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List of abbreviations

Abbreviation Definition

ABA Abatacept

ACPA Anti-citrullinated protein antibodies

ACR American College of Rheumatology

ADA Adalimumab

AIMS Arthritis Impact Measurement Scales

ATP Adenosine triphosphate

BAR Baricitinib

bDMARD Biological disease modifying antirheumatic drugs
CCP Cyclic citrullinated peptide

CDAI Clinical disease activity index

Cl Confidence interval

CSA Clinically suspect arthralgia

cDMARDs Conventional disease modifying antirheumatic drugs
CvD Cardiovascular disease

czpP Certolizumab pegol

DALY Disability-adjusted life years

DAS Disease Activity Score

DMARD Disease modifying antirheumatic drugs

EQ-5D EuroQol five dimension

EMEA Europe, Middle East and Africa

ERAN Early rheumatoid arthritis network

ESR Erythrocyte sedimentation rate

ET Early termination

ETA Etanercept

EULAR European League Against Rheumatism

FACIT-F Functional Assessment of Chronic lliness Therapy
GOL Golimumab

HAQ Health Assessment Questionnaire

HAQ-DI Health Assessment Questionnaire Disability Index
HRQoL Health-related quality of life

IC50 Half maximal inhibitory concentration

IFX Infliximab

JAK Janus kinase

MACE Major adverse cardiovascular events

MCS Mental component of the SF-36 survey

MTX Methotrexate

NA Not applicable

NHS National Health Service

NICE National Institute for Health and Care Excellence
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Abbreviation Definition

PCS Physical component of the SF-36 survey
PDUS Power Doppler ultrasound

PSS Personal Social Services

SDAI Simplified Disease Activity Index
tsDMARDs Targeted synthetic DMARDs

QALY Quality-adjusted life years

RA Rheumatoid arthritis

RF Rheumatoid factor

RTX Rituximab

SF-36 36-item Short Form Survey

SLR Systematic literature review

SmPC Summary of product characteristics
STATs Signal transducers and activators of transcription
TA Technology Appraisal

TOC Tocilizumab

TOF Tofacitinib

UK United Kingdom

us United States

ULN Upper limit of normal
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B.1 Decision problem, description of the technology and

clinical care pathway

B.1.1 Decision problem

The Marketing Authorisation application for filgotinib was submitted to the European
Medicines Agency (EMA) in _ and is currently under review.

Filgotinib is a targeted synthetic disease modifying antirheumatic drug (tsDMARD)
and, together with biological DMARDs (bDMARDSs), is considered an advanced
therapy for rheumatoid arthritis (RA).

The Marketing Authorisation for filgotinib is expected to be as monotherapy or in
combination with methotrexate (MTX) for the treatment of adult patients with
moderately to severely active RA who have had an inadequate response to, or who
are intolerant to, one or more (DMARDSs), including conventional or biological
DMARD:s.

This submission covers filgotinib’s full anticipated Marketing Authorisation, including

the following populations:
Two populations in moderately active RA:

1a. As monotherapy after two or more cDMARD failures in patients who are MTX
ineligible
1b. As combination therapy with MTX after two or more cDMARD failures in

patients who are MTX eligible
Four populations in severely active RA, for patients who are MTX eligible:

2b. As combination therapy with MTX as first-line advanced therapy’

' Advanced therapy refers to bDMARDSs and targeted DMARDs (tsDMARDs) and is used throughout
this document to refer to these treatments as one group
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3b. As combination therapy with MTX, after failure of first-line advanced therapy in

patients who are RTX ineligible or intolerant

4. As combination therapy with MTX, after first-line advanced therapy failure in
patients who are RTX eligible

5. As combination therapy with MTX, after failure of RTX in combination with
MTX

Two populations in severely active RA, for patients who are MTX ineligible:

2a. As monotherapy, used as first-line advanced therapy

3a. As monotherapy, after failure of first-line advanced therapy

The expected position of filgotinib within the current treatment pathway is represented

in Figure 1.

Figure 1. Positioning of filgotinib within current NICE treatment pathway

Conventional DMARDs
{monotherapy or combination therapy)

1 |
Moderate RA Severe RA "
Least expensive
[ (DAS28 3.2-5.1) ] [ (DAS28 >5.1) ] products prioritised
MTX intolerant v [ Filgotinib | through local guidelines
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A Conti only i *

- y if moderate EULAR resp ate
Filgotinib bDMARD monotherapy: ADA, f MTX in combination with
E CZP, ETA, TOC, BAR, TOF — ADA, ETA, IFX, GOL, TOC,
\ ¢ RTX contraindicated l ABA, CZP, BAR, TOF
( v
( Figotins | ,PPMARD monotherapy: bDMARD or modulatory - — i
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ADA=adalimumab; ABA=abatacept; BAR=baricitinib; CZP=certolizumab pegol; DAS=Disease Activity Score; DMARD=Synthetic
disease modifying antirheumatic drugs; ETA=etanercept; GOL=golimumab; IFX=infliximab; MTX=Methotrexate; RA=Rheumatoid
arthritis; RTX=Rituximab; TOC=tocilizumab; TOF=tofacitinib;

The decision problem addressed by the submission is presented in Table 1 below.
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Table 1. The decision problem

Final scope issued by NICE

Decision problem addressed in the company submission

Rationale if different
from the final NICE

scope

Population

Adults with moderately to severely active
rheumatoid arthritis who have had an
inadequate response to, or who are intolerant
of one or more DMARDSs, including
conventional or biological DMARDs

Adults with moderately to severely active, active RA whose disease
has responded inadequately to two or more cDMARDSs, or who are

intolerant to DMARDSs, including conventional or biologic DMARDs.

The specific populations modelled in the cost-effectiveness analysis
are:

Filgotinib for moderately active RA:

1a. As monotherapy after two or more cDMARD failures in

patients who are MTX ineligible

1b. As combination therapy with MTX after two or more

cDMARD failures in patients who are MTX eligible

Filgotinib in combination with MTX for severely active RA, for patients

who are MTX eligible:

2b. As combination therapy with MTX as first-line advanced

therapy?

3b. As combination therapy with MTX, after failure of first-line
advanced therapy in patients who are RTX ineligible or

intolerant

The populations
included within the
submission is within
the NICE scope.
However, in the
moderately active RA
population the
company submission
is limited to patients
following two or more
cDMARD failures, this
restriction is applied
on the basis of clinical
opinion and expected
cost-effectiveness.

2 Advanced therapy refers to bDMARDs and targeted DMARDs (tsDMARDSs) and is used throughout this document to refer to these treatments as one group
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Final scope issued by NICE

Decision problem addressed in the company submission

Rationale if different
from the final NICE

scope

4. As combination therapy with MTX, after first-line advanced

therapy failure in patients who are RTX eligible

5. As combination therapy with MTX, after failure of RTX in

combination with MTX
Filgotinib for severely active RA, for patients who are MTX ineligible:
2a. As monotherapy, used as first-line advanced therapy

3a. As monotherapy, after failure of first-line advanced therapy

Intervention

Filgotinib (as monotherapy or in combination
with other conventional DMARDs, including
methotrexate)

Aligned with NICE scope

NA
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Final scope issued by NICE

Decision problem addressed in the company submission

Rationale if different
from the final NICE

scope

Comparator(s)

For moderately active rheumatoid arthritis that
has not responded adequately to therapy with
conventional DMARDs:

e Combination of two or more conventional
DMARDs (including methotrexate and at
least one other DMARD, such as
sulfasalazine and leflunomide)

e Conventional DMARD monotherapy with
dose escalation

o Best supportive care

For severely active rheumatoid arthritis that
has not responded adequately to therapy with
conventional DMARDs:

¢ Biological DMARDSs in combination with
methotrexate (adalimumab, etanercept,
infliximab, certolizumab pegol, golimumab,
tocilizumab, abatacept or sarilumab)

o Adalimumab, etanercept, certolizumab
pegol, tocilizumab or sarilumab (each as
monotherapy)

e Tofacitinib, baricitinib or upadacitinib (each
as monotherapy or in combination with
methotrexate)

For severely active rheumatoid arthritis that
has not responded adequately to therapy with
DMARDs including at least one TNF inhibitor:

e Rituximab in combination with methotrexate

For moderately active rheumatoid arthritis that has not responded
adequately to therapy with conventional DMARDs:

o Best supportive care

For severely active rheumatoid arthritis that has not responded
adequately to therapy with conventional DMARDSs:

MTX intolerant patients:

¢ Adalimumab, etanercept, tocilizumab or baricitinib (each as
monotherapy)

MTX tolerant patients:

¢ Biological DMARDs in combination with methotrexate (adalimumab,
etanercept, baricitinib)

For severely active rheumatoid arthritis that has not responded
adequately to therapy with bDMARDSs including at least one TNF
inhibitor:

When rituximab is contraindicated or withdrawn due to adverse events,
MTX is not tolerated or is contraindicated:

o Abatacept, baricitinib or tofacitinib (each as monotherapy)

When rituximab is contraindicated or withdrawn due to adverse events,
MTX tolerated and is not contraindicated:

e Abatacept, baricitinib or tofacitinib in combination with methotrexate

When rituximab is tolerated, MTX is tolerated:

Comparators in the
model were applied
based on currently
reimbursed treatments
and availability of
evidence to inform
comparisons,
comparisons are
consistent with
previous Technology
Appraisals.

Real-world data and
expert opinion, in
conjunction with NICE
guidance for the
treatment of RA, were
used to inform
treatment sequences,
which are reflective of
current clinical
practice.
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Final scope issued by NICE Decision problem addressed in the company submission Rationale if different
from the final NICE

scope

¢ Rituximab in combination with MTX
When rituximab is contraindicated or
withdrawn due to adverse events: When the disease has not responded adequately to therapy with

rituximab in combination with methotrexate:
e Adalimumab, etanercept, infliximab,

abatacept tocilizumab, certolizumab pegol, e Tocilizumab or sarilumab, both in combination with MTX
golimumab or sarilumab (each in
combination with methotrexate)

o Tofacitinib, baricitinib, or upadacitinib (each
in combination with methotrexate)

When methotrexate is contraindicated or
withdrawn due to adverse events:

o Adalimumab, etanercept, certolizumab
pegol or sarilumab (each as monotherapy)

o Tofacitinib, baricitinib, or upadacitinib (each
as monotherapy)

When the disease has not responded
adequately to therapy with rituximab in
combination with methotrexate:

e Tocilizumab, sarilumab (each in combination
with methotrexate)

e Upadacitinib (in combination with
methotrexate)
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Final scope issued by NICE

Decision problem addressed in the company submission

Rationale if different
from the final NICE

scope

expressed in terms of incremental cost per
quality-adjusted life year.

If the technology is likely to provide similar or
greater health benefits at similar or lower cost
than technologies recommended in published
NICE technology appraisal guidance for the
same indication, a cost-comparison may be
carried out.

The reference case stipulates that the time
horizon for estimating clinical and cost-
effectiveness should be sufficiently long to

Outcomes The outcome measures to be considered Aligned with final NICE scope (except where noted). Extra-articular
include: manifestations of
o disease activity Outcome measures considered in the analysis: disease were not
¢ physical function ¢ disease activity (American College of Rheumatology - ACR20, captured in the FINCH
e joint damage, pain ACR50, ACR70, European League Against Rheumatism (EULAR) | trial programme and
e mortality response, Disease Activity Score (DAS28) therefore could not be
o fatigue e physical function (HAQ-DI) included within this
« radiological progression * pain, fatigue submission.
e extra-articular manifestations of disease e mortality In line with previous
o adverse effects of treatment » radiological progression economic models with
e health-related quality of life. » adverse effects of treatment RA appraised by
¢ health-related quality of life. NICE, including
MTAS375, fatigue was
not modelled in the
economic analysis.
Economic The reference case stipulates that the cost- Aligned with NICE scope NA
analysis effectiveness of treatments should be
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Final scope issued by NICE

Decision problem addressed in the company submission

Rationale if different
from the final NICE

scope

reflect any differences in costs or outcomes
between the technologies being compared.

Costs will be considered from an NHS and
Personal Social Services perspective.

The availability of any commercial
arrangements for the intervention, comparator
technologies and subsequent treatment
technologies will be taken into account. The
availability and cost of biosimilar products
should be taken into account.

Subgroups to be

considered

If the evidence allows the following subgroups
will be considered:

¢ moderate disease activity (DAS28 between
3.2and 5.1)

¢ severe active disease (DAS28 greater than
5.1)

Aligned with NICE scope

NA

NICE=National Institute for Health and Care Excellence; NA=Not applicable; DMARD=Synthetic disease modifying antirheumatic drugs; ACR=American College of Rheumatology; European League Against
Rheumatism HAQ=Health Assessment Questionnaire; HAQ-DI=Health Assessment Questionnaire Disability Index; FACIT-F=Functional Assessment of Chronic Illness Therapy; DAS=Disease Activity Score;

QALY=Quality-adjusted life years;
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B.1.2 Description of the technology being appraised

The main characteristics of filgotinib are summarised in Table 2. For the full draft

summary of product characteristics (SmPC) (1), see Appendix C.

B.1.2.1 Mechanism of action

Filgotinib is a potent reversible JAK inhibitor with a selectivity for JAK1. Cytokines
associated with JAK1 are involved in the inflammatory signalling pathway that drives
RA progression. Targeted inhibition of JAK1 could reduce dominant inflammatory
cytokine signalling involved in RA, whilst limiting impact on normal physiological
function. Filgotinib and its active metabolite contribute to its pharmacodynamic effects,

with similar JAK1 selectivity.

Filgotinib modulates the signalling pathway by preventing the phosphorylation and
activation of STATs by JAKSs, thereby supressing immune cell activity and pro-
inflammatory cytokine signalling (1). In addition, neither filgotinib nor its active
metabolite induce or inhibit cytochrome P450 enzymes or inhibit critical drug
transporter enzymes, including P-glycoprotein (2). Therefore, the potential for drug-
drug interactions is low, which means filgotinib can be administered with commonly

used RA drugs without the need for dose adjustments (2).
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B.1.2.2 Technology being appraised

Table 2. Technology being appraised

UK
approved
name and

brand name

Filgotinib (brand name to be confirmed)

Authorisatio

Mechanism | Filgotinib is a potent, selective ATP-competitive and reversible inhibitor of

of action JAK1. It modulates the cytokine signalling pathway by preventing the
phosphorylation and activation of STATs by JAK. For a detailed overview
of the mechanism of action, see section B.1.2.1.

Marketing The Marketing Authorisation application for filgotinib in the treatment of

adults with RA was submitted to the European Medicines Agency in

restriction(s
) as
described in
the
summary of
product

characteristi

n/CE mark | . The anticipated date of regulatory approval is|| GG
status

Indications | Filgotinib is indicated as monotherapy or in combination with MTX for the
and any treatment of adult patients with moderately to severely active rheumatoid

arthritis who have had an inadequate response to, or who are intolerant to,

one or more disease-modifying antirheumatic drugs (DMARDs).

