety assessments

3.3. Study Treatments

Based on protocol eligibility criteria, subjects will be screened for enrollment in either Cohort A
or Cohort B.

Subjects who meet protocol eligibility criteria will be assigned to the respective Cohort and
subsequently randomized in a blinded fashion in a 2:2:1 ratio to 1 of 3 treatments as follows:

Treatment Groups (Induction Study)

Treatment Group 1 (n = 260): filgotimib 200 mg and placebo-to-match (PTM) filgotimib
100 mg, once daily

Treatment Group 2 (n = 260): filgotinib 100 mg and PTM filgotinib 200 mg, once daily
Treatment Group 3 (n = 130): PTM filgotimib 200 mg and PTM filgotinib 100 mg, once daily
Note: US and Korea males who have not failed at least two biologic therapies (any TNFa
antagomist and vedolizumab) will be randomized 1 a 2:1 ratio to erther filgotimb 100 mg or
matching placebo.

Within each Cohort, treatment assignments will be stratified according to the followmg factors in
the Induction and Maintenance studies:

Stratification Factors (Cohort A. Biologic Naive Induction Study

e Conconutant use of oral, systenucally absorbed corticosteroids (eg, predmsone) at Day 1
(Yes or No)

¢ Conconutant use of immunomodulators (eg, 6-mercaptopurine (6-MP), azathioprine, MTX)
at Day 1 (Yes or No)
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Stratification Factors (Cohort B. Biologic Experienced Induction Study

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

e Conconutant use of oral, systenucally absorbed corticosteroids (eg, predmsone) at Day 1
(Yes or No)

e Conconutant use of immunomodulators (eg, 6-MP, azathioprine, MTX) at Day 1 (Yes or No)
Stratification Factors (Maintenance Study)
e Participation in Cohort A or Cohort B

e Conconutant use of oral, systenucally absorbed corticosteroids (eg, predmsone) at Day 1
(Yes or No)

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

e Subjects from Cohorts A and B who are eligible for the Mamtenance Study will be
re-randomuzed to treatment as follows:

Table 3-1. Re-randomization for Maintenance Study
Treatment Assignment Induction Studies Maintenance Study
Cohorts A and B Re-randomization:

Treatment 1, 200 mg

Treatment 1, filgotinib 200 mg Treatment 3, Placebo

Treatment 2, 100 mg

Treatment 2, filgotinib 100 mg Treatment 3, Placebo

Treatment 3. Placebo Continue Treatment 3, Placebo

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

34. Duration of Treatment

Randomized subjects will receive a maximum of 58 weeks of study drug. Subjects who are
non-responders based on the results of the Week 10 assessments will be offered the option to
recerve open-label filgotinib by entering into the LTE study (GS-US-418-3899).

Subjects meeting disease worsening criteria at Week 11 or later must be discontinued from
blinded treatment and will be offered the option to receive open-label filgotimib in the LTE study
(See Section 3.6, Disease Worsening Criteria).

Subjects who complete the Week 58 visit will have the option to continue study drug in a blinded
fashion in the LTE study.
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3.5. Criteria for Study Drug Interruption or Discontinuation

3.5.1. Study Drug Interruption Considerations

The Gilead Medical Momnitor should be consulted prior to study drug mterruption when
medically feasible. Study drug interruption should be considered in the following circumstances;

prior to resumption of study drug, the investigator should discuss the case with the
Gilead Medical Monitor:

e Intercurrent illness that would, in the judgment of the investigator, affect assessments of
clinical status to a significant degree.

e Subject 1s scheduled for elective or emergency surgery (excluding minor skin procedures
under local or no anesthesia); timing of study drug pausing should be determuined in
consultation with the Gilead Medical Momitor.

e Any subject who develops a new infection during the study should undergo prompt and
complete diagnostic testing appropriate for an immunocompronused individual, and the
subject should be closely monitored.

NOTE: During the time of study drug interruption for any of the above, the subject may continue
to have study visits and to take part in procedures and assessments, if deemed medically
appropriate by the investigator.

3.5.2. Study Drug Discontinuation Considerations

The Gilead Medical Momnitor should be consulted prior to study drug discontinuation when
medically feasible.

Study drug must be permanently discontinued in the following instances:
e Any opportunistic infection

e Any serious infection that requires antimicrobial therapy or hospitalization, or any mnfection
that meets SAE reporting criteria

e Febrile neutropenia (temperature > 38 3°C or a sustamned temperature of > 38°C for more
than one hour) with absolute neutrophil count of < 1,000/mm®

e Symptomatic anemuia (eg, signs/symptoms mcluding pallor, shortness of breath, new heart
murmur, palpitations, lethargy, fatigue ) with hemoglobin < 7.5 g/dL , or if fransfusion 1s
indicated regardless of hemoglobin value

e Complicated herpes zoster infection (with multi-dermatomal, disseminated, ophthalmie, or
CNS mvolvement)

e Ewidence of active HCV during the study, as evidenced by HCV RNA positivity

e Ewidence of active HBV during the study, as evidenced by HBV DNA positivity
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e Unacceptable toxicity or toxicity that, in the judgment of the investigator, compromuses the
subject’s ability to continue study-specific procedures or 1s considered to not be in the
subject’s best interest

e Subject request to discontinue for any reason
e Subject noncompliance
e Pregnancy during the study; refer to Section 7.7.2.1

e Discontinuation of the study at the request of Gilead, a regulatory agency or an institutional
review board or independent ethics commuttee (IRB/TEC)

e Subject use of prohibited concurrent therapy may trigger study drug discontinuation;
consultation should be made with the Gilead Medical Monitor.

e Laboratory Criteria: After becoming aware of any of the below described abnormal
laboratory changes occurring at any one time, an unscheduled wvisit (1e, sequential visit)
should occur to retest within 3 to 7 days (except creatimine, which should be retested 7 to
14 days apart).

— 2 sequential neutrophil counts < 750 neutrophils/mm® (SI: < 0.75x10° cells/L)
— 2 sequential platelet counts < 75,000 platelets/mm’ (SI: < 75.0x10° cells/L)

— 2 sequential aspartate aminotransferase (AST) or alanine aninotransferase (ALT)
elevations > 3x the upper limit of normal (ULN) and at least one of the following
confirmed values:

m total bilirubm >2x ULN
m INR>15
m or accompanied by symptoms consistent with hepatic injury

For any subject with an initial AST or ALT elevation > 3x the ULN, at the time of the
second confirmatory draw, an INR, prothrombin time (PT) and partial thromboplastin
time (PTT) must also be drawn

— 2 sequential AST or ALT > 5xULN

— 2 sequential values for estimated creatinine clearance (CrCl) < 35 mL/nun based on the
Cockcroft Gault (CC&G) formula

Male [(140 —age in years) * (weight in kg)] / [72 * (serum creatinine mn mg/dL)] =
CLer (mL/min)

Female [(140 — age 1n years) x (weight in kg) x 0.85] / [72 x (serum creatinine
1n mg/dL)] = CLer (mL/min)
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e Subjects are free to withdraw from the study at any time without providing reason(s) for
withdrawal and without prejudice to further treatment. The reason(s) for withdrawal will be
documented in the electronic case report form (eCRF).

e Subjects who permanently discontinue study drug for any reason should discuss their
continued care plan with their physicians.

e Subjects who permanently discontinue study drug for pregnancy should not continue in the
study; 1f there are any questions regarding permanent discontinuation, these should be
discussed with the Sponsor.

e Subjects withdrawing from the study should complete Early Termunation (ET), followed by
Post-Treatment (PTx) assessments 30 days after the last dose of study drug.

Reasonable efforts will be made to contact subjects who are lost to follow-up. All contacts and
contact attempts must be documented in the subject’s file

The Sponsor has the nght to ternunate the study at any time mn case of safety concerns or 1f
special circumstances concerning the study medication or the company 1tself occur, making
further treatment of subjects impossible. In this event, the mvestigator(s) and relevant authorities
will be informed of the reason for study termunation.

3.6. Disease Worsening Criteria

Subjects meeting the following disease worsening criteria evaluated starting at Week 11 must be
discontinued from blinded treatment and will be offered the option to receive open-label
filgotimb by entering into the separate LTE study (GS-US-418-3899).

e Disease worsening starting at 11 weeks of therapy 1s based on the following criteria: partial
MCS score (all components of MCS except for endoscopic subscore) increase of = 3 points
to at least 5 pomts from the Week 10 value on two consecutive visits, or an increase to
9 pomts on two consecutive visits 1f the Week 10 value 15 > 6.

— The disease worsemng visits may include unscheduled visits (eg, a study visit followed
by an unscheduled visit, or 2 sequential unscheduled visits anytime from Week 11
onward).

e Disease worsening to the extent that the subject clinically requires medications prohibited by
the study (at investigator discretion, with discussion with medical monitor if feasible); these
subjects do not qualify for the LTE study.

3.7. End of Study

End of Study 1s defined as when the last subject has completed 58 weeks of treatment plus
30 days follow-up.
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3.8. Post Study Care

All subjects completing all study related procedures including endoscopy at Week 58 will be
offered an opportunity to participate in the LTE study (GS-US-418-3899). For those subjects
who do not participate in the LTE study, after the subject has completed their study participation,
the long-term care of the participant will remain the responsibility of their primary treating
physicians.

3.9, Biomarker Testing
3.9.1. Biomarker Samples to Address the Study Objectives

The following biological specimens will be collected 1n this study and will be used to evaluate
the association of exploratory systemic and/or tissue specific biomarkers with study dg

response, mecluding efficacy and/or AEs and to help inform the mechanmism of action and
mechanism of infrinsic and acquired resistance to filgotinib in UC. The specific analyses will
mclude, but will not be limited to, the biomarker sample and assays listed below.

s Colon biopsies to assess the association of JAK signaling, inflammation, immmumne status and
clinical outcomes. The potential biomarker analyses include the expression of pSTAT and
MMP-9, tissue lymphocyte subsets and transcriptome.

¢ Stool microbiome to understand how changes of gut flora correlate with mucosal healing,
immune status and treatment effect

¢ Plasma and serum samples for potential analysis of circulating factors includmg but not
limited to cytokines, miRNA and metabolome

+ Paxgene blood samples for leukocyte gene expression analyses

+  Whole blood sample for potential B-cell/ T-cell receptor repertoire sequencing

e Viably frozen peripheral blood mononuclear cells (viPBMCs) to assess inflammatory
signaling pathway and immune cell subset analysis (viPBMC sample collection at US and
Canadian sites only)

Because biomarker science is a rapidly evolving area of investigation, and AEs in particular are
difficult to predict, it 1s not possible to specify prospectively all tests that will be done on the
specimens provided. The testing outlined above is based upon the current state of scientific

knowledge. Tt may be modified during or after the end of the study to remove tests no longer
mdicated and/or to add new tests based upon the growing state of art knowledge.

Specimens will be collected from all subjects who provide consent.
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Biomarker sample collection frequency is listed in Appendix 2.
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4. SUBJECT POPULATION

4.1. Number of Subjects and Subject Selection

Cohort A Induction Study
Approximately 650 subjects who meet eligibility criteria at screening will be randomized 1n a

blinded fashion to recerve filgotinib 200 mg, filgotimb 100 mg, or matching placebo in a
2:2:1 ratio, respectively.

Cohort B Induction Study
Approximately 650 subjects who meet eligibility criteria at screening will be randomized 1n a

blinded fashion to recerve filgotmib 200 mg, filgotimb 100 mg, or matching placebo 1n a
2:2:1 ratio, respectively.

Maintenance Study

Subjects from Cohorts A and B who meet either MCS response or EBS remuission cniteria will be
re-randomized at Week 11 in a blinded fashion 1n a 2:1 ratio to either the same dose of filgotinib
or placebo. Refer to Section 3.3, Table 3-1.

In order to manage the total study enrollment, Gilead, at its sole discretion, may suspend
screeming and/or enrollment at any site or study-wide at any time_

4.2. Induction Study (Cohorts A and B)
4.2.1. Inclusion Criteria

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

1) Must have the ability to understand and sign a written informed consent form, which must be
obtained prior to imtiation of study procedures

2) Males or non-pregnant, non-lactating females, ages 18 to 75 years, mnclusive based on the
date of the screening visit

3) Females of childbearing potential (as defined in Appendix 6) must have a negative pregnancy
test at screening and baseline

4) Male subjects and female subjects of childbearing potential who engage in heterosexual
intercourse must agree to use protocol specified method(s) of contraception as described in

Appendix 6
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5) Documented diagnosis of UC of at least 6 months AND with a nunimum disease extent of
15 cm from the anal verge. Documentation should include endoscopic and histopathologic
evidence of UC as follows:

8)

a)

b)

The criteria for documentation of UC based on endoscopy will be medical record
documentation of, or an ileocolonoscopy (full colonoscopy with the intubation of the
termunal 1leum) report dated > 6 months before enrollment, which shows features
consistent with UC, determined by the procedure performung physician

The criteria for documentation of UC based on histopathology will be medical record
documentation of or a histopathology report indicating features consistent with UC as
determined by the pathologist

A surveillance colonoscopy 1s required prior to screening in subjects with a history of UC for
8 or more years, if one was not performed in the prior 24 months

Moderately to severely active UC as deternuned by a centrally read endoscopy score > 2, a
rectal bleeding score = 1, a stool frequency score = 1 and PGA of = 2 as determuned by the
Mayo climic scormg system (reference Appendix 4) with endoscopy occurring during
screeming; total score must be between 6 and 12, mclusive.

Meet one of the following TB screening criteria:

a)

b)

No evidence of active or latent TB:

1) A negative QuantiFERON® TB-Gold In-Tube test (or centrally reported equivalent
assay) at screening, AND

1) A chest radiograph (views as per local pmdelines) taken at screeming or within the
3 months prior to screening (with the report or films available for investigator review)
without evidence of active or latent TB infection, AND

111) No history of either untreated or inadequately treated latent or active TB mfection

Previously treated for TB: 1e, 1f a subject has previously received an adequate course of
therapy as per local standard of care for either latent TB (eg, 9 months of 1somazid 1n a
location where rates of primary multi-drug resistant TB infections are < 5% or an
acceptable alternative regimen) or active TB (acceptable multi-drug regimen). In these
cases, no QuantiFERON® TB-Gold In-Tube test (or centrally reported equivalent assay)
need be obtamed, but a chest radiograph must be obtained if not done so within 3 months
prior to screeming (with the report or films available for investigator review). It 1s the
responsibility of the investigator to verify the adequacy of previous anti- TB treatment
and provide approprnate documentation.
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9)

c¢) Newly identified latent TB during screeming: 1e, a subject who has a newly identified
positive diagnostic TB test result (defined as a positive QuantiFERON® TB Gold in Tube
test [or centrally reported equivalent assay]) in which active TB has been ruled out and
for which appropnate, ongoing, prophylactic treatment for latent TB has been imtiated
for a munimum of 4 weeks prior to the first adnunistration of study medication. Adequate
treatment for latent TB 1s defined according to local country gmdelines for
immunocompromused subjects. Quantiferon testing may not be repeated except in the
case of a single repeat for indeterminate results.

Cases falling under category “b™ and “’c” need to be approved by the Sponsor prior to
enrollment in the study. No subject with currently ACTIVE TB may be enrolled in the study,

regardless of past or present anti-TB medication use.

Laboratory parameters (subjects who fail to meet the below reference laboratory tests may be
re-tested once at discretion of investigator prior to being considered a screen failure):

a) Hepatic panel (AST, ALT, total bilirubin) < 2 times the ULN

b) Estimated CrCl > 40 ml/nun as calculated by the CC&G equation
¢) Hemoglobin > 8 g/dL.

d) Absolute neutrophil count (ANC) > 1.5 x 10°/L (1,500/mm°)

e) Platelets > 100 x 10°/L

f) White blood cells (WBC) > 3.0 x 10°/L

g) Absolute Lymphocyte count > 750/mm’

10) May be receiving the following drugs (subjects on these therapies must be willing to remain

on stable doses for the noted times):

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

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

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

after randomization

11) Willingness to refrain from live or attenuated vaccines during the study and for 12 weeks

after last dose
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4.2.2. Exclusion Criteria

Subjects who meet any of the following exclusion criteria are not to be enrolled in erther the
Cohort A or B Induction Study.

