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The Scottish Medicines Consortium (SMC) has completed its assessment of the above product and,
following review by the SMC executive, advises NHS Boards and Area Drug and Therapeutic
Committees (ADTCs) on its use in NHSScotland. The advice is summarised as follows:

ADVICE: following a resubmission
filgotinib (Jyseleca®) is accepted for restricted use within NHSScotland.

Indication under review: for the treatment of moderate to severe active rheumatoid arthritis
in adult patients who have responded inadequately to, or who are intolerant to one or more
disease-modifying anti-rheumatic drugs (DMARDs). Filgotinib may be used as monotherapy or
in combination with methotrexate.

SMC restriction: in adults with moderate disease (a disease activity score [DAS28] of 3.2 to 5.1)
when intensive therapy with 2 or more conventional DMARDs has not controlled the disease
well enough, in combination with methotrexate or as monotherapy when methotrexate is
contraindicated.

In a post hoc subgroup analysis from a phase Il study, filgotinib compared with placebo (in
combination with methotrexate) improved the signs and symptoms of moderate rheumatoid
arthritis (DAS28[CRP] >3.2 to <5.1) in patients with an inadequate response to conventional
DMARDs.

This advice applies only in the context of an approved NHSScotland Patient Access Scheme
(PAS) arrangement delivering the cost-effectiveness results upon which the decision was based,
or a PAS/ list price that is equivalent or lower.

SMC has issued separate advice for filgotinib in patients with severe disease (DAS28 greater
than 5.1).

Chairman
Scottish Medicines Consortium
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Indication

Filgotinib is indicated for the treatment of moderate to severe active rheumatoid arthritis in
adult patients who have responded inadequately to, or who are intolerant to one or more
disease-modifying anti-rheumatic drugs (DMARDs). Filgotinib may be used as monotherapy or
in combination with methotrexate .12

Dosing Information

The recommended dose of filgotinib is 200mg taken orally once daily with or without food. A
starting dose of 100mg once daily is recommended for patients aged 75 years and older as
clinical experience is limited and a dose of 100mg once daily is recommended for patients
with moderate or severe renal impairment.

Treatment with filgotinib should be initiated by a physician experienced in the treatment of
rheumatoid arthritis.

Refer to Summary of Product Characteristics (SPC) for further detail.% 2

Product availability date
September 2020

Summary of evidence on comparative efficacy

Filgotinib is an adenosine triphosphate (ATP)-competitive and reversible inhibitor of the janus
kinase enzyme (JAK) family. JAKs are intracellular enzymes that transmit signals arising from

cytokine or growth factor-receptor interactions on the cellular membrane and are important in

mediating inflammatory cytokine signals, myelopoiesis, erythropoiesis, immune homeostasis and

lymphopoiesis. 2

The submitting company has requested that SMC considers filgotinib when positioned for use in

two populations in moderately active RA:

As monotherapy after two or more conventional DMARD (cDMARD) failures in patients who
are methotrexate ineligible.

As combination therapy with methotrexate after two or more cDMARD failures in patients
who are methotrexate eligible.

The key evidence supporting the efficacy and safety of filgotinib for the full indication comes from
two randomised, double-blind phase Il studies, FINCH 1 and 2. Both studies recruited adults with

a diagnosis of rheumatoid arthritis (RA) who had active moderate to severe disease (=6 swollen

joints and =6 tender joints) despite continuous treatment with oral methotrexate in FINCH 1 or
with one or two cDMARDSs and an inadequate response or intolerance to one or more prior
biologic DMARDs (bDMARDs) in FINCH 2. Eligible patients also had serum C-Reactive Protein (CRP)
>6 mg/L or in FINCH 1 >3 documented joint erosions on radiographs of the hands, wrists or feet by




central reading, or 21 documented joint erosion on these radiographs if the rheumatoid factor (RF)
or anti- cyclic citrullinated peptide (CCP) antibodies (Ab) were positive. 3