Contraindications:
e Hypersensitivity to the active substance or to any of the excipients

e Pregnancy

For the full draft SmPC, see Appendix C.

cs (SmPC)
Method of The recommended dose is one 200mg tablet once a day.
administrati
J A dose of 100mg of filgotinib once daily is recommended for patients with
on an
severe renal impairment (Creatinine clearance 15 to 30 mL/min).
dosage

Filgotinib may be used as monotherapy or in combination with MTX.
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Additional

No additional investigations outside of routine clinical management of RA.

and average
cost of a
course of

treatment

tests or

. L For the full SmPC, see Appendix C.
investigatio

ns

List price £863.10 per bottle of 30 200mg tablets

Equivalent to £10,508.24 per year

Patient
access
scheme (if

applicable)
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B.1.3 Health condition and position of the technology in the

treatment pathway

B.1.3.1 Disease overview

Signs and symptoms

Rheumatoid arthritis is a common autoimmune disease that is associated with
progressive disability, systemic complications, early death, and socioeconomic costs
(3). Swelling and tenderness of the joints and degradation of synovial tissue (4, 5)
leading to joint damage is an important manifestation of RA. However, RA does not
exclusively affect the joints. Extra-articular systemic manifestations can include:
ocular, pulmonary, skin, cardiac, vascular, renal, haematological, neurological,

gastrointestinal. These manifestations also worsen as disease progresses.

Although at early stages of the disease there is no evidence of joint destruction, RA
has an impact even at this stage: the main symptoms of early RA are pain and fatigue.
Without adequate treatment the disease is associated with progressive joint damage
and disability, both of which are irreversible (3). However, even at the moderately
active stage of disease, patients’ burden is significant, with joint damage and disability
accumulating over time if no remission or low disease activity can be achieved. These
patients also experience reduced quality of life and represent a substantial burden to

healthcare systems.

As a progressive disease, the burden of RA increases with time, with worsening
symptoms and increasingly irreversible joint damage. As a systemic disease, multiple

organs of the body are typically affected, adding to the clinical burden.

RA also leads to a variety of complications, many of which are related to the chronic

inflammation associated with the disease (6).

Diagnosis
The European League Against Rheumatism (EULAR) and American College of

Rheumatology (ACR) criteria are widely used by rheumatologists to confirm the

diagnosis (4, 7).
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These criteria include assessment of joint damage or impairment, levels of serum
markers, anti-citrullinated protein antibodies (ACPAs) and rheumatoid factor (RF),
acute phase reactants: C reactive protein (CRP) and erythrocyte sedimentation rate

(ESR) (4, 7), and duration of symptoms.

Stratification by severity

Disease activity is classified by composite scoring systems. DAS28 is primarily used

in UK, and includes the following variables:

e In 28 specified joints

e Tender joint count (TJC)

e Swollen joint count (SJC)

e High sensitive C reactive Protein (hsCRP) or erythrocyte sedimentation rate
(ESR) value

e Patient global health assessment on a 0-100 visual analogue scale

DAS28 cut-off points used for stratifying disease by severity are presented in Table 3

(8).

Table 3. DAS28 cut off points for disease activity categories

DAS28 score Disease activity

DAS28 <2.6 Remission

DAS28 <3.2 Low disease activity (LDA)

DAS28 3.2-5.1 Moderate disease activity (MDA)

DAS28 >5.1 High disease activity / Severe disease (HDA)

DAS, Disease Activity Score; HDA, high disease activity; LDA, low disease activity; MDA, moderate disease activity.
Source: Fransen et al, 2004 (8)

B.1.3.2 Epidemiology

Prevalence

RA is the most common inflammatory arthritis (9), with an estimated global prevalence
of 0.24% (10). It develops more frequently in women (estimated global prevalence of
0.35%) than in men (estimated global prevalence of 0.13%) (10). Prevalence

estimates for the UK have been reported as 1.16% in women and 0.44% in men (11),
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yielding an overall population-level estimate of 0.81%. Based on current population
figures (12), this equates to approximately 400,000 prevalent adult patients in England

and Wales.

A 2016 report suggests that in the in UK, 87% of the total RA population is diagnosed,
and the percentage of diagnosed patients being treated is 76% (13), putting the

estimated number of diagnosed and treated patients at approximately 300,000.

Incidence

The UK-specific incidence rate of RA has been reported to be 40 per 100,000 persons
per year in a report published in 2013 (14), with a markedly higher (54 per 100,000
persons, 95% confidence interval [Cl]: 44.5 to 64.7) incidence in women than in men
(25 per 100,000 persons, 95% CI: 18.1 to 32.4) (14). Using the above rates and latest
population figures (12), approximately 20,000 new adult patients are estimated to be

diagnosed with RA each year in England and Wales.

Moderately to severely active patients

Out of the total RA patient pool, market research suggests 39% are estimated to have
moderately active disease (or around 120,000 in England and Wales), while the
proportion of severely active RA patients are estimated to be 29% (approximately
90,000) (15). A study of UK patients in the Early RA Network (ERAN), a cohort of
newly diagnosed RA patients receiving cDMARDs, showed the rate of patients
progressing from moderately to severely active disease was 19% over a two-year
period (16), which translates to approximately 12,000 patients in England and Wales

a year who progress to severely active disease.
B.1.3.3 Disease burden

Clinical burden

The clinical burden of RA is substantial. Improvements made in therapies in recent
years led to reduced disease severity overall; a study by Diffin et al (17), studying

patients from Norfolk Arthritis Register (NOAR), found a significant association
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between year of presentation and lower DAS scores®. However, a substantial
proportion of RA patients have moderately to severely active disease activity. RA can
progressively lead to irreversible joint damage and disability (18, 19). As a progressive
disease, the burden of RA increases with time, with worsening symptoms and
increasingly irreversible joint damage. As a systemic disease, multiple organs of the
body are typically affected, adding to the clinical burden.

Disease progression

As detailed above, a study of patients in the ERAN patient network showed the rate of
patients progressing from moderately to severely active disease to be 19% over a two-
year period (16). A recent UK multi-centre, retrospective non-interventional study
concluded that many patients with moderately active RA had received multiple
cDMARDSs, suggesting there may be a lack of suitable, effective treatments following
failure of cDMARDs (20).

EULAR guidelines identify key prognostic factors that may be used to identify patients
more likely to progress to severe disease activity. According to the guidelines (21),
these include persistently moderate or high disease activity despite cOMARDs, failure
of two or more cDMARDSs, high levels of RF/ACPA, high disease activity, early joint
damage, and high swollen joint count. A recent retrospective single centre study from
the UK, involving 207 patients (22), aimed to identify moderately active RA patients
with poor functional outcomes found that baseline Health Assessment Questionnaire
— Disability Index (HAQ-DI) score was the dominant predictor of 12-month HAQ-DI,
implying those who had more significant disability at baseline remained so during the
full period— suggesting a need among moderately active RA patients for additional
treatments that effectively treat their disease (22). The poor functional outcomes of
patients assessed in the study also highlight the fact that even moderately active RA
is associated with substantial joint destruction and disability — which is exacerbated

with progression of disease.

3 In the study, calendar year of presentation to NOAR was significantly associated with lower DAS28
scores over time [Y = 4.51 + (—0.56 x year) + (0.44 x year2)]
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Disease complications and comorbidities

RA is a multisystem disease that can affect several organ systems, leading to a variety
of complications, many of which are related to the chronic inflammation associated
with the disease (6). These comorbidities, particularly cardiovascular disease (CVD),
can lead to serious clinical events, reduced health related quality of life (HRQoL), and
death (23). The 2014 COMORA study (6) evaluated the prevalence of comorbidities
in RA patients and found that hypertension and dyslipidaemia were most prevalent.
Other comorbidities that have been found to occur with greater frequency in patients
with RA compared with the general population include depression, lung cancer,
lymphoma, infections, and the RA-related complications osteoporosis and

osteoporotic fractures.

Other potentially serious non-CV related comorbidities prevalent in RA patients include

anaemia, psychiatric disorders, malignancies, and diabetes (6).
Mortality

RA patients are at an increased risk of mortality, partly due to the increased rate of
comorbidities described previously, and partly due to the interplay between
inflammation and disease activity (23-25). A 2016 study by Michaud et al (24) reported
age- and sex-standardised mortality incidence rates (per 100 person-years) from RA
registries; finding a UK mortality incidence rate of 0.8 per 100 person-years. Within the
same UK RA registry, cardiovascular mortality was 0.2 per 100 person-years (24),

highlighting RA patients’ high risk for CV-related mortality.

Humanistic burden

In addition to its clinical burden, RA is also associated with a substantial humanistic
burden, reducing the HRQoL of patients as measured using a range of disease-
specific and generic assessments. A 2014 literature review (26),which included 31
studies (including two from the UK) with a total of 22,335 patients, investigated the
effects of RA on HRQoL as measured by the 36-item Short Form survey (SF-36)
questionnaire. Results of this study show worse mean scores for the physical

component (PCS) of the survey than the mental component (MCS), the mean pooled
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HRQoL score for PCS was 34.1 (95% ClI: 22.0, 46.1) and the mean score for MCS
was 45.6 (95% CI: 30.3, 60.8) (100 represents best possible QoL ) (26).

Another study highlighting the high burden of RA was published in 2019 by Safiri et al
(27). In it, the authors analysed RA-specific data from the 2017 Global Burden of
Disease study. The age-standardised rate of RA disability-adjusted years (DALY's) per
100,000 population was 43.3 (95% CI 33.0 to 54.5) globally, underscoring that RA

leads to a substantial number of healthy life years lost (27).

Economic burden

The economic burden of RA is substantial, estimated by Lundkvist et al in 2008 to be
up to €45.3 billion across all European countries, including direct, indirect and informal
care costs (28). Overall, the mean annual cost per patient was estimated at around
€13,500 in Europe, of which medical costs and medications represent approximately
one third. The remaining two thirds are from outside the healthcare sector (production
losses contribute 32%, informal care 19% and non-medical costs 14%) (32). UK-
specific cost estimates from this study showed a total cost of €16,502 (£11,116 at 2007
exchange rates (29) the cost year reported from the study), with 61% (£6,793)

representing direct costs and 39% (£4,323) indirect costs.
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B.1.3.4 Current treatment guidelines

Recommendations for the management of RA are available from international
guidelines such as EULAR (21), as well as national guidelines for England, published
by NICE (30).

EULAR guidelines
The 2019 update to the EULAR guidelines was published in early 2020 (21). At

diagnosis, the guidelines first recommend methotrexate, as first-line treatment,
unless contraindicated to use other cDOMARDs (combined with short-term
glucocorticoids). If at three months there is an improvement, treatment is

recommended to be continued.

For patients not responding to treatment or achieving target, recommendations are
stratified by the presence or absence of poor prognostic factors. If the treatment
target is not achieved after six months, a change to another bDMARD or JAK

inhibitor is recommended, from the same class or a different one.

A notable difference between EULAR guidelines and NICE guidelines is that, in
addition to severely active RA patients, they recommend considering advanced
therapies in moderate disease activity, following failure of two cDMARDSs, or after one
cDMARD in patients with poor prognostic factors (detailed earlier in section B.1.3.3 on

Disease burden).
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NICE guidelines

The NICE clinical guidance [NG100] for the management of RA in adults was
published in 2009 and most recently updated in 2018 (30). The current version
provides guidance on pharmacotherapy options as well as exercise and physical and

occupational therapy (30).

The clinical pathway of pharmacological care, recommended by the NICE guidelines,

is presented in Figure 2.

Figure 2. Current NICE treatment guidance on treatment of moderately to

severely active RA
Conventional DMARDs
(monotherapy or combination therapy)

Least expensive

| 1
[ Moderate RA ] [ Severe RA ]
products prioritised

(DAS28 3.2-5.1) (DAS28 >5.1)

through local guidelines
MTX intolerant/
contrainidicated [ csDMARDS with best supportive care ] ) toin:;)t(ed J
7 ~, Continue only if moderate EULAR response at 6 months . - W
[ bDMARD monotherapy: ADA, MTX in combination with
CZP, ETA, TOC, BAR, TOF — ADA, ETA, IFX, GOL, TOC,
v v RTX contraindicated L ABA, CZP,‘P BAR, TOF J
bDMARD monotherapy: bDMARD or modulatory -
ABA, CTZ, ETA, BAR, TOF agent in combination with RTX in combination with MTX
MTX: v
ABA, ADA, GOL, ETA, IFX, 4
TOC, CZP, SAR, BAR, TOF e '"T?c':“::“;g:" e

ADA=adalimumab; ABA=abatacept; BAR=baricitinib; CZP=certolizumab pegol; DAS=Disease Activity Score; DMARD=Synthetic
disease modifying antirheumatic drugs; ETA=etanercept; GOL=golimumab; IFX=infliximab; MTX=Methotrexate; RA=Rheumatoid
arthritis; RTX=Rituximab; TOC=tocilizumab; TOF=tofacitinib;

Source: NICE 2009 clinical guideline: 2018 update [NG100] (30)

Newly diagnosed and moderately active patients

For newly diagnosed patients, cDOMARDs (preferably MTX, or alternatively leflunomide
or sulfasalazine) as monotherapy are the recommended first-line treatments, ideally
within three months of onset of persistent symptoms. For those who do not respond
to this treatment, treatment dose is escalated, or a combination therapy is given with

another cDMARD, preferably including MTX. Alternatively, leflunomide, sulfasalazine
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or hydroxychloroquine should be offered in combination in a step-up strategy when
the treatment target (remission or low disease activity) has not been achieved despite
dose escalation. From this point, current recommendations differentiate between
moderately active (DAS28 score of 3.2-5.1) and severely active (DAS28 score greater
than 5.1) RA patients, with the recommended treatments dependent upon this

classification.

For moderately active RA patients, NICE guidelines currently recommend further
cDMARDs (oral MTX, leflunomide, sulfasalazine or hydroxychloroquine) in a step-up
strategy when the treatment target (remission or low disease activity) has not been

achieved despite dose escalation.

Where combination therapies are not appropriate (in the case of comorbidities or

pregnancy), cOMARD monotherapy is recommended.

After the failure of two cDMARDSs, there is a notable lack of clinical options with current
NICE guidance, presenting an unmet need for additional therapeutic options,
particularly as a subset of these patients are at risk of progressing to severely active
disease. The only remaining treatment option is best supportive care, comprising of

cDMARDs that patients have already received, administered at lower doses.
Severely active RA

For severely active RA patients in whom disease has not responded to intensive
combination therapy with cDMARDs, NICE guidance recommends bDMARDs
(adalimumab, etanercept, infliximab, certolizumab pegol, golimumab, tocilizumab,
abatacept and sarilumab) or tsDMARDs/JAK inhibitors (baricitinib and tofacitinib) in
combination with MTX, unless intolerant or contraindicated. For those who are
intolerant or for whom MTX is contraindicated, adalimumab, etanercept, certolizumab
pegol, tocilizumab, baricitinib, sarilumab or tofacitinio are recommended, as

monotherapy.