1) Pregnant or lactating females

2) Males and females of reproductive potential who are unwilling to abide by protocol-specified
contraceptive methods as defined by Appendix 6

3) Females who may wish to become pregnant and/or plan to undergo egg donation or egg
harvesting for the purpose of current or future fertilization during the course of the study and

up to 35 days after last dose of the study drug

4) Male subjects unwilling to refrain from sperm donation for at least 90 days after last dose of
the study drug

5) Known hypersensitivity to filgotinib, its metabolites, or formulation excipients
6) Exhubit acute severe UC as defined by the following criteria:
a) = 6 bloody stools daily AND 1 or more of the following:
i) Body temperature > 100.4°F (or 38°C)
1) Pulse > 90 beats per munute

7) Use of rectal formulations of 5-ASA compounds or rectal corticosteroids 2 weeks prior to
screening

8) History of major surgery or frauma within 30 days prior to screening

9) Presence of CD, mdetermunate colitis, 1schemic colitis, fulminant colitis, 1solated ulcerative
proctitis, or toxic mega-colon

10) Prior surgical intervention for UC (eg, total colectomy, subtotal colectomy, partial or
hemicolectomy, 1leostomy, or colostomy) or likely requirement for surgery duning the study

11) Dependence on parenteral nutrition
12) History or evidence of incompletely resected colonic mucosal dysplasia

13) Stool sample positive for Clostridium difficile (C. diff) toxin, pathogenic Escherichia coli
(E. coli), Salmonella species (spp), Shigella spp, Campylobacter spp or Yersinia spp

14) Stool sample positive for ova and parasites test (O&P) unless approved by the medical
monitor

CONFIDENTIAL Page 54 02 April 2019



Filgotinib
Protocol GS-US-418-3808 Final
(Gilead Sciences, Inc. Amendment 5

15) Active clinically sigmficant infection, or any infection requuring hospitalization or treatment
with intravenous anti-infectives within 30 days of screening (or 8 weeks of Day 1); or any
infection requuring oral anti-infective therapy within 2 weeks of screening (or 6 weeks of

day 1)
16) Infection with HIV, hepatitis B or hepatitis C
17) Presence of Child-Pugh Class C hepatic impairment

18) Active TB or lustory of latent TB that has not been treated (See mnclusion criterion 8 for
further mformation)

19) History of malignancy in the last 5 years except for subjects who have been successfully
treated for non-melanoma skin cancer or cervical carcinoma n situ

20) History of lymphoproliferative disorder, lymphoma, leukemma, myeloproliferative disorder,
or multiple myeloma

21) History of treatment with lymphocyte-depleting therapies, including but not limited to
alemtuzumab, cyclophosphamide, total lymphoid irradiation, and ntuumab

22) History of cytapheresis < 2 months prior to screening

23) Use of prohibited concomitant medications as described in Section 5.4.2.

24) Any chronic medical condition (including, but not limited to, cardiac or pulmonary disease,
or substance abuse) or psychiatric problem that, in the opinion of the Investigator or Sponsor,

would make the subject unsuitable for the study or would prevent compliance with the study
protocol procedures

25) Adnmumistration of a live or attenuated vaccine within 30 days of randommzation

26) History of opportunistic infection or immunodeficiency syndrome

27) Currently on any chronic systemic (oral or intravenous) anti-infective therapy for chronic
infection (such as pneumocystis (PCP), cytomegalovirus (CMV), herpes zoster, atypical
mycobacteria)

28) History of dissemunated Staphylococcus aureus

29) History of symptomatic herpes zoster or herpes simplex within 12 weeks of screeming, or any

history of dissemunated herpes simplex, disseminated herpes zoster, ophthalmic zoster, or
central nervous system zoster
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4.3. Cohort A (Biologic-naive) Induction Study

4.3.1. Inclusion Criteria, Cohort A ONLY

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

1) Previously demonstrated an inadequate clinical response, loss of response to, or intolerance
of at least 1 of the following agents (depending on current country treatment
recommendations/gmdelines):

a) Corticosteroids

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

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

11) History of steroid intolerance including, but not linited to, Cushing’s syndrome,
osteopenia/osteoporosis, hyperglycema, insommia, serious infections, depression,
allergic reactions, mood disturbances, or any other condition that contributed to
discontinuation of the agent

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
tramuscularly [IM] per week for induction and = 15mg IM per week for
maintenance) OR

1) History of intolerance to at least 1 immunomodulator including, but not limited to,
serious infections, hepatotoxicity, cytopema, pancreatitis, thiopurine
methyltransferase (TPMT) genetic mutation, allergic reactions, or any other condition
that contributed to discontinuation of the agent

4.3.2. Exclusion Criteria, Cohort A ONLY

Subjects who meet any of the following exclusion criteria are not to be enrolled in Cohort A
Induction Study.

1) Pror use of any TNFa antagonist including (but not limited to) infliximab, adalimumab,
golimumab, certolizumab, or biosimilar agents at any time

2) Pror or current use of vedohzumab at any time
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4.4. Cohort B (Biologic-experienced) Induction Study

4.4.1. Inclusion Criteria, Cohort B ONLY

Subjects must meet all the additional following inclusion critenia to be eligible for participation
in Cohort B Induction Study.

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

a) TNFa Antagonists

1) Active disease despite a hustory of at least one mmduction regimen of a TNFa
Antagonist:

e Infliximab: Mimmimum mduction regimen of 5 mg/kg at 0, 2, and 6 weeks
(in the EU, duration of treatment of 14 weeks)

e Adalimumab: An 8-week induction regimen consisting of 160 mg (four 40-mg
mjections mn 1 day or two 40-mg njections per day for 2 consecutive days) on
Day 1, followed by a second dose 2 weeks later (Day 15) of 80 mg and a 40 mg
dose 2 weeks later (Day 29), followed by a 40 mg dose every other week until
Week 8 (Day 57).

s Golimumab: Mimmum induction duration of 6 weeks (12 weeks in EU) 15
required for golimmmab, which mcludes 200 mg SC injection at Week 0,
followed by 100 mg at Week 2 and then 100 mg every 4 weeks. OR

1) Recurrence of symptoms during maintenance therapy with the above agents, OR
u1) 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 (10 weeks in EU) induction
regimen of vedolizumab consisting of 300 mg I'V at weeks 0, two, and six, OR

1) History of intolerance to vedolizumab mcluding, but not linuted to, serious infections,
hepatotoxicity, cytopema, allergic reactions, or any other condition that contributed to
discontinuation of the agent

2) Must not have used any TNFuo antagomist or vedolizumab < 8 weeks prior to screening or

any other biologic agent < 8 weeks prior to screening or withm 5 fimes the half-life of the
biologic agent prior to screeming, whichever 1s longer
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44.2. Exclusion Criteria Cohort B ONLY

Subjects who meet the following exclusion criterion are not eligible to be enrolled in Cohort B
Induction Study.

1) Have used any TNFa antagonist or vedolizumab within < 8 weeks prior to screeming, or any
other biologic agent < 8 weeks prior to screening or within 5 times the half-life of the
biologic agent prior to screeming, whichever 1s longer

4.5. Maintenance Study

45.1. Inclusion Criteria

Subjects must meet all of the following inclusion critena to be eligible for participation m the
Maintenance Study.

1) Completion of Cohort A or B induction study with MCS response or EBS renussion based on
Week 10 assessments

2) Willingness to refrain from live or attenuated vaccmes during the study and for 12 weeks
after last dose

3) May be on oral corticosteroid therapy (prednisone prescribed at a stable dose < 30 mg/day or
budesomde at a dose of < 9 mg/day); dose must remain stable to Week 14

45.2. Exclusion Criteria

Subjects who meet any of the following exclusion cniteria are not to be enrolled in the
Maintenance Study:

1) Males and Females of reproductive potential who are unwilling to abide by
protocol-specified contraceptive methods as defined by Appendix 6

2) Females who may wish to become pregnant and/or plan to undergo egg donation or egg
harvesting for the purpose of current or future fertilization during the course of the study and

up to 35 days after last dose of the study drug

3) Male subjects unwilling to refrain from sperm donation during the study and for at least
90 days after last dose of the study drug

4) Use of prohibited concomutant medications as described in Section 5.4.2.
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3. INVESTIGATIONAL MEDICINAL PRODUCTS

5.1. Randomization, Blinding and Treatment Codes

5.1.1. Procedures for Breaking Treatment Codes

In the event of a medical emergency where breaking the blind 1s required to provide medical care
to the subject, the investigator may obtain treatment assignment directly from the mteractive web
response system (IWRS) for that subject. Gilead recommends but does not require that the
mvestigator contact the Gilead Medical Monitor before breaking the blind. Treatment assignment
should remain blinded unless that knowledge 1s necessary to determine subject emergency
medical care. The rationale for unblinding must be clearly explained in source documentation
and on the eCRF, along with the date on which the treatment assignment was obtaimned. The
mvestigator 1s requested to contact the Gilead Medical Monitor promptly in case of any
treatment unblinding.

Blinding of study treatment 1s critical to the mtegnity of thus clinical trial; therefore, if a subject’s
treatment assignment 1s disclosed to the investigator, the subject will have study treatment
discontinued. All subjects will be followed until study completion unless consent to do so 1s
specifically withdrawn by the subject.

Gilead Pharmacovigilance and Epidemuology (PVE) may independently unblind cases for
expedited reporting of suspected unexpected serious adverse reactions (SUSARs).

5.2 Description and Handling of Filgotinib and Placebo to Match (PTM)
Filgotinib
5.2.1. Formulation

Filgotimib 1s available as 200 mg and 100 mg strength tablets. Filgotimb tablets, 200 mg and

100 mg, are beige, debossed with “GSI” on one side and “200™ or “100” on the other,
capsule-shaped, biconvex, film-coated tablets for clinical use. Each tablet contains the equuivalent
of 200 mg or 100 mg filgotimib free base in the form of filgotinib maleate. In addition to the
active ingredient, filgotimb tablets contain the following inactive ingredients: microcrystalline
cellulose, lactose monohydrate, fumarnic acid, pregelatimzed starch, silicon dioxide, magnesium
stearate, macrogol/polyethylene glycol (PEG) 3350, polyvinyl alcohol, talc, titanmum dioxide,
ron oxide yellow, and iron oxide red.

Placebo to match (PTM) filgotimib 200 mg and 100 mg tablets are identical to the respective
active tablets, in appearance. PTM filgotinib 200 mg and 100 mg tablets contain the following
mactive mgredients: microcrystalline cellulose, lactose monohydrate, croscarmellose sodmm,
magnesium stearate, macrogol/PEG 3350, polyvinyl alcohol, tale, titanmum dioxide, iron oxide
yellow, and iron oxide red.
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5.2.2. Packaging and Labeling

Filgotimib and PTM filgotimb tablets are packaged in white, high density polyethylene (HDPE)
bottles. Each bottle contains 30 tablets, silica gel desiccant and polyester packing material. Each
bottle 15 enclosed with a white, continuous thread, child-resistant polypropylene screw cap fitted
with an induction-sealed, alununum-faced liner.

Study drugs to be distributed to centers m the US, EU and other participating countries shall be
labeled to meet applicable requirements of the US FDA, EU Gudeline to Good Manufacturing
Practice - Annex 13 (Investigational Medicinal Products), and/or other local regulations, as
applicable.

5.2.3. Storage and Handling

Filgotimib and PTM filgotimb tablets should be stored at controlled room temperature of
25°C (77°F); excursions are permutted between 15°C and 30°C (59°F and 86°F). Storage
conditions are specified on the label Until dispensed to the subjects, all bottles of study drugs
should be stored in a securely locked area, accessible only to authorized site personnel.

To ensure the stability and proper 1dentification, study drugs should not be stored 1n a container
other than the container in which they were supplied. Consideration should be given to handling,
preparation, and disposal through measures that minimize drug contact with the body.
Appropnate precautions should be followed to avoid direct eye contact or exposure when
handling

5.3. Dosage and Administration

The study medication will consist of 200 mg and 100 mg filgotimb tablets for oral
admimistration, and PTM 200 mg and 100 mg filgotimib tablets for oral adnmimstration.

The following treatments will be evaluated:

e Treatment 1: filgotinib 200 mg and PTM filgotimb 100 mg, once daily

e Treatment 2: filgotinib 100 mg and PTM filgotimb 200 mg, once daily

e Treatment 3: PTM filgotimb 200 mg and PTM filgotinib 100 mg, once daily

Subjects who are non-responders based on Week 10 assessments will be offered the option to
recerve open-label filgotinib by entering into the LTE study (GS-US-418-3899). Subjects
meeting disease worseming criteria at Week 11 or later must be discontinued from blhinded
treatment and will be offered the option to receive open-label filgotimb 200 mg,

(See Section 3.6, Disease Worsening Criteria), except for US and Korea males who will be
offered filgotinib 100 mg unless they have failed at least 2 other biologic therapies (any TNFu
antagomist and vedolizumab). Subjects who complete the Week 58 wvisit will have the option to
continue study drug i a blinded fashion in the LTE study.
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For nussed dose(s) of study medication, subjects should be mnstructed to take the missed dose(s)
of study medication as soon as possible during the same day. If the missed dose 1s not taken on
the original day, then subjects should not take the missed dose and the missed dose should be
refurned to the study drug bottle. Subjects should be cautioned not to double the next dose

(1e, taking the mussed dose of study drug with that day’s dose).

5.4. Prior and Concomitant Medications

All medications taken up to 30 days prior to the screening visit through the end of study

(30 days after the last dose of study drug), need to be recorded in the source documents and on
the eCRF. At each study wvisit, the study center will record any and all medications taken by the
subject sice the last visit or duning the visit (as applicable). All concomitant medications
(prescription, peri-procedural medications, over-the-counter medications, ncluding vaccines,
vitamins, herbal, dietary supplements, and minerals) must be recorded in the concomitant
therapy section of the eCRF.

Effective current therapies should not be discontinued for the sole purpose of participating in this
study. Subjects may recerve medications as supportive care or to treat AEs as deemed necessary
by the Investigator or the subject’s physician. Should subjects have a need to imtiate treatment
with any excluded concomitant medication, the Gilead Medical Monitor should be consulted
prior to iitiation of the new medication. In mnstances where an excluded medication 1s imtiated
prior to discussion with the Sponsor, the Investigator should notify Gilead as soon as he/she 1s
aware of the use of the excluded medication.

5.4.1. Allowed Concomitant Medications

The allowed concomitant medication(s) for UC must be maintained at a stable dose for the noted
time without dosing alteration or discontmuation.

The allowed medications for UC are as follows:

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

e Azathioprine, 6-MP, or MTX provided the dose prescribed has been stable for 4 weeks prior
to randommization; dose mmst be stable for the first 10 weeks after randormization

* Oral corticosteroid therapy (predmisone 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 be stable for the first 14 weeks after
randomization
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5.4.2. Prohibited Concomitant Medications

The prohibited medications are as follows:

Table 5-1. Prohibited Concomitant Medications
Drug Class Agents Disallowed Prohibited Period
Strong P-gp Inducers®
Anticonvulsants Phencbarbital, phenytoin, carbamazepine 30 days prior to screening through the end of
Antimycobacterials Rifabuin rifspentine. rifampin the study
HerbalMatural 5t. John's wort, danshen (Salvia Milticrrhiza)
Supplements
Prohibited TBD Medications
Corticosteroids Dose equivalent to = 30mg/day of prednisone | 30 days prior to screening through the end of
the study
TNF o antagonist Infliximab, adalimumab, golimumab, & weels prior to screening through the end of
certolizumab, or biosimilar agent the study
Integrin antagonist Vedolizumab and nataliznmab & weels prior to screening through the end of
the study
Interleulkin antagonist Ustekinumab 12 weeks prior to screening through the end
of the study
Rectal compounds Rectal 5-ASA or rectal corticosteroids 2 weeks prior to screening through the end of
the study
Antidiarrheal agents Loperamide and diphenoxylate/atropine 2 weeks prior to screening through the end of
the study
Other (non-biologic) Cyclosporine, thalidomide, tacrolimus, 30 days prior to screening through the end of
leflonomide, and any investigational agent the study
Any JAK inhibitor Any time before and through the end of the
study
Investigational biclogics Any investigational biclogic agent & weels prior to screening throngh the end of
the stody (or at least 5 half-lives)
Lymphocyte-depleting Alemtuzumab, cyclophosphamide, total Any time before and through the end of the
therapies lympheid irradiation, rifuximab, and any study
other lymphocyte depleting therapy
Other Prohibited Medications
Chronic Nonsteroidal Aspirin_ ibuprofen, naproxen, diclofenac, From screening through the end of the study
Anti-inflammatory indomethacin, COX-2 inhibitors
Drugs (NSAIDs)
Other biologics* Antibody based or other systemic biologics, Requires medical monitor consultation
eg, denosumab, trastuzumab

a  May decrease study dmg exposure and are excluded to aveid potential reduction in study drug activity. PE results indicate
filgotinib is a P-gp substrate, as a single dose of 200 mg itraconazole (a potent P-gp inhibitor) increased filgotinib Ceex by
64% and AUCxr by 45% and had no effect on the major, active metabolite G5-829843.

b Occasional use of NSAIDs for transient symptoms and daily use of aspirin up to 162.5 mg for the purpose of cardiovascular
prophylaxis are permitted

¢ Other biologics may be allowed with the approval of the medical monitor
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5.4.3. Corticosteroid Tapering

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 1f not predmisone) until subject 1s no longer on steroids. Subjects who are on
budesomide 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 1s 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
clhinical end points but will be pernutted to remamn in the study.