In FINCH 1, patients were randomised in a 3:3:2:3 ratio to receive, for up to 52 weeks, filgotinib
200mg orally once daily (n=450), filgotinib 100mg orally once daily (n=450), adalimumab 40mg
subcutaneous injection every 2 weeks (n=300), or placebo (n=450), all with stable weekly
background methotrexate. Randomisation was stratified according to geographic region (group A
to E as defined in the protocol), prior exposure to bDMARD (Yes or No), and presence of RF or anti-
CCP Ab at screening (Yes or No). At week 24, all patients assigned to placebo were re-randomised
1:1 to either filgotinib 100mg or 200mg in a blinded fashion and continued in the study through
week 52.34

In FINCH 2, patients were randomised equally to receive, for up to 24 weeks orally, once daily
filgotinib 200mg (n=141), filgotinib 100mg (n=141), or placebo (n=141), with a stable dose of
permitted cDMARD(s). Randomisation was stratified according to geographic region (group A to E
as defined in the protocol), prior exposure to number of bDMARDs (<3 or 23 bDMARDSs) and
seropositivity (presence of RF or anti-CCP Ab at screening). In both studies, there was a rescue
possibility to standard of care at week 14 (in case improvement from baseline in swollen joint
count and tender joint count was <20%).* >

In FINCH 1 and 2, the primary outcome was the proportion of patients who achieved an American
College of Rheumatology 20% improvement response (ACR20) at week 12. Efficacy analyses were
performed in the full analysis set (FAS), which included all randomised patients who received at
least one dose of study medicine.> >

This outcome, as well as the hierarchically tested secondary outcomes, achieved statistical
significance in favour of both filgotinib 200mg and 100mg versus placebo. In FINCH 1, the only
hierarchically tested outcome comparing filgotinib with adalimumab was Disease Activity Score 28
joints with C-Reactive Protein (DAS28-CRP) <3.2 at week 12. Non-inferiority of filgotinib to
adalimumab was demonstrated for filgotinib 200mg. Results for primary and selected secondary
outcomes are detailed in Table 1.3

Table 1: Primary and selected secondary outcomes of FINCH 1 and 2 studies (Full Analysis Set).3-

FINCH 2 (b DMARD inadequate
response or intolerance)

FINCH 1 (methotrexate inadequate response)

Filgotinib  |Filgotinib . Filgotinib |Filgotinib
Adalimumab [Placebo Placebo
Week 200mg 100mg 200mg 100mg
(n=325) (n=475) (n=148)
(n=475) (n=480) (n=147) |(n=153)
Proportion of patients who achieved ACR20, %
12 772 702 70 50 662 582 31
Change from baseline in HAQ-DI, mean
12 -0.69°2 -0.56°2 -0.61 -0.42 -0.552 -0.482 -0.23
Proportion of patients who achieved DAS28-CRP <2.6, %
24 482 354 36 16 - - -




Proportion of patients who achieved DAS28-CRP <3.2, %
12 502P 392 43 23 412 372 16

Change from baseline in mTSS, mean
24 0.13® 0.17° 0.16 0.37 - - -

Abbreviations: ACR20 = American College of Rheumatology >20% improvement; CRP = C-Reactive
Protein, DAS28 = Disease Activity Score 28 joints, HAQ-DI = Health Assessment Questionnaire-Disability
Index; mTSS = van der Heijde modified total Sharp score.? p< 0.001 filgotinib versus placebo ° p< 0.001
filgotinib versus adalimumab (non-inferiority)

In FINCH 1, 52-week data were also available for filgotinib (200mg and 100mg) and adalimumab.
The regulator, the European Medicines Agency (EMA), concluded based on the data that the
absolute number of ACR20 responders in all groups increased from week 12 to week 24 and did
not decrease from week 24 to week 52. 3

The submitting company presented a post hoc subgroup efficacy analysis for the moderate RA
population in FINCH 1 (as defined by DAS28-CRP score >3.2 to <5.1 at baseline), to allow separate
analysis of patients with moderate disease activity (with inadequate response to cDOMARDs and
naive to bDMARD and JAK inhibitors) in the economic model. In this subgroup (24% [425/1,755]),
the proportion of patients in the filgotinib 200mg, filgotinib 100mg, adalimumab and placebo
groups who achieved ACR20 at week 12 (78%, 68%, 65% and 44% respectively), DAS28-CRP <2.6 at
week 24 (62%, 46%, 50% and 23% respectively) and DAS28-CRP <3.2 at week 12 (67%, 64%, 67%,
and 39% respectively), were consistent with the results in the FAS, favouring filgotinib over
placebo.®