Where severely active RA patients do not show adequate response to advanced

treatments, a combination of RTX and MTX is recommended.
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Where RTX is contraindicated or withdrawn because of adverse events, advanced
therapies (adalimumab, etanercept, infliximab, abatacept, golimumab, tocilizumab,
certolizumab pegol, sarilumab, tofacitinib and baricitinib) are recommended, in

combination with MTX.

For those who are not eligible for MTX and have failed first-line advanced therapy,
advanced therapies are recommended to be used as monotherapy (adalimumab,

etanercept, certolizumab pegol, sarilumab, tocilizumab, tofacitinib and baricitinib).

Finally, for those patients who have not responded to treatment with RTX and MTX,
tocilizumab and sarilumab, in combination with MTX, are recommended by NICE

guidance.

Key differences between NICE and EULAR Guidelines

NICE currently only recommends the use of advanced therapies in severely active RA
patients, following failure of intensive combination therapy or at least two cDMARDs.
In contrast, the recently updated EULAR guidelines recommend advanced therapies
for moderately or severely active patients, following failure of two cDMARDSs, or after
one cDMARD in patients with other poor prognostic factors detailed earlier in section

the Disease burden section (see B.1.3.3).

Related NICE Technology Appraisals
A summary of all related NICE Technology Appraisals (TAs) is presented in Table 4.

Table 4. Summary of related NICE Technology Appraisals

Technology and indication ‘ Year
Published Technology Appraisals

Sarilumab for moderately to severely active rheumatoid arthritis (NICE TA485) 2017
(31)

Tofacitinib for moderately to severely active rheumatoid arthritis (NICE TA480) 2017
(32)

Baricitinib for moderately to severely active rheumatoid arthritis (NICE TA466) 2017
(33)

Certolizumab pegol for treating rheumatoid arthritis after inadequate response to | 2016 (reviewed
a TNF-alpha inhibitor (NICE TA415) (34) in 2019)
Adalimumab, etanercept, infliximab, certolizumab pegol, golimumab, tocilizumab

and abatacept for rheumatoid arthritis not previously treated with DMARDs or 2016
after conventional DMARDSs only have failed (NICE MTA375 (previously TA130,

TA186 and TA280) (35)
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Technology and indication Year
Tocilizumab for the treatment of rheumatoid arthritis (NICE TA247) (36) 2012

Golimumab for the treatment of rheumatoid arthritis after the failure of previous
disease modifying anti-rheumatic drugs (NICE TA225) (37)

Adalimumab, etanercept, infliximab, rituximab and abatacept for the treatment of
rheumatoid arthritis after the failure of a TNF inhibitor (NICE TA195) (38)

Appraisals in development

Upadacitinib for treating moderately to severely active rheumatoid arthritis (NICE
TA guidance [ID1400]) (39) Expected 2020
Sirukumab for previously treated moderately to severely active rheumatoid Suspended
arthritis (NICE TA guidance [ID1002]) (40) appraisal
Rituximab for the treatment of rheumatoid arthritis after the failure of Suspended
conventional disease-modifying anti-rheumatic drugs (NICE TA guidance appraisal
[ID333]) (41) PP

DMARD=Synthetic disease modifying antirheumatic drug; NICE= National Institute for Health and Care Excellence; TA= Technology
Appraisal

2011

2010

B.1.3.5 Unmet need with current treatments

The unmet need of patients with RA includes issues such as: efficacy, safety and
tolerability, patient preference, and treatment options for patients with moderately

active disease.

Efficacy issues

The aim of RA treatment is to achieve remission, or, alternatively, to remain in a low
disease activity state. Therefore, it is crucial that patients have adequate and timely
response to their treatments, but treatment failure (defined as lack of response) is
among the main challenges with current treatments for a considerable number of
patients. Though the advent of bDMARDSs has brought options with improved efficacy
to the treatment of RA, many patients still either do not achieve response or lose
response to therapy over time. A study of 13,502 UK RA patients (42), published in
2018, investigated biologic refractory disease among patients in the British Society for
Rheumatology Biologics Register. Data showed that 6.4% of all RA patients were
classified as bDMARD refractory (defined as being exposed to at least three different

classes of bDMARD), a substantial portion of patients (38%) reported lack of efficacy.

Safety and tolerability issues

Currently available treatments in RA have notable safety and tolerability issues. Firstly,
infections are among the common side effects of both corticosteroids and biologic

treatments. This is in addition to the underlying immune disfunction due to the disease
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process itself (i.e. immunological alteration), disability and immobility, and the
perioperative infection risk associated with joint surgery (43, 44). For example,
currently available JAK inhibitors are associated with an increased rate of herpes

zoster infection (45).

Exposure to cOMARDs, bDMARDs and currently available JAK inhibitors is associated
with AEs such as serious infections, malignancies, deep vein thrombosis (DVT) and
pulmonary embolism (PE) (46-52). In addition, current treatment strategies may

worsen patients’ existing comorbidities or extra-articular manifestations (51-56).

Patients with RA have a higher risk of cardiovascular complications, including heart
failure, myocardial infarction, stroke, DVT and PE than those without the disease,
which is thought to be linked to the inflammatory disease process (53-55). This risk
may be worsened by treatment with non-selective JAK inhibitors, for example
baricitinib carries a special warning for risk of venous thromboembolism (VTE) and PE
(51), and a post-marketing study of tofacitinib found a statistically significantly

increased risk of PE in patients treated with tofacitinib (56).

A recent analysis found that AEs were the cause of discontinuation for 8% to 22% of
patients who stopped bDMARD therapy (57, 58). In a 2017 study by Li et al (57),
involving 572 RA patients from the UK, France, and Germany, adverse effects were
the reason for stopping etanercept treatment in 21.6% of patients. Furthermore,
among the reasons for choosing a second biologic treatment, tolerability was named
frequently among patients choosing TNF inhibitors (15.2%), and non-TNF biologics
alike (22.5%) (57).

Patient preference

Patient preference presents challenges with some of the current RA treatment options:
oral therapy is preferable to an injection for a substantial portion of RA patients (59,
60). A 2013 survey of 1,400 patients with RA in France, the UK, Germany, Italy, Spain,
Belgium, Sweden and the Netherlands found that 79% would prefer to take a tablet

twice daily over an IV infusion or a subcutaneous injection (53).
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A common reason for patients preferring oral treatments is needle phobia, which
currently presents challenges for some patients. A survey of 250 RA patients from the
US, published in 2015, indicated that a considerable portion (6.8%) of patients who
discontinued their treatments (etanercept, adalimumab, certolizumab, or golimumab)

pointed to fear of needles as the primary reason (61).

Lack of treatment options in moderately active RA

A considerable unmet need exists within the current RA treatment landscape in the
UK for moderately active RA patients. Current NICE recommendations (30), as
outlined previously in section B.1.3.4, do not provide any further therapeutic options
for moderately active RA patients who fail cDOMARDs, the only option remaining is best
supportive care, which is considered to provide little therapeutic benefit to patients.
Only patients who have severely active disease are currently eligible for advanced
treatments to control their disease progression, with disease progression carrying an
increased risk of a range of comorbidities and increasing disease burden - clinical,

humanistic and economic alike, as detailed previously in section B.1.3.3.

In the UK the majority of moderately active RA patients do not achieve a satisfactory
clinical response with currently available therapies. Sustained clinical remission is only
achieved by 20%-40% of patients and long-term remission (>1 year) is only achieved
by 3% to 14% of patients (62, 63). Sustained inflammation contributes to cartilage
damage and bone erosion, affecting up to 80% of patients within one year of diagnosis
(3, 64). Patients with persistent moderately active disease have also been shown to
experience functional decline (as measured by HAQ-DI), suggesting that these

patients could benefit from more advanced therapy (3, 64).

At present, in the UK, advanced therapies are licensed by EMA but not recommended
by NICE for treatment of patients with moderately active RA. The current lack of
flexibility to allow clinicians to tailor the use of advanced therapy to the needs of
patients may result in poorer long-term outcomes (65), with patients remaining on
cDMARDs rather than switching to more effective treatment strategies leaving them

at greater risk of disease progression (66).
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Filgotinib is a potent reversible JAK inhibitor with a selectivity for JAK1. Cytokines
associated with JAK1 are involved in the inflammatory signalling pathway that drives
RA progression. Targeted inhibition of JAK1 could reduce dominant inflammatory
cytokine signalling involved in RA, whilst limiting impact on normal physiological
function. Filgotinib and its active metabolite contribute to its pharmacodynamic effects,

with similar JAK1 selectivity.

B.1.3.6 Positioning of filgotinib within current the clinical pathway

As described in section B1.1. Filgotinib is a tsDMARD and can be used after failure of
cDMARDs in moderately to severely active RA patients. Its oral method of
administration is also preferred by patients, as well as avoiding the need for training

for administration or refrigerated storage associated with IV or SC treatments.

B.1.4 Equality considerations

No equality issues were identified in relation to filgotinib.
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B.2 Clinical effectiveness

B.2.1 Identification and selection of relevant studies

Two systematic literature reviews (SLRs) were conducted to determine the clinical
efficacy of existing interventions for the treatment of moderately to severely active
RA for:

e Patients who had intolerance or inadequate response to prior conventional
synthetic disease-modifying antirheumatic drugs (¢cDMARDS) including MTX.

e Patients who had intolerance or inadequate response to previous biologic
disease modifying anti-rheumatic drugs (bDMARD-IR).

Comprehensive literature searches were undertaken in electronic databases
(MEDLINE, Embase and The Cochrane Library) for studies published between 15t
January 1999 and 8™ of August 2018, as well as conference proceedings and websites
of national reimbursement and Health technology assessment organisations. An
update searched these databases from 08 August 2018 to 18 September 2019. Data
from eligible studies was extracted and assessed for methodological quality and

applicability.

In total, the reviews identified 191 publications describing 139 trials that met review
inclusion criteria for clinical effectiveness of interventions for the treatment of
moderately to severely active RA. Among these, four trials and five publications were

related to filgotinib.

See appendix D for full details of the process and methods used to identify and select

the clinical evidence relevant to the technology being appraised.

B.2.2 List of relevant clinical effectiveness evidence

Filgotinib (both in combination with MTX and as monotherapy) has been well-studied
and characterised through an extensive clinical trial programme. Three Phase 3
studies, FINCH 1, 2 and 3 inform the safety and efficacy in three distinct populations.

The clinical effectiveness evidence from the three FINCH trials is detailed in Table 5.
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A long-term extension (LTE) study (FINCH 4) to characterise the long-term safety and
efficacy of filgotinib is currently underway, further details are provided in section
B.2.11. An overview of the filgotinib phase 3 clinical trial programme can be found in

Figure 3.

Figure 3. Overview of the filgotinib clinical trial programme

Study Duration

24 weeks 52 weeks >52 weeks

FINCH 1 (NCT02889796)
Filgotinib in combination with MTX in subjects with moderately to severely
active RA with inaequate response to MTX

FINCH 2 (NCT02873936)
Filgotinib in combination with EINCH S (LTE Study)

csDMARDs in subjects with ) NCT03025_398
moderately to severely active RA Continued with filgotinib 200mg or
with inaequate response to 100mg
bDMARDs

FINCH 3 (NCT02873936)
Filgotinib monotherapy or in combination with MTX in subjects with
moderately to severely active RA who are naive to MTX

DMARDs, disease modifying anti-rheumatic drugs; bDMARDSs, biologic DMARDs, csDMARDSs, conventional synthetic
DMARDS; LTE, long-term extension; MTX, methotrexate; RA, rheumatoid arthritis

The primary endpoint for both FINCH 1 and FINCH 2 was the proportion of subjects
achieving a 20% improvement in American College of Rheumatology response
(ACR20) at week 12. The primary endpoint in FINCH 3 was the proportion of subjects

achieving an ACR20 response at week 24.

The results of FINCH 3 were included in the Marketing Authorisation application for
filgotinib to the European Medicine Agency (EMA) and are therefore presented in
sections 2.2 to 2.6. FINCH 3 was not included in the economic model because
participants in this trial were naive to MTX and therefore were not within the scope of

this submission.
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Table 5. Clinical effectiveness evidence: FINCH 1, FINCH 2 and FINCH 3

Study

FINCH 1, (NCT02889796) (67)

FINCH 2, (NCT02873936) (68)

FINCH 3, (NCT02886728) (69)

Study design

Randomised, double-blind, placebo- and
active-controlled, multicentre, parallel
assignment, 52-week Phase 3 trial

Randomised, double-blind, placebo-
controlled, multicentre, parallel assignment,
24-week Phase 3 trial

Randomised, double-blind, placebo- and
active-controlled, multicentre, parallel
assignment, 52-week, Phase 3 trial

Population

Adults with moderately to severely active RA
who have inadequate response to ongoing
stable MTX dose

Adults with moderately to severely active RA
despite ongoing therapy with 1 or 2
cDMARD(s) and who have had an
inadequate response or are intolerant to at
least one biologic DMARD (bDMARD).

Adults with moderately to severely active RA
who were MTX-naive

Intervention(s)

Filgotinib 200mg

e Filgotinib 200mg once daily

e Placebo-to-match (PTM) filgotinib 100mg
once daily

e PTM adalimumab -subcutaneous
injection every 2 weeks

Filgotinib 100mg

e Filgotinib 100mg once daily

¢ PTM filgotinib 200mg once daily

e PTM adalimumab subcutaneous injection
every 2 weeks

Filgotinib 200mg

e Filgotinib 200mg tablet

e PTM filgotinib 100mg tablet administered
orally, once daily

Filgotinib 100mg:

¢ Filgotinib 100mg tablet

o PTM filgotinib 200mg tablet, administered
orally, once daily

Filgotinib 200mg + MTX

e Filgotinib 200mg once daily

e PTM filgotinib 100mg once daily + MTX
up to 20 mg once weekly

Filgotinib 100mg + MTX

e Filgotinib 100mg once daily

¢ PTM filgotinib 200mg once daily + MTX
up to 20 mg once weekly

Filgotinib 200mg monotherapy

e Filgotinib 200mg once daily

e PTM filgotinib 100mg once daily
e PTM MTX once weekly

Comparator(s)

Active comparator

e Adalimumab 40 mg subcutaneous
injection every 2 weeks

e PTM filgotinib 200mg once daily

¢ PTM filgotinib 100mg once daily

Placebo

Placebo

o PTM filgotinib 200mg tablet

e PTM filgotinib 100mg tablet, administered
orally, once daily

MTX monotherapy

e PTM filgotinib 200mg once daily
e PTM filgotinib 100mg once daily
e MTX up to 20 mg once weekly
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o PTM filgotinib 200mg once daily

e PTM filgotinib 100mg once daily

e PTM adalimumab subcutaneous injection
every 2 weeks

Background
treatment

Subjects must have had ongoing treatment
with a stable dose of MTX as described
below:

e Use of oral MTX on a continuous basis
for at least 12 weeks prior to Day 1 and
on a stable prescribed dose of 7.5 mg to
25 mg/weekly for at least 4 weeks prior to
Day 1.

e Stable doses of <7.5 mg/week were
allowed only in the presence of
intolerance or toxicity to higher doses or
where higher doses were prohibited by
the local label or local clinical practice.

e Doses >25 mg weekly were not permitted
during the study.