5.5. Vaccine Guidelines

e Prior to study participation, 1t 1s recommended that the subject’s vaccinations be brought up
to date according to local vaccination standards

e Live or attenuated vaccines (including, but not limited to varicella and inhaled flu vaccine)
are prohibited within 30 days of Day 1, throughout the study, and for 12 weeks after the last

dose of study drug

e Subjects should be advised to avoid routine household contact with persons vaccmated with
live/attenuated vaccine components. General gindelines suggest that a study subject’s
exposure to household contacts should be avoided for the below stated time periods:

— Varicella or attenuated typhoid fever vaccination — avoid contact for 4 weeks following
vaccination

— Oral polio vaccination -- avoid contact for 6 weeks followimng vaccmation
— Attenuated rotavirus vaccine — avoid contact for 10 days following vaccination
— Inhaled flu vaccine -- avoid contact for 1 week followmng vaccmation

e Inactivated vaccines (such as mactivated flu vaccines) should be admumistered according to
local vaccination standards whenever medically appropriate; however, there are no available
data on the concurrent use of filgotinib and its impact on immune responses following
vaccination

5.6. Accountability for Study Drug

The investigator 1s responsible for ensuring adequate accountability of all used and unused
study drug. This mncludes acknowledgement of receipt of each shipment of study drug

(quantity and condition). All used and unused study drug dispensed to subjects must be returned
to the site.
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Study drug accountability records will be provided to each study site to:
¢ Record the date received and quantity of study drug
e Record the date, subject number, subject imtials, the study drug number dispensed

e Record the date, quantity of used and unused study drug returned, along with the imtials of
the person recording the information.

5.6.1. Investigational Medicinal Product Return or Disposal

Please refer to Section 9.1.7.
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0. STUDY PROCEDURES

The study procedures to be conducted for each subject enrolled in the study are presented in
tabular form 1n Appendix 2 and described m the text that follows.

The mvestigator must document any deviation from protocol procedures and notify the sponsor
or contract research orgamzation (CRO).

6.1. Subject Enrollment and Treatment Assignment

Based on protocol eligibility criteria, subjects will be screened for enrollment in either Cohort A
or Cohort B.

Subjects who meet the protocol criteria will be assigned to the respective cohort and
subsequently randomized in a blinded fashion in a 2:2:1 ratio to 1 of 3 treatments as follows:

e Treatment 1 (n = 260): filgotimb 200 mg and PTM filgotimb 100 mg, once daily

e Treatment 2 (n = 260): filgotimb 100 mg and PTM filgotimb 200 mg, once daily

e Treatment 3 (n = 130): PTM filgotinmib 200 mg and PTM filgotinib 100 mg, once daily
Note: US and Korea males who have not failed at least two biologic regimens (any TNFa
antagomist and vedolizumab) will be randomized 1 a 2:1 ratio to erther filgotimb 100 mg or
matching placebo.

Within each Cohort, treatment assignments will be stratified according to the following factors m
the Induction and Maintenance studies:

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

e Conconutant use of oral, systenucally absorbed corticosteroids (eg, predmsone) at Day 1
(Yes or No)

e Conconutant use of immunomodulators (eg, 6-MP, azathioprine, 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 Conconutant use of oral, systenucally absorbed corticosteroids (eg, predmsone) at Day 1
(Yes or No)

e Conconutant use of immunomodulators (eg, 6-MP, azathioprine, MTX) at Day 1 (Yes or No)
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Stratification Factors (Maintenance Study)
e Participation in Cohort A or Cohort B

e Conconutant use of oral, systenucally absorbed corticosteroids (eg, predmsone) at Day 1
(Yes or No)

e Conconutant use of immunomodulators (eg, 6-MP, azathioprine, MTX) at Day 1 (Yes or No)
e Refer to Section 3.3, Table 3-1 for re-randomization in the Maintenance Study
6.2. Pretreatment Assessments

6.2.1. Screening Visit

Subjects will be screened within 30 days before randomization to determune eligibility for
participation in the study. The following will be performed and documented at screening:

* Obtain wntten informed consent

— Additional consent will be reiuired from subiects iarticiﬁtiﬂg m the PK substudjl

e Rewview imnclusion/exclusion criteria and other protocol restrictions (Section 4)

e Obtain medical history, including UC disease and treatment history

e Complete physical examination (PE) including vital signs, body weight and height
e Perform 12-lead ECG

e Record any SAEs and all AEs related to protocol mandated procedures occurring after
signing of the consent form.

e Instruct subjects to maintain concomitant medication at a stable dose

e Provide subject with the electronic diary (e-Diary) and instructions for daily documentation
of stool frequency and rectal bleeding. Subjects should be counseled to enter the Normal
Stool Count (NSC) as the stool count the subject experiences when disease free
(eg, in remission). If the subject has never been in remission, the subject should enter in
normal stool count when healthy (eg, prior to diagnosis).

e Conduct phone call approximately 4 days after screeming visit to encourage compliance with
daily documentation of stool frequency and rectal bleeding
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e If warranted, based on the review of comphance and average scores from the subject e-Diary
reports for rectal bleeding and stool frequency, perform flexible sigmoidoscopy/colonoscopy
and biopsy during screening. If a colonoscopy 1s performed, flexible sigmoidoscopy 1s not
required. Subject diary data and lab results should be reviewed to ensure eligibility is
met prior to scheduling endoscopy. Endoscopy should not be performed unless subject
has met eligibility criteria for stool frequency and rectal bleeding.

— Record investigator endoscopic value

e Subjects will need a full colonoscopy only if the investigator chooses to do so for disease
management

e Four biopsy samples will be collected. These biopsies will be sent to central laboratory for
storage and then to specialty laboratories for subsequent analysis.

e Collect the vanables to calculate complete MCS (reference Appendix 4)
— Site collects patient assessments at each visit
— MCS calculated centrally after all components have been captured electronically

e TB Assessment— Must have negative QuantiFERON® test (or centrally reported equivalent
assay) during screening, and negative chest x-ray withun 3 months of or during screening for
those with no evidence or history of TB. Positive or negative results must not be repeated. An
indeterminate result should be repeated once and the second result (if positive or negative)
will be accepted. Two sequential indeterminate results constitute a screen failure. Subjects
with previously treated or latent TB requuire sponsor approval (See mclusion criterion 8 for
details). Subjects who are diagnosed with latent TB at screening must mmitiate an adequate
course of prophylaxis as per local standard of care for a mimmum of 4 weeks prior to
randonuzation. Subject may imtiate study drug dosing only after consultation with the
Gilead medical monitor.

e Obtain blood samples (reference Study Procedure Table in Appendix 2)
— HCV Screening Guidelines

m Subjects with positive HCV antibody at Screeming requure reflex testing for HCV
RNA. Subjects with HCV RNA = lower limit of quantification (LLOQ) at Screening
will be excluded. Subjects with positive HCV antibody but HCV RNA < LLOQ are
eligible.

— HBYV Screening and Surveillance Guidelines
m  Subjects with positive HBV surface antigen (HBsAg) at Screening are excluded.

m Subjects who are positive for HBV surface antibody (HBsAb), but negative for both
HBsAg and HBV core antibody (HBcAb) at Screeming are eligible.
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m  Subjects with positive HBcAb require reflex testing for HBV DNA. Subjects with
HBV DNA = LLOQ at Screening will be excluded. Subjects with positive HBcAb
and HBV DNA < LLOQ are eligible, but will require ongoing HBV DNA monitoring
every 3 months durning this study. These subjects may requure prophylactic treatment
per investigator discretion i accordance with local gmdelines/standard of care.

m In Japan and where required by local guidelines, subjects with positive HBcAb and/or
positive HBsAb will requure reflex testing for HBV DNA at Screeming. Subjects with
positive HBcAb and/or HBsADb but with HBV DNA < LLOQ at Screening are
eligible for the study. These subjects will require ongoing HBV DNA monitoring
every 4 weeks mn accordance with local gumidelines during this study.

® Any subject who has HBV DNA = LLOQ durning the study will be discontinued
(reference Section 3.5.2).

— HIV Screening Guidelines

m  Subjects who have HIV infection, regardless of virologic status, are excluded from
the study.

e Obtain blood sample for serum pregnancy test (for females of childbearing potential only)
e Obtain stool sample (reference Study Procedure Table in Appendix 2)

— A stool sample will be obtained for culture for pathogenic bacteria, ova and parasite
evaluation, and C. difficile toxin assay during screeming for the purposes of determining
eligibility.

e Obtain urine sample (reference Study Procedure Table m Appendix 2)
e Obtain urine sample for urine drug screen (reference Study Procedure Table in Appendix 2)

A single retest of screening labs 1s pernutted only if there 1s reason to believe the retest value will
be within accepted parameters, or if the imtial value was either due to a sample processing error
or an extenuating circumstance.

Subjects meeting all of the inclusion criteria and none of the exclusion criteria will return to the
clinic within 30 days after screening for randomization into the study. Subjects may be
randonmuzed more than 30 days after imtial screening if they recerve permission from the
Gilead Medical Monitor. If the subject does not begin the treatment within this 30-day window,
specific screening evaluation procedures may need to be repeated at the direction of the

Gilead Medical Monitor. No more than one repeat screening visit 1s allowed for each subject,
unless prior written approval has been provided by the Sponsor.
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From the time of obtaining informed consent through the first administration of investigational
medicinal product, record all SAEs, as well as anv AEs related to protocol-mandated procedures
on the adverse events eCRF. All other untoward medical oecurences observed during the
sereening period, including exacerbation or changes in medical history are to be captured on the
medical history eCRF. See Section 7 Adverse Events and Toxicity Management for additional
details.

6.2.2. Day 1

The following tests and procedures must be completed prior to randomization and
dosing/dispensing:

+« PReview inclusion/exclusion criteria and other protocol restrictions
e Symptom directed PE mcluding body weight

¢ Obtam body weight and wvital signs (resting blood pressure, respiratory rate, pulse and
temperature)

s Review AEs and concomutant medications

¢ Review e-Diary reports for compliance and scores — remind subjects of diary instructions at
every visit

¢ Collect the vanables to calculate partial MCS (see Appendix 4)
— Site collects patient assessments at each visit
— MCS caleulated centrally after all components have been captured electronically
¢ Have subject complete HRQoL questionnaires
¢  Administer HCRU questionnaire
¢ Obtam fasting blood samples (reference Study Procedure Table in Appendix 2)

e Obtain blood sample for viPBMC and leukocyte subsets (US and Canadian sites only)

¢ Obtam unne sample (reference Study Procedure Table in Appendix 2)

— Sample will be used for urinalysis and pregnancy test (for females of childbearing
potential only)
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6.3. Randomization

Please refer fo Section 6.1.

6.3.1. Randomization and Study Drug Administration

e Enter subject information in the IWRS to receive randomization assignment

e Dispense study drug as directed by the IWRS

e Instruct the subject on the packaging, storage, and admimstration of the study drug

e Observe the subject taking the first dose of study drug and record the time of first dose
6.4. Study Assessments

6.4.1. Priority of Assessments

Subject-reported outcomes are recommended to be completed before any other study procedures.
Invasive study procedures such as blood draws and biopsies should be done at the end of a study
visit, as much as possible. Investigator questionnaires/assessments should be performed prior to
reviewing subject-reported outcomes for that visit, as much as possible.

6.4.2. Efficacy

Efficacy assessments will be performed at the time points indicated in the Study Procedures
Table (Appendix 2).

6421 Mayo Clinic Score (MCS)
Mayo Scoring system for assessment of ulcerative colitis activity. Refer to Appendix 4.
6422 36-Item Short Form Healthy Survey

The SF-36 1s a health related quality of life instrument consisting of 36 questions belonging to
8 domains i 2 components and covers a 4-week recall period:

e Physical well-being, 4 domains: physical functioming (10 items), role physical (4 items),
bodily pain (2 items), and general health perceptions (5 items)

e Mental well-being, 4 domains: vitality (4 items), social functioning (2 items), role emotional
(3 items), and mental health (5 items).

The remaining item (health transition) 1s not part of the above domains but 1s kept separately.
These scales will be rescaled from 0 to 100 (converting the lowest possible score to 0 and the
highest possible score to 100), with higher scores mndicating a better quality of life. The SF-36 1s
not disease specific and has been validated in numerous health states.
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6423 Work Productivity and Activity Impairment Questionnaire (WPAI)

The WPAI 1s a designed to measure the effect of general health and symptom severity on work
productivity and regular activities durning the past seven days.

6424 EQ-5D

The EQ-5D 1s a standardized instrument developed by the EuroQol Group as a measure of
health-related quality of life that can be used in a wide range of health conditions and treatments.

6425 IBDQ

This disease-specific questionnaire comprises 32 questions divided mto four health subscales:
bowel symptoms (10 questions); systenuc symptoms, mcluding sleep disorders and fatipue

(5 questions); emotional function such as depression, aggression and wrmitation (12 questions);
and social function, meaning the ability to participate in social activities and to work

(5 questions).

6.4.3. Safety

Safety will be assessed via AEs, concomitant medications, physical examinations (complete and
symptom-driven), vital signs, ECGs, and clinical laboratory results.

6431 Climical Laboratory Evaluations

The hematology, serum chemistry, coagulation laboratory, and stool analyses will be performed
at a central laboratory. Reference ranges will be supplied by the central laboratory and will be
used by the investigator to assess the laboratory data for climical sigmficance and pathological

changes.

Blood samples will be collected by vemipuncture (or optional indwelling catheter for PK
sampling days) in the arm at the time points indicated in the Study Procedures Table

(Appendix 2). In addition, urine samples for the clinical laboratory assessments will be collected.
An overnight fast (no food or drinks, except water) of at least 8 hours will be required prior to
collection of blood samples for lipid testing.

A stool sample should also be collected at any time during the study for culture for pathogemic
bacteria, ova and parasites, and C. diff toxun assay when a subject becomes symptomatic,
mncluding worsening or return of disease activity.

Refer to Appendix 7 for table of clinical laboratory tests.
Laboratory values outside the normal range will be flagged and clinical relevance will be

assessed by the investigator. More frequent sampling as well as additional tests may be
performed as deemed necessary by the investigator.
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Note that in the case where climically sigmficant laboratory test results are a potential reason for
discontinuation from the study drug and/or withdrawal from the study, retesting of the affected
parameter(s) should be prompt (within 3 to 7 days [except creatimine, which should be retested

7 to 14 days apart]).

The details of sample handling and shupment instructions will be provided in a separate
laboratory manual

6432 Pregnancy Testing (for females of childbearing potential)

All females meeting the cluldbearing potential criteria must have a serum pregnancy testing at
screening and an in-clinic urine pregnancy test must be completed every 4 weeks at a mummum_
If any pregnancy test 1s positive, study drug should be immediately interrupted and the subject
should have a serum pregnancy test in clinic that will be centrally reported.

6.4.33. Vital Signs

Vital signs will be measured at the fime points indicated in the Study Procedures Table
(Appendix 2).

Vital signs should be taken after the subject has been resting in the seated or supine position for
at least 5 minutes and will include pulse rate, respiratory rate, systolic and diastolic blood
pressure, and temperature.

6434 Physical Examination

A physical examination should be performed at the time points indicated mn the Study Procedures
Table (Appendix 2). Any changes from screening will be recorded. Weight will be measured at
all visits. Height will be measured at screening only. Subjects should be instructed to remove
shoes prior to measurement of height.

At screeming, a complete physical examuination will be performed. A complete physical
examination will include source documentation of general appearance and the following body
systems: head, neck, and thyroid; eyes, ears, nose, throat, mouth and tongue; chest

(excluding breasts); respiratory, cardiovascular; lymph nodes; abdomen; skin, hair, nails;
musculoskeletal; and neurological. Symptom-driven physical examinations will be performed at
all other visits based on reported signs and symptoms.

6435 12-lead Electrocardiogram

A resting 12-lead ECG will be performed at the fime points indicated in the Study Procedures
Table (Appendix 2).

The ECG should be obtamed after the subject has been resting in the supine position for at least
5 munutes and will include heart rate (HR), inter-beat (RR), QRS, uncorrected QT, morphology,
and rhythm analysis. Electrocardiograms will be interpreted by the investigator

(or qualified designee) for clinical significance and results will be entered into the eCRF.
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6.4.4. Pharmacokinetics Assessments

The PK sample at Week 4 1s collected post-dose (at least 30 minutes and up to 3 hours after
study drug dosing). For this visit, 1t is preferred that study drug dosing is done in clinic. The PK
sample at Weeks 26 can be collected at any time without regard to dosing. The PK sample at
Weeks 10 and S8 are collected at pre-dose (within 2 hours prior to dosing).

Subjects who consent to the optional PK substudy will have additional plasma PK samples at any
single visit from Week 2 to Week 10, collected pre-dose, and at 0.5, 1, 2, 3. 4 and 6 hours after
supervised dosing n the clime. If a sub-study PK sample is scheduled to be collected at the same
time as a sparse PK sample, only one sample should be collected.

For all visits with PK sampling, the time of dose taken prior to and on the day of visit will be
noted in the eCRF. Plasma concentrations of filgotinib and its metabolite (GS5-829845) will be
analyzed.

6.4.5. Biomarker Assessments

Blood samples will be collected on Day 1 and at Weeks 4, 10, 26, and 58.

Blood samples may be analyzed for assessment of markers of inflammation, immune status, and
JAK-STAT pathway activation.

6.5. Post-Treatment Assessments

All subjects must complete the PTx assessments 30 days after the last dose of study drug.
Subjects who enter into the LTE study (GS-US-418-3899) will not complete PTx assessments
associated with this protocol.

The following will be performed and documented:

+« Symptom directed PE

¢ Obtam body weight and wvital signs (resting blood pressure, respiratory rate. pulse and
temperature )

o Review AEs and concomitant medications
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e Obtain blood samples (reference Study Procedure Table in Appendix 2)

e Obtain urine sample (reference Study Procedures Table [Appendix 2])
— Pregnancy test (for females of cluld bearing potential only)

6.6. Early Termination Assessments

The following will be performed and documented:

e Symptom directed PE

e Obtain body weight and vital signs (resting blood pressure, respiratory rate, pulse and
temperature)

e Perform 12-Lead ECG (for subjects who terminate prior to Week 10)
¢ Review AEs and conconutant medications
e Collect e-Diary back from subject
e Collect the vanables to calculate partial MCS (see Appendix 4)
— Site collects patient assessments at each visit
— MCS calculated centrally after all components have been captured electronically
e Obtan fasting blood samples (reference Study Procedure Table in Appendix 2)
e Obtain urine sample (reference Study Procedures Table [Appendix 2])
— Pregnancy test (for females of cluld bearing potential only)
6.7. End of Study

Please refer to Section 3.7.

6.8. Post Study Care

Please refer to Section 3 .8.
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7. ADVERSE EVENTS AND TOXICITY MANAGEMENT

7.1. Definitions of Adverse Events, Adverse Reactions, and Serious Adverse
Events

7.1.1. Adverse Events

An adverse event (AE) 1s any untoward medical occurrence mn a chimical study subject
admimistered a medicinal product, which does not necessarily have a causal relationship with the
treatment. An AE can therefore be any unfavorable and/or umintended sign, symptom, or disease
temporally associated with the use of a medicinal product, whether or not considered related to
the medicinal product. Adverse events may also mclude pre- or post-treatment complhications that
occur as a result of protocol specified procedures, lack of efficacy, overdose, drug abuse/muisuse
reports, or occupational exposure. Preexisting events that increase i severity or change i nature
during or as a consequence of participation in the chinical study will also be considered AEs.

An AFE does not include the following:

e Medical or surgical procedures such as surgery, endoscopy, tooth extraction, and transfusion.
The condition that led to the procedure may be an adverse event and must be reported.

e Pre-existing diseases, conditions, or laboratory abnormalities present or detected before the
screemng visit that do not worsen

e Situations where an untoward medical occurrence has not occurred (eg, hospitalization for
elective surgery, social and/or convenience admissions)

e Overdose without clinical sequelae (See Section 7.7.1)

e Any medical condition or chimically significant laboratory abnormality with an onset date
before the consent form 1s signed and not related to a protocol-associated procedure 1s not an
AE_ It 15 considered to be pre-existing and should be documented on the medical history
eCRF.

7.1.2. Serious Adverse Events
A serious adverse event (SAE) 1s defined as an event that, at any dose, results in the following:
e Death

e Life-threateming (Note: The term “life-threatening™ in the defimition of “senious™ refers to an
event in which the subject was at risk of death at the time of the event; it does not refer to an
event that hypothetically might have caused death if it were more severe.)

¢ In-patient hospitalization or prolongation of existing hospitalization
e Persistent or significant disability/incapacity
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e A congenital anomaly/birth defect

e A medically important event or reaction: such events may not be immediately
life-threatening or result in death or hospitalization but may jeopardize the subject or may
require intervention to prevent one of the other outcomes constituting SAEs. Medical and
scientific judgment must be exercised to determune whether such an event 1s a reportable
under expedited reporting rules. Examples of medically important events include mtensive
treatment in an emergency room or at home for allergic bronchospasm; blood dyscrasias or
convulsions that do not result in hospitalization; and development of drug dependency or
drug abuse. For the avoidance of doubt, nfections resulting from contaminated medicinal
product will be considered a medically important event and subject to expedited reporting
requirements.

7.2. Assessment of Adverse Events and Serious Adverse Events

The mvestigator or qualified sub-investigator 1s responsible for assessing AEs and SAEs for
causality and severity, and for final review and confirmation of accuracy of event information
and assessments.

7.2.1. Assessment of Causality for Study Drugs and Procedures

The mvestigator or qualified sub-investigator 1s responsible for assessing the relationship to IMP

therapy using clinical judgment and the following considerations:

e No: Evidence exists that the adverse event has an etiology other than the IMP. For SAEs, an
alternative causality must be provided (eg, pre-existing condition, underlying disease,
intercurrent illness, or concomitant medication).

e Yes: There is reasonable possibility that the event may have been caused by the
mvestigational medicinal product.

It should be emphasized that ineffective treatment should not be considered as causally related in
the context of adverse event reporting.

The relationship to study procedures (eg, invasive procedures such as venipuncture or biopsy)
should be assessed using the following considerations:

e No: Evidence exists that the adverse event has an etiology other than the study procedure.
e Yes: The adverse event occurred as a result of protocol procedures (eg, venipuncture)

7.2.2. Assessment of Severity

The sevenity of AEs will be graded using the modified Common Terminology Criteria for
Adverse Events (CTCAE), version 4.03. For each episode, the highest grade attained should be
reported.
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If a CTCAE cniterion does not exust, the investigator should use the grade or adjectives:
Grade 1 (nmuld), Grade 2 (moderate), Grade 3 (severe), Grade 4 (life-threatening) or

Grade 5 (fatal) to describe the maxinmm intensity of the adverse event. For purposes of
consistency with the CTCAE, these intensity grades are defined in Table 7-1 and Appendix 5.

Table 7-1. Grading of Adverse Event Severity
Grade Adjective Description
. Asymptomatic or mild symptoms; clinical or diagnosfic observations only;

Grade 1 Mild intervention not indicated

Local or nominvasive intervention indicated; limiting age-appropriate
Grade 2 Moderate inst tal ADL

Severe or medically significant but not immediately life-threatening:
Grade 3 Severe hospitalization or prolongation of hospitalization indicated; disabling;

limiting self-care ADL

Grade 4 Life-threatening Urgent intervention indicated
Grade 5 Death Death related AE

*  Activities of Daily Living (ADL) Instrumental ADL refer to opening preparing meals, shopping for groceries or clothes,
using the telephone, managing money, etc.
**  Self-care ADL refer to bathing, dressing and undressing, feeding self, using the toilet, taking medications, and not
bedridden.
7.3. Investigator Requirements and Instructions for Reporting Adverse Events
and Serious Adverse Events to Gilead

Requirements for collection prior to study drug mitiation:

After informed consent, but prior to imtiation of study medication, the following types of events
should be reported on the eCRF: all SAEs and adverse events related to protocol-mandated
procedures.

7.3.1. Adverse Events

Following mitiation of study medication, all AEs, regardless of cause or relationship, until
30 days after last admimistration of study IMP must be reported to the eCRF database as
mstructed.

All AEs should be followed up until resolution or until the adverse event 1s stable, 1f possible.
Gilead may request that certain AEs be followed beyond the protocol defined follow up period.

7.3.2. Serious Adverse Events

All SAEs, regardless of cause or relationship, that occurs after the subject first consents to
participate in the study (1e, signing the informed consent) and throughout the duration of the
study, including the protocol-required post treatment follow-up period, must be reported to the
eCRF database and Gilead PVE as mstructed. Thus also includes any SAEs resulting from
protocol-associated procedures performed after informed consent 1s signed.
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Any SAFs and deaths that occur after the post treatment follow-up visit but within 30-days of the
last dose of study IMP, regardless of causality, should also be reported.

Investigators are not obligated to actively seek SAEs after the protocol defined follow up period.
However, if the investigator learns of any SAEs that occur after study participation has
concluded and the event 1s deemed relevant to the use of IMP, he/she should promptly document
and report the event to Gilead PVE.

o All AFs and SAEs will be recorded in the eCRF database within the timelines outlined in the
eCRF completion guideline.

e At the time of study start, SAEs may be reported using a paper serious adverse event
reporting form. Duning the study conduct, sites may transition fo an electronmic SAE (eSAE)
system. (ilead will notify sites in writing and provide traiming and account information prior
to implementing an eSAE system.

Flectronie Serious Adverse Event Reporting Process

s Site personnel record all SAE data in the eCRF database and from there transmit the SAE
mformation to Gilead PVE within 24 hours of the mvestigator’s knowledge of the event.
Detailed mmstructions can be found m the eCRF completion guudelines.

s [If for any reason 1t 1s not possible to record the SAE mformation electromically, 1e, the eCRF
database is not functioning, record the SAFE on the paper serious adverse event reporting
form and submit within 24 hours as described above.

Fax: PPD

Gilead Sciences PVE E-mail: PPD

« Assoon as it is possible to do so, any SAE reported via paper must be transcribed into the
eCRF Database according to mstructions in the eCRF completion gmdelines.

¢ Ifan SAF has been reported via a paper form because the eCRF database has been locked,
no further action is necessary.

« For fatal or life-threatening events, copies of hospital case reports. autopsy reports, and other
documents are also to be submitted by e-mail or fax when requested and applicable.
Transmission of such documents should occur without personal subject identification,
maintaining the traceability of a document to the subject 1dentifiers.

s Additional nformation may be requested to ensure the timely completion of accurate safety
reports.

¢ Any medications necessary for treatment of the SAE must be recorded onto the concomitant
medication section of the subject’s eCRF and the event description section of the SAE form.
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7.4. Gilead Reporting Requirements

Depending on relevant local legislation or regulations, mncluding the applicable US FDA Code of
Federal Regulations (CFR), the EU Clinical Trials Directive (2001/20/EC) and relevant updates,
and other country-specific legislation or regulations, Gilead may be required to expedite to
worldwide regulatory agencies reports of SAEs, serious adverse drug reactions (SADRs), or
SUSARs. In accordance with the EU Climical Trials Directive (2001/20/EC), Gilead or a
specified designee will notify worldwide regulatory agencies and the relevant IRB/TEC in
concemed Member States of applicable SUSARs as outlined in current regulations.

Assessment of expectedness for SAEs will be determined by Gilead using reference safety
information specified m the investigator's brochure (IB) or relevant local label as applicable.

All investigators will recetve a safety letter notifying them of relevant SUSAR reports associated
with any study IMP. The investigator should notify the IRB or IEC of SUSAR reports as soon as
1s practical, where this 1s required by local regulatory agencies, and in accordance with the local
mstitutional policy.

To mininuze the possibility of exposing study subjects to unusual risk, the safety information
from this study will also be reviewed periodically by an independent DMC

(as described 1n Section 8.10). The DMC may have access to partially blinded or unblinded data
and will make recommendations regarding the study according to the DMC charter.

1.5. Clinical Laboratory Abnormalities and Other Abnormal Assessments as
Adverse Events or Serious Adverse Events

Laboratory abnormalities are usually not recorded as AEs or SAEs. However, laboratory
abnormalities (eg, climical chemustry, hematology, and uninalysis) independent of the

underlying medical condition that require medical or surgical intervention or lead to
mvestigational medicinal product interruption or discontinuation must be recorded as an AE, as
well as an SAE, 1f applicable. In addition, laboratory or other abnormal assessments

(eg, ECG, x-rays, vital signs) that are associated with signs and/or symptoms must be recorded as
an AE or SAE if they meet the definition of an AE (or SAE) as described in Sections 7.1.1 and
7.1.2_ If the laboratory abnormality 1s part of a syndrome, record the syndrome or diagnosis

(1e, anemia) not the laboratory result (1e, decreased hemoglobin).

Severity should be recorded and graded according to the CTCAE Grading Scale for Severity of
Adverse Events and Laboratory Abnormalities (Appendix 5). For AEs associated with laboratory
abnormalities, the event should be graded on the basis of the climical severity in the context of
the underlying conditions; this may or may not be in agreement with the prading of the
laboratory abnormality.

7.6. Toxicity Management

All clinical and climcally significant laboratory toxicities will be managed according to uniform
gumdelines detailed in Appendix 3, and as outlined below.
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Refer to Section 3.5, Cntenia for Study Drug Interruption or Discontinuation, for additional
specific discontinuation criteria. Specific toxicity discontinuation criteria mn Section 3.5
supercede below general toxicity guidelines, and in general, where discrepancy is present, the
more conservative criteria apply. The Gilead Medical Momtor should be consulted prior to study
drug discontinuation when medically feasible.

7.6.1. Grades 1 and 2 Laboratory Abnormality or Clinical Event
Continue study drug at the discretion of the investigator.
7.6.2. Grade 3 Laboratory Abnormality or Clinical Event

e For a Grade 3 clinically significant laboratory abnormality or clinical event, IMP may be
continued 1f the event 1s considered to be unrelated to IMP.

e For a Grade 3 clinical event, or climcally significant laboratory abnormality confirmed by
repeat testing, that 1s considered to be related to IMP, IMP should be withheld until the
toxicity returns to < Grade 2.

e If a laboratory abnormality recurs to = Grade 3 following re-challenge with IMP and 1s
considered related to IMP, then IMP should be permanently discontinued and the subject
managed according to local practice. Recurrence of laboratory abnormalities considered
unrelated to IMP may not require permanent discontinuation.

7.6.3. Grade 4 Laboratory Abnormality or Clinical Event

e For a Grade 4 clinical event or chinically significant Grade 4 laboratory abnormality
confirmed by repeat testing that 1s considered related to IMP, IMP should be permanently
discontinued and the subject managed according to local practice. The subject should be
followed as clinically indicated until the laboratory abnormality returns to baseline or 1s
otherwise explained, whichever occurs first. A climeally sigmificant Grade 4 laboratory
abnormality that 1s not confirmed by repeat testing should be managed according to the
algorithm for the new toxucity grade.

Investigational medicinal product may be continued without dose interruption for a chinically
non-significant Grade 4 laboratory abnormality (eg, Grade 4 creatine kinase [CK] after strenuous
exercise or triglycende elevation that 1s nonfasting or that can be medically managed) or a
climical event considered unrelated to IMP.

Treatment-emergent toxicities will be noted by the investigator and brought to the attention of
the Gilead Medical Monitor, who will have a discussion with the investigator and decide the
approprate course of action. Whether or not considered treatment-related, all subjects
experiencing AEs must be monitored periodically until symptoms subside, any abnormal
laboratory values have resolved or returned to baseline levels or they are considered irreversible,
or until there 1s a satisfactory explanation for the changes observed.

Any questions regarding toxicity management should be directed to the Gilead Medical Momitor.
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1.7. Special Situations Reports

1.7.1. Definitions of Special Situations

Special situation reports mclude all reports of medication error, abuse, misuse, overdose, reports
of adverse events associated with product complaints, pregnancy reports regardless of an
associated AE, an AFE 1n an infant following exposure from breastfeeding, and an occupational
exposure with an AE.

Medication error 1s any umntentional error in the prescribing, dispensing, or admimistration of a
medicinal product while i the control of the health care provider, subject, or consumer.

Abuse 15 defined as persistent or sporadic mntentional excessive use of a medicinal product by a
subject.

Misuse 1s defined as any intentional and inappropnate use of a medicinal product that 1s not in
accordance with the protocol nstructions or the local prescribing information.

An overdose 1s defined as an accidental or mntentional administration of a quantity of a medicmal
product given per adnumistration or cumulatively which 1s above the maximum recommended
dose as per protocol or in the product labelling (as 1t applies to the daily dose of the subject in
question). In cases of a discrepancy 1n drug accountability, overdose will be established only
when 1t 15 clear that the subject has taken the excess dose(s). Overdose cannot be established
when the subject cannot account for the discrepancy except in cases in which the investigator has
reason to suspect that the subject has taken the additional dose(s).

Occupational exposure with an AE 15 defined as exposure to medicinal product as result of one's
professional or non-professional occupation.

Product complaint 1s defined as complaints ansing from potential deviations in the manufacture,
packaging, or distribution of the medicinal product.

71.7.2. Instructions for Reporting Special Situations
7721 Instructions for Reporting Pregnancies

The mvestigator should report pregnancies in female study subjects that are identified after
mitiation of study medication and throughout the study, including the post study drug follow-up
period, to Gilead PVE using the pregnancy report form within 24 hours of becoming aware of

the pregnancy.

Refer to Section 7.3 and the eCRF completion gumidelines for full instructions on the mechamsm
of pregnancy reporting.