All subjects continued to receive a stable
dose of a permitted protocol-specified
cDMARD (MTX, hydroxychloroquine,
sulfasalazine, or leflunomide).

Less than 3 months with conventional
synthetic disease modifying antirheumatic
drugs (cDMARDs) other than MTX or
hydroxychloroquine.

Trial supports Yes Yes Yes
application for

Marketing

Authorisation?

Trial used in the Yes Yes No

economic model?

Rationale for
use/non-use in
the model

Pivotal trial in relevant patient population

Pivotal trial in relevant patient population

Patients naive to MTX, are out of the scope
of this appraisal.

Reported
outcomes
specified in the
decision problem

o Disease activity (American College of
Rheumatology - ACR20, ACR50, ACR70,

e European League Against
Rheumatism (EULAR) response,

e Disease Activity Score (DAS28)

e Disease activity (American College of
Rheumatology - ACR20, ACR50, ACR70,

e European League Against
Rheumatism (EULAR) response,

o Disease Activity Score (DAS28)

e Disease activity (American College of
Rheumatology - ACR20, ACR50, ACR70,

e European League Against
Rheumatism (EULAR) response,

e Disease Activity Score (DAS28)
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physical function (HAQ-DI)
pain

mortality

fatigue (FACIT-F)

radiological progression (mTSS)
adverse effects of treatment
health-related quality of life.

physical function (HAQ-DI)
pain

mortality

fatigue (FACIT-F)

radiological progression (mTSS)
adverse effects of treatment
health-related quality of life.

physical function (HAQ-DI)
pain

mortality

fatigue (FACIT-F)

radiological progression (mTSS)
adverse effects of treatment
health-related quality of life.

All other reported
outcomes

Additional endpoints included changes in

individual ACR components, other composite

measures of disease activity (e.g., ACR-N%

improvement [ACR-N], Clinical Disease

Activity Index [CDAI], Simplified Disease

Activity Index [SDAI]), and additional patient

reported

outcomes, including measures of health-

related quality of life:

e SF-36

e EQ-5D

o WPAI-RA at day 1 and at weeks 4, 12,
24, 36, and 52, or at ET (if applicable)

Additional endpoints included changes in

individual ACR components, other composite

measures of disease

activity (e.g., ACR-N% improvement [ACR-

N], Clinical Disease Activity Index [CDAI],

Simplified Disease Activity Index [SDAI]), and

additional patient reported

outcomes, including measures of health-

related quality of life:

e SF-36

e EQ-5D

o WPAI-RA at day 1 and at weeks 4
(Treatment satisfaction questionnaire for
medication excluded), 12, 24, at ET (if
applicable)

Additional endpoints included

changes in individual ACR components, the

ACR N% improvement (ACR-N) response,

change from baseline in Clinical Disease

Activity Index (CDAI) and Simplified

Disease Activity Index (SDAI), low disease

activity (LDA) per CDAI and SDAI criteria,

remission per CDAI and SDAI criteria,

Boolean remission per TJC28 criteria, the

proportion of

subjects with no radiographic progression

from baseline, and additional patient-reported

outcomes, including measures of health-

related quality of life:

e SF-36

o WPAI-RA

e EQ-5D on day 1 and at weeks 4, 12, 24,
36, and 52, and at ET (if applicable).

ACR, American College of Rheumatology; CDAI, clinical disease activity index; DAS, disease activity score; DMARDSs, disease modifying anti-rheumatic drugs; bDMARDSs, biologic DMARDs,
cDMARDs, conventional DMARDS; EQ-5D, EuroQol five dimension; ET, early termination; EULAR, European League Against Rheumatism; FACIT-F, functional assessment of chronic illness
therapy-fatigue; HAQ-DI, health assessment questionnaire disability index; LDA, low disease activity; mTSS, modified Total Sharp Score; MTX, methotrexate; NA, not applicable; PTM, placebo-to-
match; RA, rheumatoid arthritis; SDAI, simplified disease activity index; SF-36, 36-item short form survey; WPAI, work productivity and activity impairment.

Company evidence submission template for filgotinib for treating moderate-to-severe rheumatoid arthritis [ID1632]

© Gilead Sciences (2020) All rights reserved

Page 42 of 229




B.2.3

Summary of methodology of the relevant clinical effectiveness evidence

A summary of the methods used in the three pivotal FINCH trials is provided in Table 6 below.

Table 6. Comparative summary of trial methodology

placebo- and active-controlled,
multicentre, Phase 3 study.

Patients were randomised in a 3:3:2:3
ratio to receive MTX and:

o Filgotinib (200mg) or

¢ Filgotinib (100mg) or

e Adalimumab (40mg) or

e Placebo

Randomisation was stratified by
geographic region, prior exposure to
bDMARDs and presence of RF or anti-
CCP antibodies at screening and was
carried out using a computerised
interactive web response system.

Treatment assignments should have
remained blinded unless that
knowledge was necessary to
determine emergency medical care for
the subject. The rationale for
unblinding must have been clearly
explained in source documentation
and on the Case Report Form (CRF),
along with the date on which the
treatment assignment was unblinded.

placebo-controlled, multicentre,
Phase 3 study. Patients were
randomised in a 1:1:1 ratio to receive
a stable dose of cDMARD (MTX,
hydroxychloroquine, sulfasalazine, or
leflunomide) and:

¢ Filgotinib (200mg) or

¢ Filgotinib (100mg) or

e Placebo

Randomisation was stratified by
geographic region, number of
bDMARDs previously exposed to (<3
or 23), and the presence of RF or
anti-CCP antibody at screening and
was carried out using a
computerised IXRS system.

Treatment assignments should have
remained blinded unless that
knowledge was necessary to
determine emergency medical care
for the subject. The rationale for
unblinding must have been clearly
explained in source documentation
and on the Case Report Form (CRF),

Trial no. NCT02889796 NCT02873936 NCT02886728
(acronym) (FINCH 1) (67) (FINCH 2) (68) (FINCH 3) (69)
Trial design 52-week randomised, double-blind, 24-week randomised, double-blind, 52-week randomised, double-blind,

placebo- and active-controlled,

multicentre, Phase 3 study. Patients were
randomised using a 2:1:1:2 ratio to

receive:

Filgotinib (200mg) + MTX (up to 20mg) or
Filgotinib (100mg) + MTX (up to 20mg) or
Filgotinib (200mg) or

MTX (up to 20mg)

Randomisation was stratified by geographic
region and presence of either RF or anti-CCP
antibody at screening and was carried out using
an interactive web response system.

Treatment assignments should have remained
blinded unless that knowledge was necessary
to determine emergency medical care for the
subject. The rationale for unblinding must have
been clearly explained in source documentation
and on the Case Report Form (CRF), along with
the date on which the treatment assignment
was unblinded. The investigator was requested
to contact the Gilead medical monitor promptly
in case of any treatment unblinding.

Company evidence submission template for filgotinib for treating moderate-to-severe rheumatoid arthritis [ID1632]
© Gilead Sciences (2020) All rights reserved

Page 43 of 229




Trial no.
(acronym)
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The investigator was requested to
contact the Gilead medical monitor
promptly in case of any treatment
unblinding.

At week 14, patients who had not
achieved at least 20% improvement
from baseline in both Swollen Joint
Count (SJC) and Tender Joint Count
(TJC) discontinued investigational
study drug dosing but continued with
study visits and assessments per
protocol. All patients meeting this
criterion who discontinued from
investigational therapy received
standard of care treatment for their RA
(as determined by the investigator).

At week 24, all patients assigned to
placebo were reassigned 1:1 to either
filgotinib 100mg + MTX or filgotinib
200mg + MTX in a blinded fashion and
continued in the study per protocol up
to week 52. Subjects previously
randomized to filgotinib 100 or 200 mg
or adalimumab continued on their
original randomization group.

All patients who continued on study
drug were evaluated for loss of
therapeutic response from week 30
through week 52. Patients failing to
maintain at least a 20% improvement
from baseline in TJC and SJC, (which
was confirmed at two consecutive
visits), discontinued from

along with the date on which the
treatment assignment was
unblinded. The investigator was
requested to contact the Gilead
medical monitor promptly in case of
any treatment unblinding.

At week 14, patients who had not
achieved at least 20% improvement
from day 1 in both SUC66 and TJC68
discontinued study drugs, but
continued study visits and
assessments, and received SoC
treatment for RA. All patients who
attained responder status at week 14
continued on their assigned study
drugs, in a blinded fashion, to week
24,

Upon completion of the 24-week
dosing period all patients, regardless
of response, who had not
discontinued the study drug due to
toxicity were given the option to
screen for enrolment in a separate
long-term extension study (FINCH
4).

The Full Analysis Set (FAS) included
all subjects who were randomized
into the study and received at least 1
dose of study drug. The FAS was the
primary analysis set for efficacy
analyses.

The Safety Analysis Set (SAS)
included all subjects who received at

At week 24, patients who had not achieved at
least a 20% improvement from day 1 in both
SJC and TJC discontinued the investigational
study drug dosing but continued with study
visits and assessments per protocol. All patients
meeting this criterion who discontinued from
investigational therapy received standard of
care treatment as determined by the
investigator.

Subjects who achieved at least a 20%
improvement in SJC and TJC at Week 24
continued the dosing regimen to which they
were randomized and were evaluated for loss of
therapeutic response from Week 30 through
week 52. Subjects who failed to maintain at
least a 20% improvement from Day 1 in TJC
and SJC (confirmed at 2 consecutive visits)
discontinued investigational study drug dosing
to receive standard of care treatment for RA as
determined by the investigator, but continued
with study visits and assessments per protocol

Upon completion of the 52-week treatment
period, subjects who had not discontinued
assigned study drug or had not met the criteria
for loss of therapeutic response had the option
to enter a long-term extension (LTE) study
(FINCH 4). Subjects who did not enter the LTE
study completed the Posttreatment Week 4 visit
after the last dose of study drug.

The Full Analysis Set (FAS) included all
randomized subjects who received at least 1
dose of study drug. The FAS was the primary
analysis set for efficacy analyses.
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investigational study drug therapy but
continued with study visits and
assessments per protocol. All patients
meeting this criterion who discontinued
from investigational study drug dosing
received standard of care treatment for
their RA as determined by the
investigator and were not eligible for
enrolment in the separate Long-Term
Extension (LTE) study (FINCH 4).

At completion of the 52-week dosing
period, subjects who had not
discontinued assigned study drug
dosing, were provided the option to
enrol into the LTE Study GS-US-417-
0304.(70).

The primary analysis set for efficacy
analyses was the Full Analysis Set
(FAS), which included all randomized
subjects who received at least 1 dose
of study drug

The Safety Analysis Set (SAS)
included all subjects who received at
least 1 dose of study drug. This was
the primary analysis set for safety
analyses.

least 1 dose of study drugs. This was
the primary analysis set for safety
analyses.

The Safety Analysis Set (SAS) included all
subjects who received at least 1 dose of study
drug. This was the primary analysis set for
safety analyses.

Eligibility criteria for
participants

e Age 218 years (220 years in
Japan)

e Met 2010 ACR/EULAR criteria
for RA and were ACR
functional class |-l

e Aged 218 years

e Met2010 ACR/EULAR
criteria for RA and were ACR
functional class I-lll

e Had 26 swollen joints and 26
tender joints at screening
and on Day 1

e Age 218 years

e Met 2010 ACR/EULAR criteria for RA
and were ACR functional class I-lll

e 26 swollen joints and =6 tender joints at
screening and on Day 1

e Met at least one of the following
parameters at screening:
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e 26 swollen joints and 26
tender joints at screening and
on Day 1

e At least one of the following
parameters at screening:

21 documented joint
erosion on
radiographs of the
hands, wrists or feet
by central reading
and a positive result
for RF or anti-CCP
antibodies

=3 documented joint
erosions on
radiographs of the
hands, wrists or feet
by central reading if
both RT and anti-CCP
antibodies were
negative

Serum CRP 26 mg/L

Underwent treatment with oral
MTX for at least 12 weeks
prior to Day 1, at a stably
prescribed dose

e Undergoing treatment with 1
or 2 cDMARDs at a stable
dose

e Prior inadequate response or
intolerance to at least one
bDMARD

o Positivity for RF or anti-CCP
antibodies per central
laboratory, or

0 CRP 24 mg/L based on central
laboratory value, or

0 =1 document joint erosion of
the hands, wrists or feet on
radiographs by central reading

¢ Naive to MTX or have had limited prior
treatment with MTX (<3 doses of MTX
<25 mg, with the last dose occurring at
least 28 days prior to Day 1)

Settings and
locations where the
data were collected

This study was conducted at 303 study
centres in:

Group A: Australia, Belgium,
Germany, Canada, Ireland, Israel,
Italy, Netherlands, New Zealand,
Republic of Korea, South Africa, Spain,
United Kingdom, and the United States

This study was conducted at 114
sites in:

Group A: Australia, Belgium,
France, Germany, Israel, Italy,
Netherlands, South Korea, Spain,
Switzerland, United Kingdom, and
the United States

This study was conducted in over 227 sites in:

Group A: Australia, Belgium, Canada, France,
Germany, Ireland, Israel, Italy,

Netherlands, New Zealand, Republic of Korea,
Singapore, South Africa, Spain, Sweden,
Switzerland, United Kingdom, and the United
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e Filgotinib 200mg + MTX +
placebo (n=477),

e Filgotinib 100mg + MTX +
placebo (n=480)

Comparators:
e Adalimumab + MTX + placebo
(n=325),

e placebo + MTX (n=475).

e Filgotinib 200mg + placebo +
cDMARD(s) (n=148),

e Filgotinib 100mg + placebo
+cDMARD(s) (n=153)

Comparators:
e placebo + cDMARD(s)
(n=148).

Trial no. NCT02889796 NCT02873936 NCT02886728
(acronym) (FINCH 1) (67) (FINCH 2) (68) (FINCH 3) (69)
Group B: Bulgaria, Czech Republic, Group B: Czech Republic, Hungary, | States
Hungary, India, Poland, Romania, Poland Group B: Bulgaria, Croatia, Czech Republic,
Russian Federation, Serbia, Slovakia, | Group C: Argentina, Mexico Estonia, Georgia, Hungary, India, Latvia,
Ukraine, Group D: China (originally planned Moldova, Poland, Romania, Russian
Group C: Argentina, Mexico but no subjects were screened or Federation, Serbia, Slovakia, and Ukraine
Group D: Hong Kong, Taiwan, enrolled from China). Group C: Argentina, Brazil, Chile, Colombia,
Thailand, Group E: Japan Mexico, Peru, and Puerto Rico
Group E: Japan Group D: China, Hong Kong, Malaysia,
Philippines, Taiwan, Thailand, and Vietnam
Group E: Japan
Trial drugs Interventions: Interventions:

Interventions:
e Filgotinib 200mg + placebo + MTX
(n=417),
e Filgotinib 100mg+ placebo + MTX
(n=207),
e Filgotinib 200mg + placebo (n=210)
Comparators:
e MTX + placebo (n=418).