The pregnancy itself 1s not considered an AE nor 1s an induced elective abortion to terminate a
pregnancy without medical reasons.
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Any premature ternunation of pregnancy (eg, a spontaneous abortion, an induced therapeutic
abortion due to complications or other medical reasons) must be reported within 24 hours as an
SAE. The underlying medical reason for this procedure should be recorded as the AE term.

A spontaneous abortion 1s always considered to be an SAE and will be reported as described in
Section 7.3.2. Furthermore, any SAE occurring as an adverse pregnancy outcome post study
must be reported to Gilead PVE

The subject should receive appropriate momitoring and care until the conclusion of the
pregnancy. The outcome should be reported to Gilead PVE using the pregnancy outcome report
form. If the end of the pregnancy occurs after the study has been completed, the outcome
should be reported directly to Gilead PVE. Gilead PVE contact information 1s as follows:
Email: PPD and Fax: PPD

Pregnancies of female partners of male study subjects exposed to Gilead or other study drugs
should also be reported and relevant information should be submutted to Gilead PVE using the
pregnancy and pregnancy outcome forms within 24 hours. Monitoring of the subject should
continue until the conclusion of the pregnancy. If the end of the pregnancy occurs after the
study has been completed, the outcome should be reported directly to Gilead PVE

fax number PPD or email PPD

Refer to Appendix 6 for Pregnancy Precautions, Definition for Female of Childbearing Potential,
and Contraceptive Requirements.

7722 Reporting Other Special Situations

All other special situation reports must be reported on the special sifuations report form and
forwarded to Gilead PVE within 24 hours of the investigator becoming aware of the situation.
These reports must consist of situations that mvolve study IMP and/or Gilead concomitant
medications, but do not apply to non-Gilead concomutant medications.

Special situations involving non-Gilead conconutant medications does not need to be reported on
the special situations report form; however, for special situations that result m AEs due to a
non-Gilead concomutant medication, the AE should be reported on the AE form.

Any mappropnate use of concomitant medications prohibited by this protocol should not be
reported as “misuse,” but may be more approprnately documented as a protocol deviation.

Refer to Section 7.3 and the eCRF completion gumidelines for full instructions on the mechamsm
of special situations reporting.

All clinical sequelae 1n relation to these special sifuation reports will be reported as AEs or SAEs
at the same time using the AE eCRF and/or the SAE report form. Details of the symptoms and
signs, chinical management, and outcome will be reported, when available.
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8. STATISTICAL CONSIDERATIONS

8.1. Analysis Objectives and Endpoints

Unless otherwise specified, all the efficacy endpoints based on MCS will utilize the central read
endoscopic subscore. The local read endoscopic subscore will be utilized into the sensitivity
analysis with details being included in the statistical analysis plan (SAP).

8.1.1. Analysis Objectives

Cohort A Induction Study

The primary objective of Cohort A 1s:

e To evaluate the efficacy of filgotimb as compared to placebo mn establishing EBS remission
at Week 10

The key secondary objectives of Cohort A are:

e To evaluate the efficacy of filgotimb as compared to placebo 1 establishing MCS remussion
at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo 1 establishing an endoscopic
subscore of 0 at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in establishing Geboes
histologic remission at Week 10

e To evaluate the efficacy of filgotimb as compared to placebo 1 establishing MCS remussion
(alternative defimition) at Week 10

The other secondary objectives of Cohort A are:

e To evaluate the safety and tolerability of filgotimb
e To assess the PK characteristics of filgotimib

The exploratory objectives of Cohort A are:

e To evaluate the efficacy of filgotinib as compared to placebo m improving endoscopic
appearance as determined by UCEIS scoring system at Week 10

¢ To evaluate the association of changes in systenuc or localized inflammatory biomarkers
(eg, including but not hmited to CRP, fecal calprotectin, fecal lactofernin, and fecal MMP-9)
with clinical outcomes

* To evaluate stool microbiome
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e To characterize the association of host genetics and other markers with disease seventy,
disease progression, and treatment response to filgotinib

s To evaluate HRQoL

e To evaluate the effect of filgotinib on HCRU

e To evaluate the efficacy of filgotinib as compared to placebo 1n achieving novel histologic
outcomes (eg, resolution of basal plasmacytosis)

Cohort B Induction Study

The primary objective of Cohort B 1s:

e To evaluate the efficacy of filgotimb as compared to placebo mn establishing EBS remission
at Week 10

The key secondary objectives of Cohort B are:

e To evaluate the efficacy of filgotimb as compared to placebo 1n establishing MCS remission
at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo 1 establishing an endoscopic
subscore of 0 at Week 10

e To evaluate the efficacy of filgotinib as compared to placebo in establishing Geboes
histologic remission at Week 10

e To evaluate the efficacy of filgotimb as compared to placebo 1 establishing MCS remission
(alternative defimition) at Week 10

The other secondary objectives of Cohort B are:
e To evaluate the safety and tolerability of filgotimb

e To assess the PK characteristics of filgotimib

The exploratory objectives of Cohort B are:

e To evaluate the efficacy of filgotinib as compared to placebo m improving endoscopic
appearance as determined by UCEIS scoring system at Week 10

e To evaluate the association of changes in systenuc or localized inflammatory biomarkers
(eg, including but not linited to CRP, fecal calprotectin, fecal lactoferrin and fecal MMP-9)

with clinical outcomes

* To evaluate stool microbiome
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e To characterize the association of host genetics and other markers with disease seventy,
disease progression, and treatment response to filgotinib

s To evaluate HRQoL
e To evaluate the effect of filgotinib on HCRU

e To evaluate the efficacy of filgotinib as compared to placebo 1n achieving novel histologic
outcomes (eg, resolution of basal plasmacytosis)

Maintenance Study
The primary objective of the Maintenance Study 1s:

e To evaluate the efficacy of filgotimb as compared to placebo mn establishing EBS remission
at Week 58

The key secondary objectives of the Maintenance Study are:

e To evaluate the efficacy of filgotimb as compared to placebo 1 establishing MCS remission
at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo m establishing sustained EBS
rermssion at Week 58, defined as EBS remission at both Weeks 10 and 58

e To evaluate the efficacy of filgotinib as compared to placebo m establishing 6-month
corticosteroid-free EBS remussion at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo 1 establishing an endoscopic
subscore of 0 at Week 58

e To evaluate the efficacy of filgotinib as compared to placebo in establishing Geboes
histologic remission at Week 58

e To evaluate the efficacy of filgotimb as compared to placebo 1 establishing MCS remission
(alternative defimition) at Week 58

The other secondary objectives of the Maintenance Study are:
e To evaluate the safety and tolerability of filgotimb
e To assess the PK characteristics of filgotimib

The exploratory objectives of the Maintenance Study are:

e To evaluate the efficacy of filgotinib in improving endoscopic appearance as determined by
UCEIS scorng system at Week 58
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e To evaluate the efficacy of filgotinib in establishing sustained MCS remussion at Week 58,
defined as MCS renussion at both Weeks 10 and 58

e To evaluate the efficacy of filgotimb in establishing 6-month corticosteroid-free MCS
remussion at Week 58

e To evaluate the association of changes in systenuc or localized inflammatory biomarkers
(eg, including but not limited to CRP, fecal calprotectin, fecal lactofernin, and fecal MMP-9)
with clinical outcomes

* To evaluate stool microbiome

e To characterize the association of host genetics and other markers with disease seventy,
disease progression, and treatment response to filgotinib

s To evaluate HRQoL
e To evaluate the effect of filgotinib on HCRU

e To evaluate the efficacy of filgotinib as compared to placebo 1n achieving novel histologic
outcomes (eg, resolution of basal plasmacytosis)

8.1.2. Primary Endpoint

Cohort A Induction Study
e The proportion of subjects achieving EBS renussion at Week 10

Cohort B Induction Study
e The proportion of subjects achieving EBS renussion at Week 10
Maintenance Study

e The proportion of subjects achieving EBS renussion at Week 58

8.1.3. Secondary Endpoint

Cohort A Induction Study
The key secondary endpomts of Cohort A are:

e The proportion of subjects achueving MCS renussion at Week 10
e The proportion of subjects achieving endoscopic subscore of 0 at Week 10
e The proportion of subjects achieving Geboes histologic remission at Week 10

e The proportion of subjects achieving MCS remission (alternative definition) at Week 10
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The other secondary endpoint of Cohort A 1s:
e PK characteristics for filgotimb and 1ts metabolite GS-829845

Cohort B Induction Study

The key secondary endpoints of Cohort B are:

e The proportion of subjects achueving MCS renussion at Week 10

e The proportion of subjects achieving endoscopic subscore of 0 at Week 10

e The proportion of subjects achieving Geboes histologic remission at Week 10

e The proportion of subjects achieving MCS remission (alternative definition) at Week 10
The other secondary endpoint of Cohort B 1s:

e PK characteristics for filgotimb and 1ts metabolite GS-829845

Maintenance Study

The key secondary endpomts of the Maintenance Study are:
e The proportion of subjects achueving MCS renussion at Week 58

e The proportion of subjects achieving sustained EBS remission, defined as establishing EBS
remussion at both Weeks 10 and 58

e The proportion of subjects achieving 6-month corticosteroid-free EBS remission at Week 58
e The proportion of subjects achieving endoscopic subscore of 0 at Week 58

e  The proportion of subjects achieving Geboes histologic remission at Week 58

e The proportion of subjects achueving MCS remussion (alternative definition) at Week 58
The other secondary endpoint of the Maintenance Study 1s:

e PK charactenistics for filgotimb and its metabolite GS-829845

8.1.4. Exploratory Endpoints:

Cohort A Induction Study
The exploratory endpoints for Cohort A are:

e Change from baseline in UCEIS at Week 10
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e Association between changes in systemic or localized inflammatory biomarkers
(eg mcluding but not limited to CRP, fecal calprotectin, fecal lactoferrin, and fecal MMP-9)
with clinical outcomes

* Stool microbiome assessments

e Association of host genetics and other markers with disease seventy, disease progression,
and treatment response to filgotimb

e Change from baseline in HRQoL scores at Week 10
e HCRU assessments at Week 10

e The proportion of subjects achieving novel histologic outcomes at Week 10

Cohort B Induction Study
The exploratory endpoints for Cohort B are:

e Change from baseline in UCEIS at Week 10

e Association between changes in systemic or localized inflammatory biomarkers
(eg, including but not limited to CRP, fecal calprotectn, fecal lactofernn, and fecal MMP-9)
with clinical outcomes

* Stool microbiome assessments

e Association of host genetics and other markers with disease seventy, disease progression,
and treatment response to filgotimb

e Change from baseline in HRQoL scores at Week 10
e HCRU assessments at Week 10

e The proportion of subjects achieving novel histologic outcomes at Week 10

Maintenance Study
The exploratory endpoints for the Maintenance study are:

e Change from baseline in UCEIS at Week 58

e The proportion of subjects achieving sustained MCS remission, defined as MCS remission at
both Weeks 10 and 58

e The proportion of subjects achieving 6-month corticosteroid-free MCS remussion at Week 58
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e Association between changes in systemic or localized inflammatory biomarkers
(eg, including but not imited to CRP, fecal calprotectin, fecal lactoferrin, and fecal MMP-9)
with clinical outcomes

* Stool microbiome assessments

e Association of host genetics and other markers with disease seventy, disease progression,
and treatment response to filgotimb

e Change from baseline in HRQoL scores at Week 58
* HCRU assessments at Week 58
e The proportion of subjects achieving novel histologic outcomes at Week 58

8.2 Analysis Conventions
8.2.1. Analysis Sets
8211 Efficacy

The primary analysis set for efficacy 1s the Full Analysis Set (FAS).

e The FAS for each Induction Study (Cohorts A and B) includes all randonuzed subjects who
recerved at least one dose of study drug in the corresponding Induction Study (Day 1 to
Week 10).

e The FAS for Maintenance Study mcludes all re-randomized subjects who met the protocol
definition of EBS remussion or MCS response at Week 10, and received at least one dose of
study drug in the Mamtenance Study (Weeks 11 to 58).

Subjects will be analyzed according to the treatment group they were randomized to for the
analysis period.

82.12. Safety

The primary analysis set for safety 1s the Safety Analysis Set.

e The Safety Analysis Set for each Induction Study (Cohorts A and B) includes all subjects
who received at least one dose of study drug in the corresponding Induction Study (Day 1 to
Week 10).

e The Safety Analysis Set for the Maintenance Study mncludes all subjects who recerve at least
one dose of study drug in the Maintenance Study (Weeks 11 to 58).

e The Overall Safety Analysis Set for the study includes all subjects who received at least
one dose of study drug from Day 1 to Week 58.

Subjects will be analyzed according to the study drug they actually received for the analysis
period.
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8213 Pharmacokinetics

82131 Pharmacokinetic Substudy Analysis Set

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 subjects in the Safety Analysis Set from
the cormresponding Induction Study who have enrolled into the PK substudy, and have intensive
concentration data to provide interpretable results for the specific parameters of interest for the
analyte under evaluation.

82132 Pharmacokinetic Analysis Set

The primary analysis set for general PK analyses will be defined separately for each individual
study (Cohort A Induction Study, Cohort B Induction Study, and Maintenance Study). For each
study, the PK analysis set includes all subjects in the corresponding Safety Analysis Set who
have at least one nonmissing plasma concentration data for filgotinib and/or its metabolite
GS-829845.

8214 Biomarker Analysis Set

The Biomarker Analysis Set will be defined separately for each individual study

(Cohort A Induction Study, Cohort B Induction Study and Maintenance Study). For each study,
the Biomarker Analysis Set includes all subjects in the corresponding Safety Analysis Set who
have the necessary baseline and on-study measurements to provide interpretable results for the
specific parameters of interest.

8.3. Data Handling Conventions

Values for nussing safety laboratory data will not be imputed. However, a missing baseline result
will be replaced with a screeming result, if available. If no pre-treatment laboratory value 1s
available, the baseline value will be assumed to be normal (1e, no grade [Grade 0]) for the
summary of graded laboratory abnormalities. If safety laboratory results for a subject are missing
for any reason at a time point, the subject will be excluded from the calculation of summary
statistics for that time point.

Values for nissing vital signs data will not be imputed. However, a missing baseline result will
be replaced with a screening result, 1f available.

PK concentration values and PK parameter values below the limit of quantitation (BLQ) will be
presented as “BLQ™ in the data listings. BLQ values that occur prior to the first dose will be
treated as 0, BLQ values at all other time points will be treated as 1/2 of the lower limit of
quantitation (LLOQ).

Laboratory data that are continuous 1n nature but are less than the LL.OQ or above the upper limat
of quantitation will be imputed to the value of the lower or upper linut minus or plus

one significant digit, respectively (eg, if the result of a continuous laboratory test 1s < 20, a value
of 19 will be assigned; 1f the result of a contimuous laboratory test 1s < 20.0, a value of 19.9 will
be assigned).

Procedures for handling nussing data for MCS (and components) will be described in the SAP.
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8.4. Demographic Data and Baseline Characteristics

Demographic and baseline measurements for each individual study (Cohort A Induction Study,
Cohort B Induction Study, and Maintenance Study) will be summanzed separately by treatment
group using standard descriptive statistics (n, mean, standard deviation [SD], median, 1% quartile
[Q1], 3rd quartile [Q3], mimmum, maximum) for continuous variables and number and
percentage of subjects for categorical vanables.

Demographic summaries will include age, sex, race, and ethmeity. Baseline characteristics may
include height, weight, body mass index (BMI), MCS, number of years simce UC diagnosed,
concomitant use of oral corticosteroids, concomitant use of immunomodulators, fecal
calprotectin, serum CRP, and other vanables of interest.

8.5. Efficacy Analysis
8.5.1. Primary Analysis

For each individual study (Cohort A Induction Study, Cohort B Induction Study, and
Maintenance Study), the pnmary analysis will compare each filgotinib dose group to placebo on
the proportion of subjects achieving EBS remussion at Week 10 (Induction Studies, Cohort A
and B) and at Week 58 (Maintenance Study), respectively. The Cochran-Mantel-Haenszel
(CMH) approach adjusting for stratification factors will be used for hypothesis testing of the
primary endpomt within each study. See Section 8 5.3 for the significant level that will be used
to declare a statistical significant treatment effect for each filgotinib dose group when compared
to placebo for each individual study (Cohort A Induction Study, Cohort B Induction Study, and
Maintenance Study). For evaluation of EBS remussion at Weeks 10 and 58, MCS score at
screeming will be used as baseline value.

Subjects who do not have sufficient measurements to determune efficacy endpoints will be
considered failures (1e, non-responder imputation [NRI]). Sensitivity analyses will be descnibed
in the SAP.

8.5.2. Secondary Analyses

The same statistical methods used for testing the primary efficacy endpomt will be utilized for
testing the key secondary endpoints in each study (Cohort A Induction Study, Cohort B
Induction Study, and Maintenance Study) separately. Subjects who do not have sufficient
measurements to determune the efficacy endpomts will be considered failures (1e, NRI).