Permitted and
disallowed
concomitant
medications

Concomitant therapies taken for
treatment of pre-existing conditions
continued during the study provided
they were in accordance with the
inclusion and exclusion criteria. It was
preferred that these medications were
continued without variation of dose or
regimen during the study, as much as
possible. All non-RA medication used
within 30 days of consent (including
any changes) were to be documented
in the eCRF. All prior medication(s)
used in the treatment for RA were
documented in the eCRF

Prohibited concomitant medications
(and their wash out period as

Concomitant therapies taken for
treatment of pre-existing conditions
could continue during the study
provided they were in accordance
with the inclusion and exclusion
criteria. It was preferred that these
medications were continued without
variation of dose or regimen during
the study, as much as possible. All
non-RA medication used within 30
days of consent (including any
changes) were to be documented in
the eCRF. All prior medication used
for treatment of RA, were to be
documented in the eCRF.
Prohibited concomitant medications

Concomitant therapies taken for treatment of
pre-existing conditions could continue during
the study provided they were in accordance
with the inclusion and exclusion criteria. It was
preferred that these medications were
continued without variation of dose or regimen
during the study, as much as possible. All non-
RA medications used within 30days of consent
(including any changes) were to be documented
in the eCRF. All prior medications used for
treatment of RA were to be documented in the
eCRF.
Prohibited concomitant medications (and their
wash out period as applicable) while on study
drug included:

o Use of cDMARDs (other than the study-
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applicable) while on study drug
included:

e Use of any DMARDs, other
than background MTX and
anti-malarial’ s

e Use of oral or injectable gold
within 4weeks prior to Day1

e Use of sulfasalazine within
4weeks prior to Day1

e Use of Azathioprine within
4weeks prior to Day1

e Use of D-penicillamine within
4weeks prior to Day1

e Use of cyclosporine within 4
weeks prior to Day1

e Use of leflunomide within 8
weeks prior to Day1 or a
minimum 4weeks prior to Day1
if after 11days of standard
cholestyramine therapy.

e Use of any cytotoxic agent,
including chlorambucil,
cyclophosphamide, nitrogen
mustard, and other alkylating
agents.

e Use of any JAK inhibitor or
other small molecule
immunomodulator

e Use of any injectable
corticosteroids and receipt of
an intra-articular or parenteral
corticosteroid injection within 4
weeks prior to day 1 was
prohibited.

(and their wash out period as
applicable) while on study drugs
included:

¢ Any DMARD(s), other than
the ones specified above

e Oral or injectable gold within
4weeks prior to Day1

o Azathioprine within 4weeks
prior to Day1

¢ D penicillamine within
4weeks prior to Day1

e Cyclosporine within 8weeks
prior to Day1

e Any cytotoxic agent,
including chlorambucil,
cyclophosphamide, nitrogen
mustard, and other alkylating
agents.

o Use of any other JAK
inhibitor or other small
molecule immunomodulator

e Any injectable
corticosteroids and receipt of
an intra-articular or
parenteral corticosteroids
injection within 4 weeks prior
to Day1 is prohibited.

e Potent P-gp inducers (e.g.
rifampin, phenytoin,
carbamazepine, and St.
John’s wort) within 3weeks
prior to Day1

provided MTX/PTM MTX or ongoing
hydroxychloroquine <400mg/day or
chloroquines250mg/day)

Use of any bDMARD

Use of any cytotoxic agent, including
chlorambucil, cyclophosphamide,
nitrogen mustard, and other alkylating
agents

Use of any other JAK inhibitor or other
small molecule immunomodulator
Use of any injectable corticosteroids
and receipt of an intra-articular or
parenteral corticosteroid injection within
4weeks prior to Day1

Use of potent P-glycoprotein inducers
(e.g. rifampin, phenytoin,
carbamazepine, and St. John’s wort)
within 3 weeks prior to Day1
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e Use of potent P-glycoprotein
inducers (e.g. rifampin,
phenytoin, carbamazepine,
and St. John’s wort) within
3weeks prior to Day1

Primary outcomes

The primary efficacy endpoint was the
proportion of subjects who achieved
an ACR20 response at week 12

The primary efficacy endpoint was
the proportion of subjects who
achieved an ACR20 response at
week 12.

The primary efficacy endpoint was the
proportion of subjects who achieved an ACR20
response at week 24.

Key secondary
outcomes (including
scoring methods
and timings of
assessments)

The key secondary efficacy endpoints
were:

e Proportion of subjects who
achieved DAS28-CRP<3.2 at
week 12 versus placebo and
versus adalimumab

¢ Change from baseline in the
HAQ-DI score at week 12
versus placebo

e Proportion of subjects who
achieve DAS28-CRP<2.6 at
week 24 versus placebo and
adalimumab

e Change from baseline in
mTSS at week 24 versus
placebo

The key secondary efficacy
endpoints were:

Proportion of subjects who
achieved DAS28-CRP=<3.2
at week 12

Change from baseline in the
HAQ-DI score at week 12

The key secondary efficacy endpoints were:

Change from baseline in the HAQ-DI
score at week 24

Proportion of subjects who achieved
DAS28-CRP<2.6 at week24

Change from baseline in mTSS at week
24

Other secondary
outcomes

Other secondary efficacy endpoints
included:
e Change from baseline in the
mTSS at week 52
e The proportion of subjects who
achieved an ACR50 and
ACRY70 response at weeks 4,
12, 24, and 52, an ACR20

Other secondary efficacy endpoints
included:

The proportion of subjects
who achieved an ACR50
response at weeks 4 and 24,
an ACR70 response at
weeks 4 and 12, an ACR20
response at weeks 4 and 24,

Other secondary efficacy endpoints included:

Change from baseline in mTSS at week
52

The proportion of subjects who
achieved ACR50 and ACR70
responses at weeks 4, 12, 24, and 52,
and ACR20 response at weeks 4, 12,
and 52, and ACR20/50/70 responses
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response at weeks 4, 24, and
52, and an ACR20/50/70
response over time from day 1
through week 52

e Change from baseline in
individual components of the
ACR response at weeks 4, 12,
24, and 52, and over time from
day 1 through week 52

e The proportion of subjects who
achieved change (i.e.,
decrease) in HAQ-DI of = 0.22
at weeks 4, 12, 24, and 52,
and over time from day 1
through week 52

e Change from baseline in
DAS28-CRPat weeks 4, 12,
24, and 52, and over time from
day 1 through week 52

e The proportion of subjects who
achieved DAS28-CRP< 3.2 at
weeks 4, 24, and 52, and over
time from day 1 through week
52

e The proportion of subjects who
achieved DAS28-CRP< 2.6 at
weeks 4, 12, and 52, and over
time from day 1 through week
52

e ACR-N and EULAR response
at weeks 4, 12, 24, and 52,
and over time from day 1
through week 52

e Change from baseline in CDAI
at weeks 4, 12, 24, and 52,

and ACR20/50/70 response
rates over time from day 1
through week 2

e Change from baseline in
individual components of the
ACR response at weeks 4,
12, and 24 and over time
from day 1 through week 24

e The proportion of subjects
who achieved a decrease in
HAQ-DI of 2 0.22 at weeks
4,12 and 24, and over time
from day 1 through week 24

e Change from baseline in
DAS28-CRPat weeks 4, 12,
and 24, and over time from
day 1 through week 2

e The proportion of subjects
who achieved DAS28-CRP<
3.2 at weeks 4 and 24, and
over

e time from day 1 through
week 24The proportion of
subjects who achieved
DAS28-CRP< 2.6 at weeks
4 and 12, and over

e time from day 1 through
week 24 ACR-N and EULAR
response at weeks 4, 12,
and 24, and over time from
day 1 through week 24

e Change from baseline in
CDAI at weeks 4, 12, and
24, and over time from day 1
through week 24

over time from day 1 through week 52

e Change from baseline in individual
components of the ACR response at
weeks 4, 12, 24, and 52, and over time
from day 1 through week 52

e The proportion of subjects who
achieved change (i.e., decrease) in
HAQ-DI of = 0.22 at weeks 4, 12, 24,
and 52, and over time from day 1
through week 52

¢ Change from baseline in DAS28-CRPat
weeks 4, 12, 24, and 52, and over time
from day 1 through week 52

e The proportion of subjects who
achieved DAS28-CRP< 3.2 at weeks 4,
12, 24, and 52, and over time from day
1 through week 52

e The proportion of subjects who
achieved DAS28-CRP< 2.6 at weeks 4,
12, and 52, and over time from day 1
through week 52

e ACR-N and European League Against
Rheumatism (EULAR) response at
weeks 4, 12, 24 and 52, and over time
from day 1 through week 52
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and over time from day 1 e Change from baseline in
through week 5 SDAI at weeks 4, 12, and

e Change from baseline in SDAI 24, and over time from day 1
at weeks 4, 12, 24, and 52, through week 24
and over time from day 1 e Absolute value and change
through week 24 from baseline in SF-36,

e The proportion of subjects with FACIT-Fatigue score, and
no radiographic progression the EQ-5D over time at
from baseline at weeks 24 and weeks 4, 12, and 24 (except
absolute value and change for SF-36 PCS and FACIT-
from baseline in SF-36, Fatigue score), and over
FACIT-Fatigue, and the EQ- time from day 1 through
5D at weeks 4, 12, 24 (except week 24
for SF-36 PCS and FACIT- e Absolute value and change
Fatigue), and 52, and over from baseline in WPAI-RA at
time from day 1 through week weeks 4, 12, and 24, and
52 over time from day 1 through

e Absolute value and change week 24
from baseline in WPAI-RA at
weeks 4, 12, 24, and 52, and
over

e time from day 1 through week
52

ACR, American College of Rheumatology; CCP, citric citrullinated peptide; CDAI, clinical disease activity index; CRF, case report form, CRP, C-reactive protein; DAS, disease activity score;
DMARDs, disease modifying anti-rheumatic drugs; bDMARDs, biologic DMARDs, cDMARDs, conventional DMARDS; EQ-5D, EuroQol five dimension; ET, early termination; EULAR, European
League Against Rheumatism; FACIT-F, functional assessment of chronic illness therapy-fatigue; FAS, full analysis set; HAQ-DI, health assessment questionnaire disability index; IXRS, interactive
web response system; JAK, Janus kinase; LDA, low disease activity; mTSS, modified Total Sharp Score; MTX, methotrexate; NA, not applicable; PCS, Physical Component Summary; PTM,
placebo-to-match; RA, rheumatoid arthritis; RF, Rheumatoid factor; SDAI, simplified disease activity index; SF-36, 36-item short form survey; SJC, Swollen joint count; SoC, Standard of care; TJC,
Tender joint count; WPAI, work productivity and activity impairment.
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Table 7 shows the baseline characteristics of study patients for FINCH 1, FINCH 2
and FINCH 3. Within the three studies that constitute the pivotal registrational clinical
programme, demographics and other baseline characteristics were well-balanced
across the different treatment arms and can be considered broadly generalisable to

those of patients seen in NHS clinical practice in England.

The characteristics of the population across each arm of FINCH 1 were well aligned.
The main differences between FINCH 1 arms were:

e Sex at birth: 20.2% of patients were male in the filgotinib 200mg arm versus
16.9% in the filgotinib 100mg arm.

e Race: 20.0% of patients were Asian in the adalimumab arm versus 25.7% in
the filgotinib 200mg arm. 70.5% were White in the adalimumab arm versus
65.7% in the filgotinib 200mg arm.

e Duration of RA since diagnosis: 8.0 years in the adalimumab group and 7.3

years in the filgotinib 200mg group

Similarly, the characteristics of patients within FINCH 2 and FINCH 3 were well
balanced. The main differences were seen in sex at birth; in FINCH 2, 22.2% of
patients were male in the filgotinib 100mg arm and 18.2% were male in the placebo
arm. In FINCH 3, 21.0% of patients were male versus 25.0% in the MTX monotherapy

arm.
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Table 7. Baseline characteristics of patients in FINCH 1 (filgotinib + MTX; MTX-IR; SAS), FINCH 2 (filgotinib + cDMARD;

bDMARD-IR; SAS) and FINCH 3 (filgotinib + MTX; MTX naive; SAS)

NCT02889796 NCT02873936 NCT02886728
(FINCH 1) (67) (FINCH 2) (68) (FINCH 3) (69)
Baseline characteristic g =l CE, =) S g g I g © g ~ g > >
S E S E = i S =) Il o = S o o
N8 =38 £ S N = S ~ ¥ =i | ag B
2 & o< 5 5 2 2 = oc 2c |28 3
£ =) ED 2 Ec = 2 £ £EX | E€35 So
- N - 00 = N <) - < - 0 Q - [ -~ - = O «— (o
o< o< © ¢ (3] [} O O o o O C N X o<
oI o I & o o & o= o= D01 = ol
= =& < £ o =& =& o E + E + =S EE | =EEE
Age, mean (SD) 52 (12.8) | 53(12.6) | 53(12.9) | .25 | 56(12.5) | 55(12.0) | 56 (12.1) | 53 (13.8) | . %2 | 53(13.7)
’ : (12.8) : : : (126) | (13.9)
Sex at birth, n (%)
81 59 84 34 27 91 49 44 104
0, 0,
Male 96 (20.2%) | (16.9%) | (182%) | (17.7%) | 27 (84%) | 022u) | (182%) | (21.9%) | (23.7%) | (21.0%) | (25.0%)
Fomale 379 399 266 391 120 119 121 325 158 166 312
(79.8%) | (831%) | (81.8%) | (82.3%) | (81.6% | (77.8%) | (81.8%) | (78.1%) | (76.3%) | (79.0%) | (75.0%)
Ethnicity
— . . 70 : . : 93 40 45 84
Hispanic or Latino 67 (14.1%) | 71(14.8) | 54 (16.6) (14.7%) 0% 0% 0% (22.4%) (19.3%) | (21.4%) | (20.2%)
— . 404 399 268 400 : . : 322 167 165 332
Not Hispanic or Latino | g5 100y | (83.1%) | (82%) | @42%) | % 0% 0% (77.4%) | (80.7%) | (78.6%) | (79.8%)
Not permitted 4(08%) | 10(21%) | 3(09%) | , %, | 100% 100% | 100% | 1(0.2%) 0 0 0
Race, n (%)
American Indian or 29 10 12 18
fymenican ndia 27 (5.7%) | 27(56%) | 20 (6:2%) | (5530 | 748%) | 96:9%) | o | 2663%) | 550 | (a0 | 33 (7:9%)
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Asian 122 115 65 109 15 (10.2%) 20 15 90 51 47 85
(25.7%) (24.0%) (20.0%) | (22.9%) e 70 (13.1%) (10.1%) (21.6%) (24.6%) | (22.4%) (20.4%)
Black or African 12 12 21
American 6 (1.3%) 7 (1.5%) | 10 (3.1%) (2.5%) 14 (9.5%) (7.8%) (14.2%) 15(3.6%) | 8 (3.9%) | 8 (3.8%) | 14 (3.4%)
Native Hawaiian or 2
Pacific Islander 1(0.2%) 0 0 (0.4%) NA NA NA 1(0.2%) 0 1(0.5%) | 3(0.7%)
White 312 324 229 319 110 109 97 278 132 135 278
(65.7%) (67.5%) (70.5%) | (67.2%) (74.8%) (71.2%) (65.5%) (66.8%) (63.8%) | (64.3%) (66.8%)
Other 7 (1.5%) 6 (1.3%) 1(0.3%) (© g%) 1(0.7%) 3(2.0%) | 2(1.4%) 6 (1.4%) | 4(1.9%) 0 3(0.7%)
Not permitted* 0 1(0.2%) 0 (© ;%) 0 0 3 (2.0%) 0 0 1 (0.5%) 0
2 26.4 26.9 27.0 30.3 29.8 27.6 27.8 275 27.9
BMI, mean kg/m* (SD) | 26.7(567) | 5 g0 5.97) | 5.91) 309089 | 786 | (7.25) 635 | (6.25) | (6.49) | (6.54)
Mean duration of RA
. . 7.3 12.0 12.6 2.3 2.6
Irsol:l;; diagnosis, years 7.3(7.39) | 85(8.22) | 8.0 (7.40) (7.24) 12.6 (9.48) (7.74) (10.30) 1.9 (3.57) (4.71) (6.26) 2.3 (5.52)
i 352 362 241 365 107 282 141 137 288
0,
RF positive, n (%) 741%) | (754%) | (74.2%) | 76.8%) | 14707 | g0y | 92(622) | (67.8%) | (68.1%) | (65.2%) | (69.2%)
Anti-CCP positive, n 380 381 253 378 99 (67.3%) 113 105 287 143 133 292
(%) (80.0%) (79.4%) (77.8%) | (79.6%) 70 (73.9%) (70.9%) (69.0%) (69.1%) | (63.3%) (70.2%)
RF positive + anti-CCP 331 332 219 333 91 (61.9%) 102 84 252 122 112 258
positive, n (%) (69.7%) (69.2%) (67.4%) | (70.1%) 270 (66.7%) (56.8%) (60.6%) (58.9%) | (53.3%) (62.0%)
Concurrent oral corticosteroid use on first dose date, n (%)
No 246 251 185 258 79 (53.7%) 85 77 273 119 121 242
(51.8%) (52.3%) (56.9%) | (54.3%) e (55.6%) (52.0%) (65.6%) (57.5%) | (57.6%) (58.2%)
Yes 229 229 140 217 68 (46.3%) 68 71 143 88 89 174
(48.2%) (47.7%) (43.1%) | (45.7%) 270 (44.4%) (48.0%) (34.4%) (42.5%) | (42.4%) (41.8%)
Mean dose, mg/day 59 6.3 6.2 7.2 6.6
(SD) 6.2 (3.42) | 6.1(2.49) | 5.9 (2.22) (2.52) 6.4 (2.70) (2.58) (2.69) 6.6 (2.34) (2.86) (2.24) 6.5 (2.33)
Concurrent MTX use on first dose date, n (%)
Mean dose, mg/week 155 154 14.9 16.2 155
(SD) 15.3 (4.94) (4.81) (4.79) (4.52) 15.5 (5.12) (5.58) (5.02) NA NA NA NA
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Prior exposure to cDMARDSs other than MTX, n (%)

73 38 35 76
Yes NA NA NA NA NA NA NA (17.5%) | (18.4%) | (16.7%) | (18.3%)
343 169 175 340
No NA NA NA NA NA NA NA (82.5%) | (81.6%) | (83.3%) | (81.7%)
Prior exposure to MTX, n (%)
14 15
0, o,
Yes NA NA NA NA NA NA NA 29 (7.0%) (6.8%) (7.1%) 24 (5.8%)
387 193 195 392
No NA NA NA NA NA NA NA (93.0%) | (93.2%) | (92.9%) | (94.2%)
SJC 66, mean (SD) 15 (8.5) 15(8.5) | 16(8.4) | 16(8.5) | 18(12.5) | 17 (12.4) | 17(9.7) | 16(9.8) | 16(9.3) | 16(9.7) | 16(9.4)
24 25 26
TJC 68, mean (SD) 25(13.5) | 25(13.4) | 24 (13.2) (13.5) 28 (16.1) | 26 (15.4) | 27 (15.5) | 26 (14.5) (13.9) (13.7) 26 (13.8)
SJC 28, mean (SD) 11 (5.2) 11 (5.2) 11 (5.0) 11 (5.0) 12 (6.3) 12 (6.0) 12 (6.0) 11 (5.6) 11 (5.3) | 11(5.9) 12 (5.6)
TJC 28, mean (SD) 15 (6.4) 15 (6.7) 15(6.3) | 15(6.4) 16 (7.7) 15(6.8) | 16(6.9) 15 (6.6) 15(6.9) | 15(6.8) | 15(6.5)
HAQ-DI total score, 1.59 1.55 1.59 1.63 1.70 1.64 1.65 1.52 1.56 1.56 1.60
mean (SD) (0.611) (0.625) (0.600) (0.613) (0.656) (0.683) (0.633) (0.622) (0.654) | (0.655) (0.625)
DAS28-CRP, mean 5.7 5.9 5.9 5.7 5.8
(SD) 5.8(0.88) | 5.7 (0.95) | 5.7 (0.88) (0.91) 5.9 (1.03) (0.98) (0.86) 5.7 (0.99) (1.04) (0.94) 5.7 (1.00)
FACIT-Fatigue, mean 27.6 27.8 27.2 26.9 24.2 23.7 254 28.3 27.3 27.3 27 1
(SD) (10.68) (10.60) (10.20) (10.34) (11.47) (12.30) (10.89) (10.93) (11.92) | (10.90) (10.72)
Patient’s Pain 66 67 67
Assessment, mean 65(20.4) | 64 (20.1) | 64 (19.5) 66 (21.6) | 67 (21.7) | 68 (19.9) | 64 (22.0) 66 (21.4)
(SD) (19.0) (22.1) | (18.4)
Patient’s Global 68 66 68
Assessment Disease 67 (19.2) | 65(19.7) | 67 (19.1) 68 (20.6) | 69 (20.2) | 70 (18.0) | 65 (21.0) 66 (21.0)
A (18.7) (216) | (19.2)
Activity, mean (SD)
Physician Global 66 68 66
Assessment Disease 66 (16.0) | 65 (16.5) | 67 (15.5) 69 (17.6) | 68 (18.7) | 66 (16.7) | 66 (17.0) 67 (16.8)
e (16.2) (16.3) | (14.4)
Activity, mean (SD)
SDAI, mean, (SD) 41.2 40.2 40.6 41.2 434 42.6 43.0 41.3 41.0 41.8 41.9
’ ? (12.26) (12.79) (11.88) | (12.37) | (14.64) (14.16) | (12.33) (13.41) | (13.53) | (13.09) | (13.39)
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CDAI, mean (SD) 39.5 38.6 39.2 39.6 417 40.4 414 39.5 39.2 40.0 40.2
’ (11.85) (12.23) | (11.51) | (11.66) | (14.23) | (13.23) | (12.00) | (12.77) | (12.69) | (12.63) | (12.50)

hsCRP, mean mg/L 16.13 16.74 14.56 16.25 17.21 21.49 16.42 18.04 17.72 17.32 16.86

(SD) (21.005) | (22.982) | (18.003) | (24.051)| (18.275) | (28.206) | (18.321) | (25.289) | (27.419) | (23.228) | (24.353)

*Not permitted: local regulators did not allow collection of race or ethnicity information; ACR, American College of Rheumatology; BMI, body mass index; CCP, citric citrullinated peptide; CDAI,
clinical disease activity index; CRF, case report form, CRP, C-reactive protein; DAS, disease activity score; DMARDSs, disease modifying anti-rheumatic drugs; bDMARDs, biologic DMARDs,
cDMARDs, conventional DMARDS; EQ-5D, EuroQol five dimension; ET, early termination; EULAR, European League Against Rheumatism; FACIT-F, functional assessment of chronic illness
therapy-fatigue; FAS, full analysis set; HAQ-DI, health assessment questionnaire disability index; IR, inadequate response; IXRS, interactive web response system; JAK, Janus kinase; LDA, low
disease activity; mTSS, modified Total Sharp Score; MTX, methotrexate; NA, not applicable; PCS, Physical Component Summary; PTM, placebo-to-match; RA, rheumatoid arthritis; RF,
Rheumatoid factor; SAS, safety analysis set; SD, standard deviation; SDAI, simplified disease activity index; SF-36, 36-item short form survey; SJC, Swollen joint count; SoC, Standard of care; TJC,
Tender joint count; WPAI, work productivity and activity impairment.
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B.2.4

Statistical analysis and definition of study groups in the relevant clinical effectiveness evidence

The statistical analysis methods and definitions of study groups used in the three pivotal FINCH trials are described in Table 8

below.

Table 8. Summary of statistical analysis in RCTs

placebo for the treatment of signs and
symptoms of rheumatoid arthritis (RA) as
measured by the proportion of subjects
achieving an American College of
Rheumatology 20% improvement response
(ACR20) at week 12.

versus placebo for the treatment of
signs and symptoms of rheumatoid
arthritis (RA) as measured by the
proportion of subjects achieving an
American College of Rheumatology
20% improvement (ACR20) response at
week 12

Trial no. NCT02889796 NCT02873936 NCT02886728
(acronym) (FINCH 1) (67) (FINCH 2) (68) (FINCH 3) (69)
objective To evaluate the effects of filgotinib versus To evaluate the effects of filgotinib To evaluate the effects of filgotinib (GS-

6034, formerly GLPG0634) in
combination with MTX versus MTX
monotherapy for the treatment of signs
and symptoms of rheumatoid arthritis
(RA) as measured by the proportion of
subjects achieving an American College
of Rheumatology 20% improvement
(ACR20) at week 24

Statistical analysis for
primary endpoints

The primary efficacy endpoint was the
proportion of subjects who achieved an
ACR20 response at week 12. For the primary
analysis, the ACR20 response rate at week 12
for filgotinib 200mg was compared with
placebo for a superiority test at the 2-sided
0.05-level. A logistic regression analysis with
treatment groups and stratification factors in
the model was used. Subjects who did not
have sufficient measurements to establish
efficacy at week 12 were considered non-

The primary endpoint for the study was
the proportion of subjects who achieved
an ACR20 response at week 12. The
primary analyses consisted of a
superiority test of filgotinib 200mg
compared with placebo based on the
primary endpoint. Superiority was tested
at the 2-sided 0.05-level. A logistic
regression analysis with treatment
groups and stratification factors in the
model was used. Subjects who did not
have sufficient measurements to
establish efficacy at week 12 were

The primary efficacy endpoint was the
proportion of subjects who achieved an
ACR20 response at week24. For the
primary analysis, the ACR20 response
rate at week 24 for filgotinib200mg+
MTX was compared with MTX
monotherapy for a superiority test at the
2-sided 0.05-level. A logistic regression
analysis with treatment groups and
stratification factors in the model was
used. Subjects who did not have
sufficient measurements to establish
efficacy at week 24 were considered as
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Trial no.
(acronym)

NCT02889796
(FINCH 1) (67)

NCT02873936
(FINCH 2) (68)

NCT02886728
(FINCH 3) (69)

responders (i.e., non-responder imputation
[NRI]).

considered non-responders (i.e., non-
responder imputation [NRI]).

non-responders (i.e., non-responder
imputation [NRI]).

Sample size, power
calculation

Sample size was determined based on the
superiority test of filgotinib 200mg compared
with placebo based on the change from
baseline in mTSS at week 24. When
assuming a difference of 0.4 between the 2
groups and a common standard deviation of
1.85, 450 subjects in each group were
required to obtain 90% power at a 2-sided
0.05-level. This sample size provided over
95% power to detect an increase in ACR20
response rate of 45%to 65% between the
placebo control group and the filgotinib group,
respectively, using a 2-sided 0.05-level test.

Based on Liu 2014 (71), 450 subjects in each
of the filgotinib 200mg group and placebo
group, and 300 subjects in the adalimumab
group, the sample size provided over 90%
power at a 2-sided 0.05 significance level to
demonstrate that filgotinib 200mg preserved
more than 50% of the effect of adalimumab
with respect to the response rate of DAS28
(CRP)=<3.2 at week 12, assuming both
filgotinib 200mg and adalimumab groups have
similar response rates of DAS28(CRP)<3.2.
Given this study had a placebo group, assay
sensitivity was established through a direct
comparison of adalimumab to placebo. The
total planned sample size was 1650 (450 each
for the filgotinib 200mg, filgotinib 100mg, and

Sample size was determined based on
the superiority test of filgotinib
compared with placebo on the change
from baseline in HAQ-DI at week 12.
When assuming a difference of 0.25
between the 2 groups and a common
standard deviation of 0.645, 141
subjects in each of the filgotinib groups
and placebo control group were
required to obtain 90% power at a 2-
sided 0.05-level. A sample size of 141
subjects in each of the filgotinib groups
and placebo control group provided
over 90% power to detect an increase in
ACR20 response rate of 25% to 45%
between the placebo control group and
the filgotinib groups respectively, using
a 2-sided 0.05-level test. In summary,
the total planned sample size was 423
(141 subjects in each treatment group).

Sample size was determined based on
the superiority test of filgotinib200mg+
MTX compared with MTX monotherapy
based on the change from baseline in
mTSS at week 24. When assuming a
difference of 0.62 between the 2 groups
on change from baseline in mTSS at
week 24 and a common standard
deviation (SD) of 2.7, 400subijects in the
filgotinib 200mg+MTX group and
400subjects in the MTX monotherapy
group were required to obtain 90%
power at a 2-sided 0.05-level. The total
planned sample size was 1200 subjects
(400subjects in the filgotinib200mg+
MTX group, 200 subjects in the
filgotinib100mg+ MTX group,
200subijects in the filgotinib200mg
monotherapy group, and 400 subjects
in the MTX monotherapy group). This
sample size provided over 90% power
to detect a difference in the ACR20
response rate of 62% to 78% between
the MTX monotherapy group and the
filgotinib groups, respectively, using a 2-
sided 0.05-level test.
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Trial no.
(acronym)

NCT02889796
(FINCH 1) (67)

NCT02873936
(FINCH 2) (68)

NCT02886728
(FINCH 3) (69)

placebo groups, and 300 for the active
comparator group).