8.5.3. Multiplicity Adjustments
The graphical approach {Bretz 2009} to sequentially rejective multiple test procedures will be
used to control a fammly-wise type I error rate (FWER) at 5% (1e, a@ = 0.05) for each 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.
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Induction Studies (Cohorts A and B)

For each individual study (Cohort A Induction Study, Cohort B Induction Study, and
Maintenance Study), a Bonferrom approach with equal alpha allocation of 0.025 (2-sided) to
each filgotimb dose group comparison with placebo will be used to control the overall
study-wide type I error rate at 0.05 within each study. To protect the mtegrity of the study due to
the unblinded mnterim futility analysis planned for each induction study (Cohort A and Cohort B)
(details mn Section 8.10), an alpha of 0.00001 will be spent for each filgotinib dose group
comparison to placebo within each induction study. As a result, a nominal p-value of less than
0.02499 (2-s1ded) will be needed to declare statistical significance for the final pnmary analysis
of each filgotinib dose group when compared to placebo to control the study-wise type I error
rate at 0.05. If one filgotiib dose group 1s discontinued for futility at the mnterim futility analysis,
the overall alpha error rate stays unchanged at a 2-sided 0.02499 level for the contimung
filgotinib dose group at the pnmary analysis.

The hypotheses to be tested for the induction studies are outlined below.
The primary null hypotheses to be tested:

e HI: The EBS remission rate in the filgotmib 200 mg group 1s equal to the EBS remission rate
in the placebo group at Week 10

e H?2: The EBS remission rate in the filgotinib 100 mg group 1s equal to the EBS remission rate
in the placebo group at Week 10

The key secondary null hypotheses to be tested:

e H3: The MCS renmussion rate mn the filgotinib 200 mg group 1s equal to the MCS remission
rate m the placebo group at Week 10

e H4: The MCS renmussion rate m the filgotinib 100 mg group 1s equal to the MCS remission
rate m the placebo group at Week 10

e HS5: The endoscopic subscore of 0 rate in the filgotimb 200 mg group 1s equal to the
endoscopic subscore of 0 rate in the placebo group at Week 10

e HG6: The endoscopic subscore of 0 rate in the filgotimb 100 mg group 1s equal to the
endoscopic subscore of 0 rate in the placebo group at Week 10

e H7: The Geboes histologic renuission rate in the filgotimb 200 mg group 1s equal to the
Geboes histologic remission rate in the placebo group at Week 10

e HB8: The Geboes histologic renuission rate in the filgotimb 100 mg group is equal to the
Geboes histologic remission rate in the placebo group at Week 10
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e H9: The MCS remussion (alternative defimtion) rate in the filgotimib 200 mg group 1s equal
to the MCS renussion (alternative definition) rate in the placebo group at Week 10

e HI10: The MCS renussion (alternative definition) rate in the filgotimib 100 mg group 1s equal
to the MCS renussion (alternative definition) rate in the placebo group at Week 10

If the primary null hypothesis 1s rejected, then the next key secondary hypothesis in the same
filgotimb dosing regimen will be tested at the same alpha level. Testing of the hypotheses will be
performed in the order outlined in Figure 8-1 (Induction Studies) in the same filgotimib dosing
regimen. Once all hypotheses within the same filgotimib dosing regimen are rejected, then the
respective 0.02499 alpha can be passed on to the other regimen’s hypotheses, that 1s, all
hypotheses in the other filgotinib dosing regimen will be tested at 0.04998 (2-sided) for
Induction Studies. If an endpoint within a filgotimb dosing regimen fails to reach statistical
significance, then formal sequential testing will stop and only nonunal significance will be
reported for the remaining endpomts within that filgotinib dosing regimen. If not all primary and
key secondary hypotheses within the same filgotimib dosing regimen can be rejected, all
hypotheses in the other filgotinib dosing regimen will still be tested at 0.02499 (2-sided) for
Induction Studies.

A graphical 1llustration of the testing strategy for the primary and key secondary hypotheses in
the Induction Studies 1s shown m Figure 8-1.

CONFIDENTIAL Page 03 02 April 2019



Filgotinib

Protocol GS-US-418-3808 Final
(Gilead Sciences, Inc. Amendment 5
Figure 8-1. Induction Studies (Cohorts A and B): Testing Strategy for the

Primary and Key Secondary Hypotheses

1

Maintenance Study

Since there 1s no interim analysis planned for the maintenance study, the sigmificance level for
the final primary analysis will be at 0.025 (2-s1ded) level for each filgotinib dose group when
compared to placebo for the maintenance study.

The hypotheses to be tested for the maintenance study are outlined below.

The primary null hypotheses to be tested:

e HIl: The EBS remission rate in the filgotinib 200 mg group 1s equal to the EBS remission rate
in the placebo group at Week 58

e H?2: The EBS remission rate in the filgotinib 100 mg group 1s equal to the EBS remission rate
in the placebo group at Week 58
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The key secondary null hypotheses to be tested:

e H3: The 6-month corticosteroid-free EBS remission rate in the filgotinib 200 mg group 1s
equal to the 6-month corticosteroid-free EBS remission rate i the placebo group at Week 58

e H4: The 6-month corticosteroid-free EBS remission rate in the filgotinib 100 mg group 1s
equal to the 6-month corticosteroid-free EBS remission rate i the placebo group at Week 58

e HS5: The sustained EBS renussion rate in the filgotimb 200 mg group 1s equal to the sustained
EBS remission rate in the placebo group at Week 58

e H6: The sustained EBS renussion rate in the filgotimb 100 mg group 1s equal to the sustained
EBS remission rate in the placebo group at Week 58

e H7: The MCS renmussion rate m the filgotinib 200 mg group 1s equal to the MCS remission
rate m the placebo group at Week 58

e HB8: The MCS renmussion rate m the filgotinib 100 mg group 1s equal to the MCS remission
rate m the placebo group at Week 58

e H9: The endoscopic subscore of 0 rate in the filgotimb 200 mg group 1s equal to the
endoscopic subscore of 0 rate in the placebo group at Week 58

e HI10: The endoscopic subscore of 0 rate mn the filgotimb 100 mg group is equal to the
endoscopic subscore of 0 rate in the placebo group at Week 58

e HI11: The Geboes histologic remission rate in the filgotinib 200 mg group 1s equal to the
Geboes histologic remission rate in the placebo group at Week 58

e HI12: The Geboes histologic remission rate in the filgotinib 100 mg group 1s equal to the
Geboes histologic remission rate in the placebo group at Week 58

e HI13: The MCS renussion (alternative definition) rate in the filgotimib 200 mg group 1s equal
to the MCS renussion (alternative definition) rate in the placebo group at Week 58

e HI14: The MCS renussion (alternative definition) rate in the filgotimib 100 mg group 1s equal
to the MCS renussion (alternative definition) rate in the placebo group at Week 58

The same approach described for Induction Studies will be applied to the Maintenance Study at
the alpha level of 0.025 (2-sided) for each filgotinib dose group when compared to placebo.

Graphical 1illustrations for the testing strategies for the pnmary and key secondary hypotheses in
the Maintenance Study are shown i Figure 8-2.
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Figure 8-2. Maintenance Study: Testing Strategy for the Primary and Key

Secondary Hypotheses

8.5.4. Exploratory Analyses

The same statistical methods used for analyzing the primary endpomt will be utilized for
analyzing the exploratory endpoints for proportions in each study (Cohort A Induction Study,
Cohort B Induction Study, and Maintenance Study) separately. The difference in proportions
between each filgotinib dose group and placebo, along with the corresponding 95% 2-sided
confidence interval (CI), will be provided.

Difference of mean change from baseline between each filgotimib dose group and placebo for
continuous variables will be tested using an analysis of varance (ANOVA) model adjusting for
stratification factors. Last Observation Carried Forward (LOCF) approach will be used to impute
the mussing values. Detailed analyses will be provided m the SAP.
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8.6. Safety Analysis

Safety will be evaluated by assessment of climical laboratory tests, physical examinations, vital
signs measurements at various fime points during the study, and by the documentation of AEs.

Induction Studies (Cohorts A and B)

All safety data collected on or after the first dose of study drug adnimstration for each Induction
Study (Day 1) up to:

e 30 days after last dose date, for subjects who prematurely discontinued study drug prior to or
at Week 10 OR

e  Week 10, for subjects who completed Week 10 dosing and continued on study drug will be
summarnzed by treatment group according to the study drug recerved.

Maintenance Study

All safety data collected on or after the first dose of study drug admimstration for the
Maintenance study (Week 11) up to 30 days after permanent discontinuation of study drug wall
be summarnized by treatment group according to the study drug recerved.

Overall (Induction and Maintenance)

All safety data collected on or after the first dose of study drug admimstration for the entire study
(Day 1) up to 30 days after permanent discontinmation of study drug will be summanzed by
treatment group according to the study drug recerved.

All data collected duning the course of study will be included m data listings.

8.6.1. Extent of Exposure

A subject’s extent of exposure to study drug will be generated from the study drug
admimistration page of the eCRF. The number of doses administered and the level of adherence
will be summarnized by treatment group.

8.6.2. Adverse Events

Adverse events will be coded using the Medical Dictionary for Regulatory Activities
(MedDRA). System Organ Class (SOC), High-I.evel Group Term (HLGT), High-Level Term
(HLT), Preferred Term (PT), and Lower-Level Term (LLT) will be attached to the climical
database.

Treatment-emergent adverse events (TEAES) are defined as 1 or both of the following:
Induction Studies (Cohorts A and B)

e Any AEs with an onset date of on or after the study drug start date for each Induction study
(Day 1) and prior to:

— 30 days after last dose date, for subjects who prematurely discontinued study drug prior
to or at Week 10 OR
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— Week 10, for subjects who completed Week 10 dosing and continued on study drug
e Any AEs leading to premature discontinuation of study drug prior to Week 10.

Maintenance Study

e Any AEs with an onset date of on or after the study drug start date for the Maintenance study
(Week 11) and up to 30 days after permanent discontinuation of study drug.

e Any AEs leading to premature discontinuation of study drug after first dose of study drug
admimistration for the Mamtenance study (Week 11).

Overall (Induction and Maintenance)

e Any AEs with an onset date of on or after the study drug start date for the entire study
(Day 1) and up to 30 days after permanent discontinuation of study drug.

e Any AEs leading to premature discontinuation of study drug.

Summarnes (number and percentage of subjects) of TEAEs by SOC and PT will be provided by
treatment group. TEAEs will also be summarized by relationship to study drug and seventy. In
addition, TEAEs leading to premature discontinuation of study drug will be summarized and
listed.

8.6.3. Laboratory Evaluations

Select laboratory data (using conventional units) will be summanzed using only observed data_
Absolute value and change from baseline at all scheduled time points will be summanzed.

Graded laboratory abnormalities will be defined using the grading scheme defined in the CTCAE
mn Appendix 5.

Incidence of treatment-emergent laboratory abnormalities defined as values that increase at least
1 toxicity grade from baseline at any time post baseline will be summanzed by treatment group.
If baseline data are missing, then any graded abnormality (1e, at least a Grade 1) will be
considered treatment emergent.

8.6.4. Other Safety Evaluations

Individual data for physical exammation findings, prior and concomitant medications and
medical history will be provided. Twelve-lead ECGs and vital signs measurements will be histed
by subject and summanzed by mcidence of events/abnormalities or descriptive statistics as

approprate.
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8.7. Pharmacokinetic Analysis

For each indrvidual study (Cohort A Induction Study, Cohort B Induction Study and
Maintenance Study), plasma concentrations of filgotinib and its metabolite GS-829845 will be
listed and summarized by treatment group using descriptive statistics (eg, sample size, arithmetic
mean, geometric mean, % coefficient of vanation, standard dewviation, median, mummum, and
maximum). Plasma concentrations over time may also be plotted in semi-loganithmic and linear
formats as mean = SD and median (Q1, Q3).

For subjects enrolled in the optional PK substudy, pharmacokinetic parameters of filgotimib and
its metabolite GS-829845 will be listed and summarized by treatment; and plasma concentrations
of the filgotinib and GS-829845 over time will be plotted in semu logarithmic and linear formats
as mean + SD and median (Q1, Q3) by treatment.

Exposure-response relationships for efficacy and safety may also be evaluated.

8.8. Biomarker Analysis

For each individual study (Cohort A Induction Study, Cohort B Induction Study and
Maintenance Study), descriptive statistics of baseline and change in biomarkers will be provided
at each sampling time by treatment. To evaluate treatment effect, a mixed-effect analysis of
variance model will be used to calculate a point estimate and 2-sided 95% CI for the mean
percent change from baseline in biomarker level for each treatment group at individual time
pomts. The estimate and 95% CI of difference in mean percent change from baseline between
each filgpotimib dose group and placebo will be provided as well

Exploratory analyses will also be performed to evaluate the association of indrvidual biomarkers,
mncluding the systemuc or localized inflammatory biomarkers, or combination of biomarkers with
climical outcomes.

Additional exploratory analyses may be described in the Biomarker Analysis Plan (BAP)
if necessary.

8.9. Sample Size
8.9.1. Induction Studies (Cohorts A and B)

The sample size was chosen to ensure that a climcally meaningful difference in EBS remission
rate at Week 10 could be detected when companng filgotimb to placebo within each Induction

Study.

A sample size of 130 subjects in the placebo group and 260 subjects 1 each filgotimib dose
group (n = 650 total per cohort) will provide 90% power for each filgotiib dose group
comparison to placebo at a 2-sided 0.025 significance level to detect a treatment difference in
EBS remission rate of 15% (25% on filgotimib and 10% on placebo).
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8.9.2. Maintenance Study

Assuming an mduction response rate (ie, proportion of subjects achieving EBS remission or
MCS response at Week 10) of 55% among subjects recerving filgotimib 200 mg of filgotimb
100 mg treatment, approximately 285 subjects from each filgotimb 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 climecally meaningful difference in EBS remission
rate at Week 58 could be detected when companng each filgotimib dose group (200 mg or

100 mg) to placebo in the Maintenance Study. A sample size of 95 subjects in the placebo group
and 190 subjects in the filgotinib group at the same dose level as the induction dose will provide
more than 85% power for each filgotinib dose group comparison to placebo at a 2-sided

0.025 sigmficance level to detect a treatment difference in maintenance EBS renussion rate of
20% (40% on filgotimb and 20% on placebo).

8.10. Data Monitoring Committee

An external DMC will review the progress of the study and perform interim reviews of safety
data and provide recommendation to Gilead whether the nature, frequency, and sevenity of
adverse effects associated with study treatment warrant the early termunation of the study in the
best interests of the participants, whether the study should continue as planned, or the study
should continue with modifications.

The mitial meeting for each induction study will occur after approxamately 100 subjects (20 from
placebo group and 40 from each filgotimb group) reach Week 10.

The second meeting for each induction study will include an mtenim futility analysis and occur
after approximately 175 subjects (35 from placebo group and 70 from each filgotinib treatment
group) reach Week 10. The futility analysis will be conducted to evaluate endoscopic efficacy
and overall safety. The proportion of subjects who achieve endoscopic response

(endoscopic subscore of 0 or 1) for each treatment group will be evaluated. The DMC may
recommend to ternunate a filgotinib dose group 1f the observed proportion of subjects who
achieve endoscopic response 1n the filgotimib group 1s lower than that in the placebo group. If
both filgotinib dose groups meet the futility cniteria, the DMC may recommend stopping the
study.

After the futility analyses, DMC meetings for safety review will be held approximately
once every 4 months or at a frequency determined by the DMC.

The DMC’s specific activities will be defined by a mutually agreed charter, which will define the
DMC’s membership, conduct and meeting schedule.

While the DMC will be asked to advise Gilead regarding future conduct of the study, including

possible early study termunation, Gilead retains final decision-making authority on all aspects of
the study.
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Cohorts A and B End-of-Induction Analvsis

Efficacy and safety data will be evaluated by DMC after all subjects in both cohorts complete
Week 10 dosing (or prematurely discontinue study drug but complete post-treatment
assessments).

Both cohorts will be examined independently.

e Taking into account data in Cohort A and Cohort B, if both filgotimb dose groups (200 mg
and 100 mg) in both cohorts (independently examined) fail to reach statistical significance
compared to placebo on EBS remussion, the DMC may recommend overall study
discontinuation.

e If the above condition above 1s not met, the DMC may recommend that the study contmnue
without modification.

Ad-hoc DMC Meetings

An ad-hoc convening of DMC may be triggered by the following conditions:

e > 2 subjects develop the same (by preferred term) related, Grade 4, unexpected adverse event
(AE) in the infections and infestations system organ class

e Any subject develops a Grade 5, related, unexpected AE. The defimtion of an unexpected AE
will be based on the Reference Safety Information that 1s on file at the time the event occurs.