Data management,
patient withdrawals

The Gilead medical monitor was to be

consulted prior to discontinuation of study
drug when medically feasible. Per protocol

subjects were supposed to permanently
discontinue study drug in the following
instances:

e Any opportunistic infection

e Any serious infection that required

antimicrobial therapy or

hospitalization, or any infection that
met serious adverse events (SAE)

reporting criteria

e Complicated herpes zoster infection
(with multidermatomal, disseminated,
ophthalmic, or central nervous system

involvement)

¢ Evidence of active HCV during the
study, as evidenced by HCV RNA

positivity

e Evidence of active HBV during the
study, as evidenced by HBV DNA

positivity

e Unacceptable toxicity, or toxicity that,
in the judgment of the investigator,
compromised the subject’s ability to
continue study-specific procedures or

was considered to not be in the
subject’s best interest

The Gilead medical monitor was to be
consulted prior to discontinuation of
study drugs when medically feasible.
Subjects could have withdrawn nor
have been removed from treatment for
any of the following reasons:

¢ Any opportunistic infection

e Any serious infection that
required antimicrobial therapy
or hospitalization, or any
infection that met serious
adverse event (SAE)reporting
criteria.

e Complicated herpes zoster
infection (with multidermatomal,
disseminated, ophthalmic, or
CNS involvement)

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

e Evidence of active HBV during
the study, as evidenced by HBV
DNA positivity

e Unacceptable toxicity, or toxicity
that, in the judgment of the
investigator, compromised the
subject’s ability to continue
study-specific procedures or

The Gilead medical monitor was to be
consulted prior to discontinuation of
study drug when medically feasible. Per
protocol subjects were supposed to
permanently discontinue study drug in
the following instances:
¢ Any opportunistic infection
e Any serious infection that
required antimicrobial therapy
or hospitalization, or any
infection that met serious
adverse events (SAE) reporting
criteria
e Complicated herpes zoster
infection (with multidermatomal,
disseminated, ophthalmic, or
central nervous system
involvement)
e Evidence of active HCV during
the study, as evidenced by
HCV RNA positivity
e Evidence of active HBV during
the study, as evidenced by HBV
DNA positivity
e Unacceptable toxicity, or
toxicity that, in the judgment of
the investigator, compromised
the subject’s ability to continue
study-specific procedures or
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Trial no.
(acronym)

NCT02889796
(FINCH 1) (67)

NCT02873936
(FINCH 2) (68)

NCT02886728
(FINCH 3) (69)

Non-responder at week 14 or at 2
consecutive visits after week 30
Subject requested to discontinue for
any reason

Subject non-compliance Pregnancy
during the study Discontinuation of the
study at the request of Gilead, a
regulatory agency, or an IRB/IEC
Subject use of prohibited concurrent
therapy may have triggered
discontinuation of study drug;
consultation should have been made
with the Gilead medical monitor.
Laboratory criteria: After becoming
aware of any of the abnormal
laboratory changes occurring at any
one time described below, an
unscheduled visit (i.e., sequential
visit) should have occurred to retest
within 3 to 7days (except creatinine,
which should have been retested 7-14
days apart).

Two sequential neutrophil counts
<750 neutrophils/mm3 (SI: <0.75x10°
cells/L)

Two sequential platelet counts
<75,000 platelets/mm3 (Sl: <75.x10°
cells/L)

Two sequential AST or ALT elevations
>3xULN and 21 total bilirubin value
>2xULN or accompanied by

was 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
(see Appendix16.1.1, Section
7.7.2.1and Appendix 5)

e Discontinuation of the study at
the request of the sponsor, a
regulatory agency, an IRB, or
an |IEC

e Subject use of prohibited
concurrent therapy could trigger
discontinuation of study drugs;
consultation was to be made
with the Gilead Medical Monitor.

e Laboratory criteria: After
becoming aware of any of the
following abnormal laboratory
changes occurring at any 1time,
an unscheduled visit (i.e.
sequential visit) was to occur to
reassess within 3 to 7days
(except creatinine, which was to
be retested within 7 to14days):

e Two sequential neutrophil
counts <750neutrophils/mm3
(SI: <75.x10° cells/L)

e Two sequential | platelet counts
<75,000platelets/mm3 (SI:
<75x10° cells/L)

was considered to not be in the
subject’s best interest

e Non-responder at week 14 or at
2consecutive visits after
Week30 Subject requested to
discontinue for any reason

e  Subject non-compliance
Pregnancy during the study
Discontinuation of the study at
the request of Gilead, a
regulatory agency, or an
IRB/IEC

e Subject use of prohibited
concurrent therapy may have
triggered discontinuation of
study drug; consultation should
have been made with the
Gilead medical monitor.

e Laboratory criteria: After
becoming aware of any of the
abnormal laboratory changes
occurring at any one time
described below, an
unscheduled visit (i.e.,
sequential visit) should have
occurred to retest within 3 to
7days (except creatinine, which
should have been retested 7-14
days apart).

o Two sequential neutrophil
counts <750 neutrophils/mm3
(Sl: <75x10° cells/L)
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Trial no.
(acronym)

NCT02889796
(FINCH 1) (67)

NCT02873936
(FINCH 2) (68)

NCT02886728
(FINCH 3) (69)

symptoms consistent with hepatic
injury.

e Two sequential AST or ALT elevations
>5xULN

e Two sequential values for estimated
creatinine clearance <35 mL/min
based on the Cockroft-Gault formula

Handling of dropouts or missing data: In
general, missing data were not imputed unless
methods for handling missing data were
Specified in the sensitivity and supportive
analyses.

Handling of dropouts or missing data: In
general, missing data were not imputed
unless methods for handling missing
data were

Specified in the sensitivity and
supportive analyses.

o Two sequential platelet counts
<75,000 platelets/mm3 (SI:
<75.x10° cells/L)

e Two sequential AST or ALT
elevations >3xULN and =1 total
bilirubin value >2xULN or
accompanied by symptoms
consistent with hepatic injury.

e Two sequential AST or ALT
elevations >5xULNTwo
sequential values for estimated
creatinine clearance <35
mL/min based on the Cockroft-
Gault formula

Handling of dropouts or missing data: In
general, missing data were not imputed
unless methods for handling missing
data were

Specified in the sensitivity and
supportive analyses.

ACR, American College of Rheumatology; CCP, citric citrullinated peptide; CDAI, clinical disease activity index; CRF, case report form, CRP, C-reactive protein; DAS, disease activity score;
DMARDs, disease modifying anti-rheumatic drugs; bDMARDSs, biologic DMARDs, cDMARDs, conventional DMARDS; EQ-5D, EuroQol five dimension; ET, early termination; EULAR, European
League Against Rheumatism; FACIT-F, functional assessment of chronic iliness therapy-fatigue; FAS, full analysis set; HAQ-DI, health assessment questionnaire disability index; IXRS, interactive
web response system; JAK, Janus kinase; LDA, low disease activity; mTSS, modified Total Sharp Score; MTX, methotrexate; NA, not applicable; PCS, Physical Component Summary; PTM,
placebo-to-match; RA, rheumatoid arthritis; RF, Rheumatoid factor; SDAI, simplified disease activity index; SF-36, 36-item short form survey; SJC, Swollen joint count; SoC, Standard of care; TJC,
Tender joint count; WPAI, work productivity and activity impairment.
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B.2.5 Quality assessment of the relevant clinical effectiveness
evidence

The quality assessment of the FINCH 1, FINCH 2 and FINCH 3 trials is presented in
Table 9. In general, the three pivotal FINCH trials were designed and carried out
following a robust methodology. Randomisation was performed so that baseline

characteristics of patients were homogeneous across treatment groups. Both patients
and investigators remained blinded throughout the studies.

Table 9 Quality assessment results for RCTs

Trial no. NCT02889796 NCT02873936 NCT02886728
(acronym) (FINCH 1) (FINCH 2) (FINCH 3)

Was randomisation carried out

appropriately? Yes Yes Yes

Was the concealment of

treatment allocation adequate? Yes Yes Yes

Were the groups similar at the
outset of the study in terms of Yes Yes Yes
prognostic factors?

Were the care providers,
participants and outcome

assessors blind to treatment Yes Yes Yes
allocation?

Were there any unexpected

imbalances in drop-outs between No No No

groups?

Is there any evidence to suggest
that the authors measured more No No No
outcomes than they reported?

Did the analysis include an
intention to treat analysis? If so,
was this appropriate and were Yes Yes Yes
appropriate methods used to
account for missing data?
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B.2.6 Clinical effectiveness results of the relevant trials

2.6.1 FINCH 1

FINCH 1 (67) met its primary endpoint, demonstrating superiority of filgotinib 200mg
over placebo measured by proportion of patients achieving ACR20 response at week
12 (76.6% [72.7%, 80.5%] versus 49.9% [45.3%, 54.5%] for placebo) (p<0.001).
Filgotinib 200mg + MTX and filgotinib 100mg + MTX also demonstrated statistically
significantly better efficacy over placebo for a number of key efficacy endpoints
including ACR20, ACR50 and ACR70, change from baseline in HAQ-DI, the proportion
of patients achieving DAS28-CRP <2.6 (remission), the proportion of patients
achieving DAS28-CRP <3.2 (LDA) and change from baseline in mTSS (radiographic

progression). Further detail is given in the sections below.

ACR20/50/70 response

At week 12, the proportion of patients who achieved an ACR20 response was
statistically significantly higher in the filgotinib 200mg (76.6% [72.7%, 80.5%]) and
filgotinib 100mg (69.8%) groups compared with placebo (49.9% [45.3%, 54.5%])
(p<0.001 for both). This was also demonstrated for filgotinio 200mg versus
adalimumab (70.5% [65.3%, 75.6] (p=0.046). Similarly, the proportion of patients who
achieved an ACR50 response was statistically significantly higher in the filgotinib
200mg (47.2% [42.6%, 51.8%)]) and filgotinib 100mg (36.5% [32.0%, 40.9%)]) groups
compared with placebo (19.8% [16.1%, 23.5%]); (p <0.001 for both). This was also
demonstrated for filgotinib 200mg versus adalimumab (35.1% [29.7%, 40.4%)])
(p<0.001). Finally, the proportion of patients achieving ACR70 response was also
statistically significantly higher in the filgotinio 200mg (26.1% [22.1%, 30.2%]) and
filgotinib 100mg (18.5% [15.0%, 22.1%]) groups compared with placebo (6.7% [4.4%,
9.1%]); (p <0.001 for both). This was also demonstrated for filgotinib 200mg versus
adalimumab (14.2% [10.2%, 18.1%]) (p<0.001).

At week 24, the proportion of patients who achieved an ACR20 response was
statistically significantly higher in the filgotinib 200mg (78.1% [74.3%, 81.9%]) and
filgotinib 100mg (77.7% [73.9%, 81.5%]) groups compared with placebo (59.2%
[54.6%, 63.7%]) (p <0.001 for both). Compared with adalimumab (74.5% [69.6%,
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79.4%]), filgotinib 200mg (78.1% [74.3%, 81.9%]) demonstrated a numerically higher
ACR20 response at week 24 (p=0.21). Similarly, the proportion of patients who
achieved an ACRS0 response was statistically significantly higher in the filgotinib
200mg (57.9% [53.3%, 62.4%]) and filgotinib 100mg (52.7% [48.1%, 57.3%]) groups
compared with placebo (33.3%); (p <0.001 for both). Compared with adalimumab
(52.3% [46.7%, 57.9%]), filgotinib 200mg (57.9% [53.3%, 62.4%]) demonstrated a
numerically higher ACR50 response rate at week 24 (p=0.11). Finally, the proportion
of patients achieving ACR70 response was also statistically significantly higher in the
filgotinib 200mg (36.2% [31.8%, 40.6%]) and filgotinib 100mg (29.6% [25.4%, 33.8%])
groups compared with placebo (14.9% [11.6%, 18.3%]); (p <0.001 for both). The
proportion of patients who achieved an ACR70 response was also statistically
significantly higher in the filgotinib 200mg compared with the adalimumab group
(29.5% [24.4%, 34.7%)]) (p =0.042).

Figure 4, Figure 5 and

ACRS50 Response Rate (%)
-

5 ‘ Filgotinib 200 mg
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20 B - Adalimumab
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5
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|"Elf;n(inih 100 mg (n=):480 480 480 480 480 480 450 480 480 480 450 450 480
Adalimumab (n=): 325 325 325 325 323 325 325 325 325 325 325 325 325
Placebo (n-): 475 475 475 475 475 475 475 475 475

Figure 6 show ACR20, ACRS50 and ACR70 over time. These demonstrate filgotinib’s
rapid onset of action, as well as the maintenance of response across the 52-week

study period.
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Figure 4. ACR20 response by study visit, FAS
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Figure 5. ACR50 response by study visit, FAS
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Proportion of subjects who achieved DAS28-CRP <2.6 (remission)

At week 12, the proportion of patients achieving DAS28-CRP <2.6 was statistically
significantly higher in the filgotinib 200mg (34.1% [29.7%, 38.5%]) and filgotinib 100mg
(23.8% [19.8%, 27.7%]) groups compared with placebo (9.3% [6.6%, 12.0%]) (p
<0.001 for both). This was also demonstrated for filgotinib 200mg versus adalimumab
(23.7%) (p <0.001).

Similarly, at week 24, the proportion of patients achieving DAS28-CRP <2.6 was
statistically significantly higher in the filgotinib 200mg (48.4% [43.8%, 53.0%]) and in
the filgotinib 100mg (35.2% [30.8%, 39.6%]) groups compared with placebo (16.2%
[12.8%, 19.6%]) (p <0.001 for both). This was also demonstrated for filgotinib 200mg
versus adalimumab (35.7% [30.3%, 41.1%]) (p <0.001).

Proportion of subjects who achieved DAS28-CRP <3.2 (LDA)

At week 12, the proportion of patients achieving DAS28-CRP <3.2 was statistically
significantly higher in the filgotinib 200mg (49.7% [45.1%, 54.3%]) and filgotinib 100mg
(38.8% [34.3%, 43.2%]) groups compared with placebo (23.4% [19.5%, 27.3%)]) (p
<0.001 for both). This was also demonstrated for filgotinib 200mg versus adalimumab
(43.5% [37.8%, 48.9%]) (p<0.001).

Similarly, at week 24, the proportion of patients achieving DAS28-CRP <3.2 was
statistically significantly higher in the filgotinib 200mg (60.6%) and filgotinib 100mg
(53.1% [48.6%, 57.7%]) groups compared with placebo (33.7% [29.3%, 38.0%]) (p
<0.001 for both). This was also demonstrated for filgotinib 200mg versus adalimumab
(50.5% [44.9%, 56.1%]) (p <0.001).

EULAR response

At week 12, filgotinib 200mg (51.4%) and filgotinib 100mg (39.2%) demonstrated a
higher or comparable percentage of patients achieving a good EULAR response
compared with placebo (24.6%) and when compared with adalimumab (44.8%).

At week 24, filgotinib 200mg (68.4%) and filgotinib 100mg (59.7%) demonstrated a
higher percentage of patients achieving a good EULAR response compared with
placebo (41.8%) and when compared with adalimumab (58.0%).
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Change from baseline in HAQ-DI (physical function)

At week 12, a statistically significantly greater mean change from baseline in HAQ-DI
was shown in the filgotinib 200mg (-0.69 [-0.77, -0.62]) and filgotinib 100mg (-0.56 |-
0.65, -0.50]) groups compared with placebo (-0.42 [-0.48, -0.33]) (p <0.001 for both).
This was also demonstrated for filgotinib 200mg versus adalimumab (-0.61[-0.68, -
0.52]) (p=0.018). Of note, a reduction of -0.22 is considered a minimum clinically
important difference (MCID) for HAQ-DI.

At week 24, a statistically significantly greater mean change from baseline in HAQ-DI
was shown in the filgotinib 200mg (-0.82 [-0.90, -0.75]) and filgotinib 100mg (-0.75]-
0.82, -0.67]) groups compared with placebo (-0.62 [-0.63, -0.48]) (p <0.001 for both).
Compared with adalimumab (-0.78 [-0.85, -0.68]), filgotinib 200mg showed a

numerically greater improvement in HAQ-Di at week 24 (p=0.15).

Change from baseline in mTSS (radiographic progression)

At week 24, filgotinib 200mg (0.13 [-0.04, 0.31]) and filgotinib 100mg (0.17 [-0.02,
0.33]) showed significantly less radiographic progression, measured as change from
baseline in mTSS, when compared with placebo (0.37 [0.22, 0.59]) (p <0.001 for both).
Compared with adalimumab (0.16 [-0.01, 0.38]), filgotinib 200mg showed less
radiographic progression (p=0.54).

Results of additional secondary endpoints from FINCH 1 including Quality of Life as
measured by SF-36 and additional patient reported outcome measures (pain and

fatigue) are presented in Table 10.
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Table 10. Summary of secondary efficacy outcomes, FINCH 1

Filgotinib 200 | Filgotinib 100 | Adalimumab | Placebo
Efficacy assessment Week mg + MTX mg + MTX + MTX + MTX
(n=475) (n=480) (n=325) (n=475)
~0.69 ™1 ~0.56 ™ | 61068, - _09;1482, g
9 (0.613) (0.564) 0.52] (0.559) 0.33]
in HAQ-DI, mean ' ' (0.544)
. ~0.75 -0.62
[95%Cl] (SD) 24 -0.82 (0.632)*** © 59'7)*** -0.78 (0.632) | (0.598)
[-0.90, -0.75] [0 '65 -0.50] [-0.85, -0.68] [-0.63, -
e 0.48]
12 51.4% 39.2% 44 .8% 24.6%
EULAR response %
24 68.4% 59.7% 58.0% 41.8%
12 34.1 **xtti#a 23.8***TT#8 [129381/ [696:2/
Proportion of patients [29.7%, 38.5%] [19.8%, o7 '70/"]’ 12 00/°’]
who achieved DAS28- 27.7%)] o o
CRP <2.6, % [95%C|] 04 48 4***#ttta 35[_325*gi;‘r‘r#a [3:(3)531/ [11268%/
o] 0, . 0, - 0, . o,
[43.8%, 53.0%] 39.6%] 41.1%] 19.6%]
Proportion of patients 49 7***¥[ttta] 38.8***# 43.4 234
who achieved DAS28- 12 [45 i"/ 54.3%] [34.3%, [37.8%, [19.5%,
CRP 3.2, % [95%CI] e ITe 43.2%] 48.9%] 27.3%]
Change from baseline 0.37
in mTSS. mean 24 0.13 ***[-0.04, | 0.17 ***[-0.02, | 0.16[-0.01, [0.22,
’ 0.31] (0.937 0.33] (0.905 0.38] (0.948 0.59
[95%Cl] (SD) 1( ) 1( ) 1( ) ¥ -40213)
Change from baseline 8.5 ***# 8.4
. h 9.2 *** #[H# YTY o 5.8[4.8,
in SF-36 PCS, mean 2 |6 1081(810)| @102 | [1498 | 5575,
[95%CI] (SD) (71.72) (7.89)
Change from baseline
) ] 9.2 *x# - 6.8 [-20.0,
in FACIT-Fatlgueo: 12 [-20.0, 38.0] 9.1 [-24.0, 8.8 [-17.0, 40.0]
score, mean [95%Cl] (9.82) 39.0] (10.15) 33.0] (9.19) (9.89)
(SD) ) )
Change from Baseline _0Q **
in Subject’s pain -31 *** YRR -27 [-33,-26] | -21[-24, -
assessment mean 12 [-36, -30] (26.9) 3:35 ,;8 (23.6) 18] (26.0)

[95%CI] (SD)

*P<0.05; **P<0.01; ***P<0.001; versus placebo. 'P<0.05; 'P<0.01; "7P<0.001; versus adalimumab. *P value is nominal. Square brackets
indicate analyses versus adalimumab. ADA=adalimumab; DAS28-CRP=Disease Activity Score based on 28 joints and C reactive protein
value; FACIT=Functional Assessment of Chronic Illness Therapy; FIL=filgotinib; HAQ-DI=Health Assessment Questionnaire-Disability
Index; mTSS=modified total Sharp score; MTX=methotrexate; NR=not reported; placebo=placebo; QD=once per day; SD=standard
deviation; SF-36 PCS=36-item Short Form Health Survey Physical Component Summary. SOURCE: Gilead Data on File. FINCH 1 CSR.

2019 (67)

2.6.2 FINCH 2

FINCH 2 (68) met its primary endpoint, superiority of filgotinib 200mg compared to

placebo as measured by the proportion of patients achieving ACR20 response at week
12 (66.0% [58.0%, 74.0%] and 31.1% [23.3%, 38.9%] ; (p<0.001)). Filgotinib 200mg

and filgotinib 100mg also demonstrated statistically significantly better efficacy over
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placebo for several key efficacy endpoints including ACR20, ACR50 an ACR70,
change from baseline in HAQ-DI (physical function), as well as proportion of patients
achieving remission and LDA as measured by DAS28-CRP <2.6 and DAS28-CRP

<3.2 respectively. Further details are provided in the sections below.

ACR20/50/70 response

At week 12, the proportion of patients who achieved an ACR20 response was
statistically significantly higher in the filgotinio 200mg (66.0% [58.0%, 74.0%]) and
filgotinib 100mg (57.5% [49.4%, 65.7%]) groups compared with placebo (31.1%
[23.3%, 38.9%]) (p<0.001 for both). Similarly, the proportion of patients who achieved
an ACR50 response was statistically significantly higher in the filgotinib 200mg (42.9%
[34.5%, 51.2%]) and filgotinib 100mg (32.0% [24.3%, 39.7%]) groups compared with
placebo (14.9%); (p <0.001 for both). Finally, the proportion of patients who achieved
an ACRY70 response was statistically significantly higher in the filgotinib 200mg (21.8%
[14.8%, 28.8%)]) and filgotinib 100mg (14.4% [8.5%, 20.3%]) groups compared with
placebo (6.8% [2.4%, 11.1%]); (p <0.001 and p=0.036, respectively).

At week 24, the proportion of patients achieving an ACR20 response was statistically
significantly higher in the filgotinib 200mg (69.4% [61.6%, 77.2%]) and filgotinib 100mg
(54.9% [46.7%, 63.1%]) groups compared with placebo (34.5% [26.5%, 42.5%]); (p
<0.001 for both). Similarly, the proportion of patients who achieved an ACR50
response was statistically significantly higher in the filgotinib 200mg (45.6% [37.2%,
54.0%]) and filgotinib 100mg (35.3% [27.4%, 43.2%]) compared with placebo (18.9%
[12.3%, 25.6%] of responders); (p <0.001 and p=0.002, respectively). Finally, the
proportion of patients who achieved ACR 70 response was also statistically
significantly higher in the filgotinib 200mg (32.0% [24.1%, 39.9%]) and filgotinib 100mg
(20.3% [13.6%, 27.0%]) groups compared with placebo (8.1% [3.4%, 12.8%]); (p
<0.001 and p=0.004, respectively).

An overview of the ACR20/50/70 response rates over time is presented in Figure 10,

Figure 11 and Figure 12, demonstrating rapid onset of activity for filgotinib 200mg

and 100mg doses.
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Figure 7. ACR20 Response Rates by study visit week (NRI; Full Analysis Set)
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Figure 9. ACR70 Response Rates by study visit week (NRI; Full Analysis Set)
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Proportion of subjects who achieved DAS28-CRP <2.6 (remission)

At week 12, the proportion of patients achieving DAS28-CRP <2.6 was statistically
significantly higher in the filgotinib 200mg (24.8% [16.7%, 31.8%]) and filgotinib 100mg
(28.5% [20.5%, 36.4%]) groups compared with placebo (9.4% [3.9%, 14.8%])
(p=0.001 and p <0.001, respectively).

Similarly, at week 24, the proportion of patients achieving DAS28-CRP <2.6 was
statistically significantly higher in the filgotinib 200mg (30.6% [22.8%, 38.4%]) and
filgotinib 100mg (26.1% [18.9%, 33.4%]) groups compared with placebo (12.2% [6.6%,
17.8%]) (p<0.001 and p=0.003, respectively).

Proportion of subjects who achieved DAS28-CRP <3.2 (LDA)

At week 12, the proportion of patients achieving DAS28-CRP <3.2 was statistically
significantly higher in the filgotinib 200mg (40.8% [32.5%, 49.1%]) and filgotinib 100mg
(37.3% [29.3%, 45.2%]) groups compared with placebo (15.5% [9.4%, 21.7%]) (p
<0.001 for both).

Similarly, at week 24, the proportion of patients achieving DAS28-CRP <3.2 was
statistically significantly higher in the filgotinib 200mg (48.3% [39.9%, 56.7%]) and
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filgotinib 100mg (37.9% [29.9%, 45.9%]) groups compared with placebo (20.9%
[14.1%, 27.8%]) (p <0.001 and p=0.001 respectively).

EULAR response
At week 12, filgotinib 200mg (42.6%) and filgotinib 100mg (40.9%) demonstrated a
higher percentage of patients achieving a good EULAR response compared with
placebo (18.0%).

At week 24, filgotinib 200mg (57.9%) and filgotinib 100mg (52.3%) demonstrated a
higher percentage of patients achieving a good EULAR response compared with
placebo (35.2%).

Change from baseline in HAQ-DI (physical function)

At week 12, a statistically significantly greater mean change from baseline in HAQ-DI
was shown in the filgotinib 200mg (-0.55 [-0.61, -0.40]) and filgotinib 100mg (-0.48 |-
0.56, -0.35]) groups compared with placebo (—0.23 [-0.30, -0.08]) (p <0.001 for both).

Key secondary endpoints in FINCH 2 are summarised in Table 11.

Table 11. Summary of secondary efficacy outcomes, FINCH 2

e Filgotinib QD dose groups Placebo +
Efficacy assessment . 200 mg + 100 mg + cDMARDs
point cDMARD(s) cDMARD(s) (n=148)
(n=147) (n=153)
Change from baseline in the
-0.55 (0.590) *** | -0.48 (0.602) *** [- | -0.23 (0.547) [-
HAQ-DI score (mean change, week 12 ) i } )
SD) (95%Cl) [-0.61, -0.40] 0.56, -0.35] 0.30, -0.08]
week 12 42.6 40.9 18.0
EULAR response %
week 24 57.9 52.3 35.2
week 12 40.8*** [32.5%, 37.3*** [29.3%, 15.5[9.4%,
Proportion of patients who 49.1%)] 45.2%)] 21.7%)]
achieved DAS28-CRP =3.2 (%) (o4 | 48377[39.9%, | 37.9%°[29.9%, | 20.9[14.1%,
wee 56.7%] 45.9%] 27.8%]
Change from baseline in SF-36
[95%CI] (SD)
week 12 24.3*** [16.7%, 28.5*** [20.5%, 9.4 [3.9%,
31.8%)] 36.4%)] 14.8%]
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Proportion of patients who
achieved DAS28-CRP <2.6 (%) week 24
[95%CI]

30.6"** [22.8%, 26.1** [18.9%, 12.2 [6.6%,
38.4%] 33.4%] 17.8%]

Change from Baseline in
Subject’s pain assessment week 12
mean [95%CI] (SD)

Change from baseline in FACIT-
fatigue score (mean change, week 12 - ' '
[95%CI] (SD)

*P<0.05; **P<0.01; ***P<0.001; versus placebo.

cDMARD-=conventional synthetic disease-modifying antirheumatic drug; DAS28-CRP=Disease Activity Score based on 28 joints and C
reactive protein value; FACIT=Functional Assessment of Chronic Illness Therapy; HAQ-DI=Health Assessment Questionnaire-Disability
Index; placebo=placebo; QD=once per day; SD=standard deviation; SF-36 PCS=36-item Short Form Health Survey Physical Component
Summary. SOURCE: Gilead Data on File. FINCH 2 CSR. 2019 (68)

2.6.3FINCH 3

FINCH 3 (69) met its primary endpoint, with study results demonstrating the superiority
of filgotinib 200mg + MTX over MTX monotherapy in ACR20 response at week 24
(81.0% [77.1%, 84.9%] and 71.4% [66.9%, 75.9%] respectively) (p<0.001). ACR20
response rate at week 24 was numerically higher for filgotinib 200mg monotherapy
(78.1% [72.3%, 83.9%]) as compared to MTX monotherapy (p=0.058). Filgotinib
200mg monotherapy demonstrated statistically significant improvements over MTX
monotherapy for ACR50 and ACR70 responses at week 24, as well as for the
proportions of patients who achieved remission measured by DAS28-CRP <2.6
(54.1% [49.2%, 59.0%] versus 29.1% [24.6%, 33.6%] for MTX monotherapy
[p<0.001]), change from baseline in radiographic progression mTSS (0.21 versus 0.51
(mean-0.29 [-0.61, 0.02]) for MTX monotherapy [p=0.068]) and for the change in
physical function HAQ-DI score (-0.94 [-1.06, -0.93] versus -0.79 [-1.06, -0.93] for MTX
monotherapy[p<0.001]).

Figure 10,

Figure 11 and Figure 12 show ACR20, ACR50 and ACR70 over time. These
demonstrate filgotinib’s rapid onset of action, as well as the maintenance response

across the 52-week study period.
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Figure 10. ACR20 response rates by visit through week 52, Full analysis set
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Figure 11. ACR50 response rates by visit through week 52, Full analysis set
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Figure 12. ACR70 response rates by visit through week 52, Full analysis set
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ACR 20/50/70 response rates for filgotinib monotherapy compared to MTX

monotherapy

ACR20 response rates were higher in the filgotinib 200mg monotherapy group

compared with the MTX monotherapy group at all study visits starting at week 2

through week 52, with statistically significantly higher response rates at these visits,

except at weeks 24 and 30. For ACRS50 response, filgotinib 200mg 