8.11. End of Induction Interim Analysis

After all subjects from Cohorts A and B have completed the Week 10 visit or have terminated
prior to Week 10 and corresponding data entry 1s complete, an End of Induction safety and
efficacy analysis will be performed mcluding cumulative safety analysis that has been provided
for DMC safety review and analyses on primary endpoint and key secondary endpoints as well
endoscopic response and MCS response.

In parallel with DMC review, a prespecified sponsor’s executive team will review the unblinded
group level safety analysis results and group level efficacy analysis results from the Induction
Studies for the purpose of sponsor decision making and future development planning. Members
of the Study Management Team with direct involvement in the conduct of the study will not
have access to the unblinded results from the mduction studies.

The unblinded End of Induction analysis results of Study GS-US-418-3898 will not be shared
externally with the exception of Health Authonity or DMC requests for information, until after
the Week 58 database lock 1s completed and the study 1s unblinded.

Follow up actions may be taken based on the data from this analysis including study design
change, with communication with regulatory authorities, if indicated.

Further details will be specified in the SAP and an Interim Analysis Communication Plan.
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9. RESPONSIBILITIES

9.1. Investigator Responsibilities

9.1.1. Good Clinical Practice

The mvestigator will ensure that this study 1s conducted 1n accordance with the principles of the
Declaration of Helsinki, International Council for Harmomisation (ICH) gmdehines, or with the
laws and regulations of the country in which the research 1s conducted, whichever affords the
greater protection to the study subject. These standards are consistent with the EU Climcal Trnials
Directive 2001/20/EC and GCP Directive 2005/28/EC.

The mvestigator will ensure adherence to the basic principles of GCP, as outlined in
21 CFR 312, subpart D, “Responsibilities of Sponsors and Investigators,” 21 CFR,, part 50, and
21 CFR, part 56.

The mnvestigator and all applicable subinvestigators will comply with 21 CFR, Part 54, providing
documentation of their financial interest or arrangements with Gilead, or proprietary interests in
the mvestigational drug under study. This documentation must be provided prior to the
mvestigator’s (and any subinvestigator’s) participation in the study. The investigator and
subinvestigator agree to notify Gilead of any change m reportable interests during the study and
for 1 year following completion of the study. Study completion 1s defined as the date when the
last subject completes the protocol-defined activities.

9.1.2. Institutional Review Board/Independent Ethics Committee Review and
Approval

The investigator (or sponsor as appropriate according to local regulations) will submut this
protocol, ICF, and any accompanying material to be provided to the subject

(such as advertisements, subject information sheets, or descriptions of the study used to obtain
informed consent) to an IRB/TEC. The investigator will not begin any study subject activities
until approval from the IRB/IEC has been documented and provided as a letter to the
mnvestigator.

Before implementation, the investigator will submut to and receive documented approval from
the IRB/IEC any modifications made to the protocol or any accompanying matenial to be
provided to the subject after initial IRB/IEC approval, with the exception of those necessary to
reduce immediate nisk to study subjects.

9.1.3. Informed Consent
The mvestigator 1s responsible for obtaiming wrnitten informed consent from each individual
participating in this study after adequate explanation of the aims, methods, objectives, and

potential hazards of the study and before undertaking any study-related procedures. The
mvestigator must use the most current IRB/TEC approved consent form for documenting written
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informed consent. Each informed consent (or assent as applicable) will be appropnately signed
and dated by the subject or the subject’s legally authonized representative and the person
conducting the consent discussion, and also by an impartial witness 1f required by IRB/TEC or
local requirements. The consent form will inform subjects about genomic testing and sample
retention.

9.1.4. Confidentiality

The mvestigator must assure that subjects’ anonymuty will be strictly maimntained and that their
1dentities are protected from unauthonzed parties. Only subject iitials, date of birth, another
umque identifier (as allowed by local law) and an 1dentification code will be recorded on any
form or biological sample submutted to the Sponsor, IRB/IEC, or laboratory. Laboratory
specimens must be labeled in such a way as to protect subject identity while allowing the results
to be recorded to the proper subject. Refer to specific laboratory instructions or in accordance
with local regulations. NOTE: The mvestigator must keep a screening log showing codes, and
names for all subjects screened and for all subjects enrolled in the trial. Subject data will be
processed 1n accordance with all applicable regulations.

The mnvestigator agrees that all information recerved from Gilead, including but not limited to the
IB, this protocol, eCRF, the IMP, and any other study information, remain the sole and exclusive
property of Gilead during the conduct of the study and thereafter. This information 1s not to be
disclosed to any third party (except employees or agents directly involved in the conduct of the
study or as required by law) without prior written consent from Gilead. The mnvestigator further
agrees to take all reasonable precautions to prevent the disclosure by any employee or agent of
the study site to any third party or otherwise into the public domain.

9.1.5. Study Files and Retention of Records

The mvestigator must maintain adequate and accurate records to enable the conduct of the study
to be fully documented and the study data to be subsequently verified. These documents should

be classified into at least the following two categornes: (1) investigator’s study file, and
(2) subject clinical source documents.

The mvestigator’s study file will contain the protocol/amendments, eCRF and query forms,
IRB/TEC and governmental approval with correspondence, informed consent, drug records, staff
curriculum vitae and authorization forms, and other appropriate documents and correspondence.

The required source data should include sequential notes containing at least the following
information for each subject:

e Subject identification (name, date of birth, gender);

e Documentation that subject meets eligibility criteria, 1e, history, PE, and confirmation of
diagnosis (to support inclusion and exclusion criteria);

¢ Documentation of the reason(s) a consented subject 1s not enrolled;
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Participation in study (including study number);

e Study discussed and date of informed consent;

s Dates of all visits;

¢ Documentation that protocol specific procedures were performed;

e Results of efficacy parameters, as required by the protocol;

e Start and end date (including dose regimen) of IMP, including dates of dispensing and retum;

e Record of all AEs and other safety parameters (start and end date, and including causality
and severity);

e Conconutant medication (including start and end date, dose if relevant; dose changes);
e Date of study completion and reason for early discontinuation, 1f it occurs.

All climical study documents must be retamned by the investigator until at least 2 years or
according to local laws, whichever 1s longer, after the last approval of a marketing application in
an ICH region (1e, US, Europe, or Japan) and until there are no pending or planned marketing
applications 1n an ICH region; or, if no application is filed or if the application 1s not approved
for such indication, until 2 years after the investigation 1s discontinued and regulatory authorities
have been notified. Investigators may be required to retain documents longer if specified by
regulatory requirements, by local regulations, or by an agreement with Gilead. The imnvestigator
must notify Gilead before destroying any clinical study records.

Should the investigator wish to assign the study records to another party or move them to another
location, Gilead must be notified in advance.

If the investigator cannot provide for this archiving requirement at the study site for any or all of
the documents, special arrangements must be made between the imnvestigator and Gilead to store
these records securely away from the site so that they can be returned sealed to the investigator
in case of an inspection. When source documents are required for the continued care of the
subject, appropriate copies should be made for storage away from the site.

9.1.6. Case Report Forms

For each subject consented, an eCRF will be completed by an authorized study staff member
whose traiming for this function 1s documented according to study procedures. The eCRF should
be completed on the day of the subject visit to enable the sponsor to perform central monitoring
of safety data. The Ehgibility Critenia eCRF should be completed only after all data related to
eligibility have been recerved. Subsequent to data entry, a study monitor will perform source data
verification within the electronic data capture (EDC) system. Onginal entries as well as any
changes to data fields will be stored in the audit trail of the system_ Prior to database lock (or any
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nterim fime points as described in the clinical data management plan), the mnvestigator will use
his/her log in credentials to confirm that the forms have been reviewed, and that the entries
accurately reflect the information in the source documents. The eCRF captures the data required
per the protocol schedule of events and procedures. System-generated or manual queries will be
1ssued to the investigative site staff as data discrepancies are identified by the monitor or internal
Gilead staff, who routinely review the data for completeness, correctness, and consistency. The
site coordinator 1s responsible for responding to the queries in a timely manner, within the
system, either by confirming the data as correct or updating the oniginal entry, and providing the
reason for the update (eg, data entry error). At the conclusion of the trial, Gilead will provide the
site with a read-only archive copy of the data entered by that site. This archive must be stored in
accordance with the records retention requurements outlined 1n Section 9.1.5.

9.1.7. Investigational Medicinal Product Accountability and Return

Where possible, IMP should be destroyed at the site. At the start of the study, the study monitor
will evaluate each study center’s IMP disposal procedures and provide appropriate mstruction for
disposal or return of unused IMP supplies. If the site has an appropnate standard operating
procedure (SOP) for drug destruction as determined by Gilead Sciences, the site may destroy
used (empty or partially empty) and unused IMP supplies as long as performed in accordance
with the site’s SOP. This can occur only after the study monitor has performed drug
accountability during an on-site momitoring visit.

A copy of the site’s IMP Disposal SOP or written procedure (signed and dated by the Principal
Investigator [PI] or designee) will be obtained for Gilead site files. If the site does not have
acceptable procedures in place, arrangements will be made between the site and Gilead Sciences
(or Gilead Sciences’ representative) for return of unused study drug supplies.

If IMP 1s destroyed on site, the investigator must maintain accurate records for all IMPs
destroyed. Upon study completion, copies of the IMP accountability records must be filed at the
site. Another copy will be returned to Gilead.

The study monitor will review IMP supplies and associated records at periodic mtervals.

9.1.8. Inspections

The mvestigator will make available all source documents and other records for this trial to
Gilead’s appointed study monitors, to IRBs/TECs, or to regulatory authonty or health authority

mspectors.
9.1.9. Protocol Compliance

The mvestigator 1s responsible for ensuring the study 1s conducted 1n accordance with the
procedures and evaluations described in thus protocol.
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9.2. Sponsor Responsibilities

9.2.1. Protocol Modifications

Protocol modifications, except those intended to reduce immediate nisk to study subjects, may be
made only by Gilead. The investigator must submut all protocol modifications to the IRB/TEC in
accordance with local requirements and receive documented IRB/TEC approval before
modifications can be implemented.

9.2.2. Study Report and Publications

A climcal study report (CSR) will be prepared and provided to the regulatory agency(ies). Gilead
will ensure that the report meets the standards set out in the ICH Guideline for Structure and
Content of CSRs (ICH E3). Note that an abbreviated report may be prepared in certain cases.

Investigators in this study may commmumnicate, orally present, or publish in scientific journals or
other scholarly media only after the following conditions have been met:

e The results of the study in their enfirety have been publicly disclosed by or with the consent
of Gilead m an abstract, manuscript, or presentation form or the study has been completed at
all study sites for at least 2 years

e The mvestigator will submut to Gilead any proposed publication or presentation along with
the respective scientific journal or presentation forum at least 30 days before submission of
the publication or presentation.

e No such communication, presentation, or publication will include Gilead’s confidential
information (See Section 9.1 4).

e The mvestigator will comply with Gilead’s request to delete references to its confidential
information (other than the study results) in any paper or presentation and agrees to withhold
publication or presentation for an additional 60 days in order to obtain patent protection if
deemed necessary.

9.3. Joint Investigator/Sponsor Responsibilities
9.3.1. Payvment Reporting

Investigators and their study staff may be asked to provide services performed under this
protocol, eg, attendance at Investigator's Meetings. If required under the applicable statutory and
regulatory requirements, Gilead will capture and disclose to Federal and State agencies any
expenses paid or reimbursed for such services, including any climiecal trial payments, meal, travel
expenses or reimbursements, consulting fees, and any other transfer of value.
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9.3.2. Access to Information for Monitoring

In accordance with regulations and gmdelines, the study momitor must have direct access to the
mvestigator’s source documentation in order to venfy the accuracy of the data recorded in the
eCRF.

The monitor 1s responsible for routine review of the eCRF at regular mtervals throughout the
study to venify adherence to the protocol and the completeness, consistency, and accuracy of the
data being entered on them. The momnitor should have access to any subject records needed to
verify the entries on the eCRF. The investigator agrees to cooperate with the monitor to ensure
that any problems detected through any type of monitoring (central, on site) are resolved.

9.3.3. Access to Information for Auditing or Inspections

Representatives of regulatory authorities or of Gilead may conduct inspections or audits of the
clhinical study. If the investigator 1s notified of an mnspection by a regulatory authority the
mvestigator agrees to nofify the Gilead medical monitor immediately. The mvestigator agrees to
provide to representatives of a regulatory agency or Gilead access to records, facilities, and
personnel for the effective conduct of any inspection or audit.

9.3.4. Study Discontinuation
Both the sponsor and the investigator reserve the right to terminate the study at any time. Should
this be necessary, both parties will arrange discontinuation procedures and notify the appropnate

regulatory authonty(ies), IRBs, and IECs. In terminating the study, Gilead and the investigator
will assure that adequate consideration 1s given to the protection of the subjects’ mnterests.
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Appendix 1. Investigator Signature Page
GILEAD SCIENCES, INC.
333 LAKESIDE DRIVE
FOSTER CITY, CA 94404, USA

STUDY ACKNOWLEDGEMENT

Combined Phase 2b/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 Ulcerative Colitis

GS-US-418-3898, Amendment 5, 02 April 2019

This protocol has been approved by Gilead Sciences, Inc. The following signature documents
this approval.

Medical Monitor/Study Director

03-ppr—2019

Date

INVESTIGATOR STATEMENT

T have read the protocol, including all appendices, and I agree that it contains all necessary
details for me and my staff to conduct this study as described. [ will conduct this study as
outlined herein and will make a reasonable effort to complete the study within the time
designated.

I 'will provide all study personnel under my supervision copies of the protocol and access to all
information provided by Gilead Sciences, Inc. I will discuss this material with them to ensure
that they are fully informed about the drugs and the study.

Principal Investigator Name (Printed) Signature

Date Site Mumber
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Appendix 2.

Study Procedures Table

Period

Screen

Treatment

Follow-up

Visit

1

(5]

N

10 | 11

14

PTx* | ET

Week

10

11

14

17

30

M

Study Day

-3 to -1

[l =

71

78

99

120

11

139

Visit Window

Written Informed
Conszent

Medical History &
Demographics

Ulcerative Colitis
Treatment History
and disease extent

12-lead ECG

Xb

Feview of Inchision/
Exclusion Criteria

Complete Physical
Exam®

Symptom directed
physical exam®
(as needed)

Vital Signs

Height

Weight

Adverse Events

e

pd

pd

pd

i

i

pd

e

i

e

i

i

i
i

Concomitant
Medications

Ml

Fandomization

CONFIDENTIAL

Page 111

02 April 2019



Filgotinib

Protocol GS-US-418-3808

(Gilead Sciences, Inc.

Final
Amendment 5

Period

Screen

Treatment

Follow-up

Visit

(5]

0 | PTx* | ET

Week

10

11

17

30

Study Day

-3 to -1

=] =

71

78

120

11

Visit Window

Study Dmg
Dispensing

Colonoscopy/Flexible
Sigmoidoscopy with
biopsy

Investigator
Endoscopic Value
(0.1,2,0r 3)°

Mayo Score (Partial)f

Mayo Score
{Complete)

eDiary instruction &
review®

Stool for C. diff toxin,
pathogenic E. coll,
Salmenella spp,
Shigella spp,
Campylobacter spp
or Fersinia spp
testing

Stool O&Ph

Stool microbiome

i

Fecal MMP-9

pd

e

i

Fecal Lactoferrin,
Calprotectin

SR I
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Period Screen Treatment Follow-up
Visit 1 2] 3 4 5| 6 T 8 9 0 | 11 12 13 14 | 15 | 16 | 17 | 18 | 19 | 20 | PTx* | ET
Week L 4 |6 | 10| 11|14 17 W | 23| 26 | 30| 34 | 38 | 42 | 46 | S0 | 54 | 58

Study Day S30to-1 |1 |15 |29 | 43| 71| TE | 99 | 120 | 141 | 162 | 183 | 211 | 239 | 267 | 295 | 313 | 351 | 379 | 407

Visit Window 23 | 23 | 23| 22| 23| L5 25 | 25 | £5 | £5 | 25 | 25 | 25 | &5 | 25 | £5 | £5 | +3 £3

Utrine drug screen’ X

Utrinalysis X X X X

Pregnancy Test X X X|X| X X| X X X X X X X X X X X X X X
TRk X

Chest x-ray ! X

HBEV, HCV, HIV X

sCreeming™

HEV DNA X|X| X X| X X X X X X X X X X X X X
monitoring (Japan)®

HBEV monitoring X X X X X

{other regions)®

Hematology X X|IX|X[|X|X X X X X X X X X X
Chemistry X X|IX|X[|X|X X X X X X X X X X
Lipid profile X X X X X
(fasting)"

CEP X X|IX|X[|X|X X X X X X X X X X
Serum X X X X X X X
immunoglobulin

Blood TCR/BCE X X X X X

repertoire samples?

Plasma biomarker X X X X X

sample

CONFIDENTIAL Page 113 02 April 2019



Filgotinib

Protocol GS-US-418-3808 Final
(Gilead Sciences, Inc. Amendment 5
Period Screen Treatment Follow-up
Visit 1 2] 3 4 5| 6 T 8 9 0 | 11 12 13 14 | 15 | 16 | 17 | 18 | 19 | 20 | PTx* | ET
Week L 4 |6 | 10| 11|14 17 W | 23| 26 | 30| 34 | 38 | 42 | 46 | S0 | 54 | 58
Study Day S30to-1 |1 |15 |29 | 43| 71| TE | 99 | 120 | 141 | 162 | 183 | 211 | 239 | 267 | 295 | 313 | 351 | 379 | 407
Visit Window 23 | 23 | 23| 22| 23| L5 25 | 25 | £5 | £5 | 25 | 25 | 25 | &5 | 25 | £5 | £5 | +3 £3
Serum biomarker X X X X X
sample
Blood transcriptome X X X X X
sample
PK collection X X X X
(sparse)?
viPBMC* X X X X X
PK substudy* X
cc..._
HR QoL Surveys® X X X X
HCRU questionnaire X|IX|X|X|X|X|X X X X X X X

a  The Post Treatment (PTx) visit should occur 30 days after the last dose of study dmg. Only subjects who roll over into the LTE study (GS-U5-418-3299) will not complete
PTx assessments.
For subjects who terminate prior to Week 10

¢ A complete physical examination (PE) mcluding, vital signs, body weight, and height will be performed at screening. (GU exam at investigator discretion). A symptom
directed PE may be done as needed at other time points.

d  Dhary data and other eligibility criteria should be reviewed prior to scheduling endoscopy. Perform the screening colonoscopy/flexible sigmoidoscopy within 2 weeks of Day 1
{Day -14 to -1). Subject should meet stool frequency and rectal bleeding requirements based on diary data prior to endoscopy performance.

e  The investigator (ie, local endoscopist) should enter in an endoscopic subscore (0, 1, 2, or 3) based on the Mayo Clinic Sconing System endoscopic scale (Appendix 4); this

will be entitled the Investigator Endoscopic Value. The locally read score entered may not be used for eligibility or Mayo Clinic Score calculation purposes, and is not a

substitute for the centrally read score, but is collected solely for exploratory purposes.

Inchudes all parts of the Mayo score except endoscopy

Subjects should begin filling out the eDiary the day after their initial screening visit and continue to fill it out throughout the remainder of the study.

Stool samples should be collected to rule out infectious causes when disease worsens.

Positive cocaine test disqualifies subject; positive amphetamines, barbiturates, benzodiazepines, and opioids require medical monitor review.

All females meeting the childbeanng potential criteria must have a serum pregnancy testing at screening and a urine pregnancy test must be completed in clinic every 4 weeks

at a minimum. If any pregnancy test is positive, study dmg should be immediately interrupted and the subject should have a serum pregnancy test in clinic.

— = g R

CONFIDENTIAL Page 114 02 April 2019



Filgotinib

Protocol GS-US-418-3808 Final
(Gilead Sciences, Inc. Amendment 5
k  Proof of no active or untreated latent TE at screening. Subjects who are diagnosed with latent TB at screening must imtiate an adequate course of prophylaxis as per local

=

w - -

l:-'-__

standard of care for a minimum of 4 weeks prior to randomization. Subject may imitiate study drug dosing only after consultation with the medical monitor.

Chest x-ray (views as per local gmidelines) taken at screening or within the 3 months prior to screening (with the report or films available for investigator review) without
evidence of active or latent TB infection

Hepatitis B surface Ag, surface Ab and core Ab, reflex HBV DNA, Hepatitis C Ab, reflex HCWV ENA HIV Ag/Ab, reflext HIV 1/2 Ab at Screening (Section 6.2.1).

In Japan, subjects with negative HBsAg, positive HBcAb and/or positive HBsAb at Screening require HEV DNA monitoring every 4 weeks in accordance with local
guidelines (Section 62.1). In other regions, subjects with negative HBsAg and positive HBcAb require HBV DN A monitoring every 3 months im accordance with local
guidelines (Section 62.1)

Fasting means no food or drink, except water, for 8 hours

TCE:: T-cell receptor; BCE.: B-cell receptor

This PK sample at Weeks 10 and 52 are collected at pre-dose (within 2 hours prior to dosing). The PE sample at Week 4 is collected post-dose (at least 30 minutes and up to
3 hours after study dmg dosing . For this visit, it is preferred that study drug dosing is in clinic. The PK sample at Weeks 26 can be collected at any time without regard to
dosing. For these visits, the ime of dose taken on the day of and the dose taken prior to the PK sample being drawn will be noted in the eCEF.

viPBMC collection at US and Canadian sites only.

Subjects who consent to optional PE substudy will have an additional plasma PE sample at any single visit from Week 2 and 10, collected pre-dose and at 0.5, 1, 2, 3, 4 and
& hours after supervised dosing in the clinic. For all visits with PE sampling. the time of dose taken prior to and on the of visit will be noted in the eCEF
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Appendix 3. Management of Clinical and Laboratory Adverse Events
Grade 1 Grade 2 Grade 3 Grade 4
If confirmed and
May continue Repeat lab tu Repeat lab tu possibly or probably
dosing at the confirm toxicity confirm toxicity related to
discretion of the grade grade investigational
investigator medicinal products,
discontinue
investigational
medicinal products
IT confirmed and possibly and/or probably related to IT confirmed and unrelated to dosing permanently
investigational medicinal products: investigational medicinal and‘fu!lnrr at
products, dosing may continue at periodic intervals at
1. Withhold investigational medicinal products until the discretion of the investigator least weekly until a
< Grade 2 return to baseline or
2.  Restart all investizational medicinal products at full dose ¥ nthf:rwu.n
explained
If Grade 3 or 4 recurrence that is confirmed and possibly or If Grade 3 or 4 recurrence that is considered unrelated to
probably related to investigational medicinal products, investigational medicinal products, continue all
discontinue all investigational medicinal products dosing investigational medicinal products at the same dose at the
nermanently discretion of the investigator
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Appendix 4.

Mayo Scoring System for Assessment of Ulcerative Colitis Activity

Stool Frequency — Each subject serves as his or
her own control to establish the degree of

Normal mumber of stools for subject
1 to 2 stools per day more than normal

abnormality of the stool frequ
wof ey 3 to 4 stools more than normal
= 5 stools more than normal
Rectal Bleeding — The daily bleeding score No blood seen

represents the most severe bleeding of the day.

T Y O Y I A
I = R ]

Streaks of blood with stool less than half the time

Obwvious blood with stool half or more than half of
the time

O 3 Blood alone passes
Endoscopic findings — Assessed by C 0 Normal or inactive disease
Central Reader (include only for MCS assessment) | 0 1 Mild Disease (erythema, decreased vascular pattern)
O 2 Moderate Disease {marked erythema, lack of
vascular pattern, friability, erosions)
O 3 Severe Disease (spontaneous bleeding, ulceration)
Physician's Global Assessment — The physician’s 00 N 1
global assessment ackmowledges the three other o
criteria, the subject’s daily recollection of O 1 Mild disease
abdominal discomfort and general sense of well- O 2 Moderte disease
being, and other observation, such as physical 0 3 Severedi

findings and the subject’s performance status.
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Appendix 5.

CTCAE Grading Scale for Severity of Adverse Events

Please refer to the Common Terminology Critenia for Adverse Events (CTCAE) Version 4.03,
which can be found at:

http://evs nc1.mh gov/fipl/CTCAE/CTCAE 403 2010-06-14 QuickReference 8 5x11 pdf

For AEs associated with laboratory abnormalities, the event should be graded on the basis of the
clinical severity in the context of the underlying conditions; this may or may not be i agreement
with the grading of the laboratory abnormality.

The only modification to the CTCAE criteria 1s the addition of a Grade 1 upper respiratory

infection as follows:
CTCAE v4.03
CTCAE AFE Term
v4.0 Term Grade 1 Grade 2 Grade 3 Grade 4 Grade 5 Definition
Upper Mild Moderate IV antibiotic, Life- Death A disorder
respiratory symptoms; symptoms; antifungal or threatening characterized by
infection symptomatic oral antiviral CONSEqUences; an infectious
relief intervention intervention urgent process involving
{eg, cough indicated indicated; intervention the upper
suppressant, | (eg, antibiotic, radiologic, indicated respiratory tract
decongestant) antifungal endoscopic, or {nose, paranasal
antiviral) operafive sinuses, pharynx,
intervention larynx, or
indicated trachea).
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Appendix 6. Pregnancy Precautions, Definition for Female of Childbearing

Potential, and Contraceptive Requirements

The adnumistration of filgotinib in embryo-fetal animal development studies resulted in
decreased numbers of viable rat fetuses, increased resorptions, and visceral and skeletal
malformations. Simular effects were noted in the rabbit. A safety margin relative to human
exposure has not been identified. Pregnancy 1s contraindicated during use of filgotimib.

For participation in this study, the use of highly effective contraception 1s required as outhined
below for all subjects who are of childbearing potential In addition, during the study women of
childbearing potential must have at a nunimum, a urine pregnancy test every 4 weeks.

1) Definitions
a) Definition of Childbearing Potential

For the purposes of this study, a female-born subject 1s considered of cluldbearing potential
following the mitiation of puberty (Tanner stage 2) until becoming post-menopausal, unless
permanently stenile or with medically documented ovarian faillure. Women who do not meet
below criteria for being post-menopausal, are not permanently sterile, or do not have medically
documented ovarian failure must have pregnancy testing as outlined by the protocol.

Women are considered to be in a postmenopausal state when they are > 54 years of age with
cessation of previously occurring menses for > 12 months without an alternative cause.

Permanent sterilization includes hysterectomy, bilateral oophorectomy, or bilateral
salpmgectomy in a female subject of any age. Bilateral tubal ligation 1s not considered
permanent sterilization.

b) Definition of Male Fertility

For the purposes of this study, a male-born subject 1s considered fertile after the imtiation of
puberty unless permanently stenilized by bilateral orchidectomy or has medical documentation of
permanent male infertility. Vasectomy 1s not considered permanent sterilization.

2) Contraception for Female Subjects

a) Study Drug Effects on Pregnancy and Hormonal Contraception

Filgotimb 1s contraindicated m pregnancy as there 1s a possibility of human
teratogenicity/fetotoxicity in early pregnancy based on non-climical data. Data from a drug-drug
mnteraction study of filgotimb and hormonal contraceptives (GS-US-417-3916) have
demonstrated co-admimstration with filgotinib did not alter the pharmacokinetics of
representative hormonal contraceptives, levonorgestrel/ethinyl estradiol.

CONFIDENTIAL Page 119 02 April 2019



Filgotinib
Protocol GS-US-418-3808 Final
(Gilead Sciences, Inc. Amendment 5

For female subjects, hormonal contraceptives will be permitted as a form of contraception when
used in conjunction with a barrier method (preferably a male condom). For male subjects, male
condom should be used; for their female partners of chuldbearing potential, an accepted
contraceptive method should also be considered. Details are outlined below.

Please refer to the latest version of the filgotinmib IB for additional information.
b) Contraception for Female Subjects of Childbearing Potential

The inclusion of female subjects of childbearing potential requures the use of hughly effective
contraceptive measures. Women must have a negative serum pregnancy test at screening and a
negative urine pregnancy test on the Day 1 visit prior to randomuzation. Pregnancy tests will be
performed at monthly intervals thereafter. In the event of a delayed menstrual period

(> one month between menstruations), a pregnancy test must be performed to rule out pregnancy.
This 1s true even for women of childbearing potential with infrequent or wregular periods.

Female subjects must agree to use one of the following methods from screeming until 35 days
following the last dose of study drug_

e Complete abstinence from intercourse of reproductive potential Abstinence is an acceptable
method of contraception only when 1t 15 in line with the subject’s preferred and usual
lifestyle.

Or

e Consistent and correct use of 1 of the following methods of birth control listed below.
— Intrauterine device (IUD) with a failure rate of < 1% per year
— Tubal sterilization

— Essure micro-insert system (provided confirmation of success 3 months after procedure)

— Vasectomy in the male partner (provided that the partner 1s the sole sexual partner and
had confirmation of surgical success 3 months after procedure)

Female subjects who wish to use a hormonally based method, must use 1t in conjunction with a
barrier method; the barrier method 1s to be used either by the female subject or by her male
partner. Female subjects who utilize a hormonal contraceptive as one of their birth control
methods must have consistently used the same method for at least three months prior to study
dosing. Hormonally-based contraceptives and barrier methods permitted for use m this protocol
are as follows:

e Hormonal methods (each method must be used with a barrier method, preferably male
condom)

— Oral contraceptives (either combined estrogen/progestin or progesterone only)
— Injectable progesterone
— Implants of levonorgestrel
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— Transdermal contraceptive patch
— Contraceptive vaginal ring

s Barrier methods (each method must be used with a hormonal method)
— Male or female condom with or without spermicide
— Diaphragm with spermicide
— Cervical cap with spermicide

— Sponge with spermicide
All female subjects must also refrain from egg donation and in vitro fertilization during treatment
and until at least 35 days after the last study drug dose.

3) Contraception Requirements for Male Subjects

It 15 theoretically possible that a relevant concentration of study drug may be achieved in a
female partner from exposure to the male subject’s seminal flmd. Therefore, male subjects with
female partners of childbearing potential must use condoms during study participation and for
90 days after the last study drug dose. Female partners of male study subjects should consider
using one of the above methods of contraception as well. Male subjects must also refrain from
sperm donation during treatment and until at least 90 days after the end of study drug dosing.

4) Unacceptable Birth Control Methods

Birth control methods that are unacceptable include periodic abstinence (eg, calendar, ovulation,
symptothermal, post-ovulation methods), withdrawal (coitus interruptus), spermicides only, and
lactational amenorrhea method (LAM). Female condom and male condom should not be used
together.

5) Procedures to be Followed in the Event of Pregnancy

Subjects will be instructed to notify the imnvestigator 1f they become pregnant at any time during
the study, or if they become pregnant within 30 days of last study drug dose. Subjects who
become pregnant or who suspect that they are pregnant during the study must report the
nformation to the investigator and discontinue study drug immediately. Subjects whose partner
has become pregnant or suspects she 1s pregnant during the study are to report the information to
the mvestigator.

Instructions for reporting pregnancy, partner pregnancy, and pregnancy outcome are outlined in
Section 7.7.2.1.

6) Pregnancy Testing

All females of childbearing potential will have urine pregnancy testing every 4 weeks (in clnic)
during their study participation. If a unine pregnancy test 1s positive, the subject should stop
study drug immediately, contact the investigator, and have confirmatory serum pregnancy test in
climic.
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Appendix 7. Clinical Laboratory Assessment Table

Hematology Chemistry Urinalysis Other

Hematocrit Alkaline phosphatase Appearance: Urine dmg screen for

Hemoglobin Aspartate aminotransferase | Blood Amphetamines

Platelet count (AST) Color Cocaine

Red blood cell (RBC) count | Alanine aminotransferase | Glucose Barbiturates

White blood cell WBC) | D Leukocyte esterase Opiates

count Total bilirubin pH Benzodiazepines

Differentals sbsofute and ?ﬂt:]ﬂ “fmmdﬂ ect bilirubin (o, fPBMCs*

: ge). inc & © pm Urobilinogen Leucocyte subsets®
Lymphocytes Albumin C-reactive protein (CRPhs)
Munncy‘res Bicarbonate _ Serology QuantiFERON® TB —
Neutrophils Blood urea nitrogen (BUN) Gold In-Tube Analysis (if
Eosinophils Calcium Hepatitis B Surface Ag required per inclusion
Basophils Chlogide Hepatitis B Surface Ab criteria)

Reticulyte count Semum creatinine Hepatitis B Core Ab RNA

Mean corpuscular volume | Creatinine clearance HBV DNA Biopsy (histology)

oMCv) CC&G Hepatitis C Ab Fecal (stool)

Glucose HCVRNA Microbiome
Phosphorus HIV Lactofernin, Calprotectin
Mﬂgﬂﬂsﬂm Pregnanq‘ MMP-O
Pota_ssmm In females of childbearing Bac’r_mal St_uul Culture
Sodnm _ potential- C-Diff Toxin .
{Crcaﬂ;m phosphokinase Serum pregnancy Ova :111:_1 Parasites (O&P)
CPK. Utine pregnancy Plasma Biomarker
Serum Biomarker
Pharmacogenomic (PG)
Fasting Lipids Pharmacokinetics (PE)
Triglycerides Serum [mmunoglulmﬂm
Cholesterol and its Prothrombin Time (PT)
lipoprotein [HDL] and low | ®TT) _
density lipoprotein [LDL] |International Normalized
Ratio (INR)
*  yiPBMC and Leukocyte subsets in North America only
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