Health Related Quality of Life (HRQoL) was assessed using the 36-Item Short Form Survey (SF-36),
Functional Assessment of Chronic lliness Therapy-Fatigue (FACIT-F), and the EuroQol five
dimension Questionnaire (EQ-5D), in addition to the Health Assessment Questionnaire-Disability
Index (HAQ-DI, results reported in Table 1 above). Work Productivity and Activity Impairment-RA
(WPAI-RA) was also assessed. 3> Numerically better responses with the reported outcomes of SF-
36 and FACIT-F were seen with filgotinib 200mg and 100mg compared with placebo at week 12.4

The submitting company presented a Bayesian network meta-analysis (NMA) in patients with
moderate to severe RA to compare filgotinib (200mg and 100mg) against a number of
comparators including adalimumab, etanercept, infliximab, abatacept, tocilizumab, subcutaneous
tocilizumab, tofacitinib, baricitinib, rituximab, certolizumab pegol, upadacitinib, sarilumab, all in
combination with cDMARDs. The analysis was conducted in patients who had an intolerance or
inadequate response to cDMARDs including methotrexate (cDMARDs-IR) and included 50 studies,
with the majority of treatments compared indirectly via a common comparator (cDMARD). The
reported outcomes were ACR response at 12 and 24 weeks and European League Against
Rheumatism (EULAR) response at 24 weeks. The submitting company concluded that filgotinib
could be considered broadly similar to other treatments across both populations.



Summary of evidence on comparative safety

In the pooled analysis of phase Il and Il RA studies, the frequency of adverse events (AEs) during
the first 3 months was 47% (658/1403) in patients treated with filgotinib 200mg, 44% (442/995) in
patients treated with filgotinib 100mg, 40% (130/325) in patients treated with adalimumab and
44% (522/1197) in patients treated in the control groups (methotrexate, other cDOMARD or
placebo) and these were considered treatment-related in 20%, 18%, 14% and 17% respectively.

In FINCH 1, safety data were available for filgotinib 200mg and 100mg versus adalimumab, all in
combination with methotrexate, through to week 52. In the filgotinib 200mg (n=475), filgotinib
100mg (n=480) and adalimumab (n=325) groups respectively, 74%, 73% versus 74% reported any
AE; 7.4%, 8.3% versus 6.8% reported a serious AE; 5.5%, 3.1% versus 5.5% reported an AE leading
to therapy discontinuation; 43%, 40% versus 40% reported infection; 2.7%, 2.7% versus 3.1%
reported serious infection; 0%, 0.4% versus 0.3% reported major adverse cardiac event; 0.2%, 0%
versus 0% reported gastrointestinal perforation; 0.6%, 0.6% versus 0.6% reported malignancy; and
0.2%, 0% versus 0.3% reported venous thromboembolism. By week 52, the most frequently
reported AEs (>7% of patients in any group) were nasopharyngitis (9.1%, 10% versus 7.4%) and
upper respiratory tract infection (8.6%, 10% versus 6.5%).3

The major safety concern given the immunosuppressive effect of filgotinib is the risk for infections,
and there is concern of an increased risk for venous thromboembolism for all JAK inhibitors. With
filgotinib, there is also concern on the potential clinical consequences (currently being investigated
in human males studies, MANTA and MANTA-Ray) of preclinical findings on the substantial
decrease of fertility, impaired spermatogenesis and histopathological effects on male reproductive
organs. Warnings were included in the SPC aimed at limiting the use of filgotinib to female
patients and male patients without intent of fathering a child. Important uncertainties relate to
unfavourable effects of long latency and low frequency (such as malignancies, major adverse
cardiovascular events). Longer-term safety data are awaited.*

Overall, the EMA considered that the safety profile of filgotinib was acceptable in view of the
information included in the SPC and risk management plan.*

Summary of clinical effectiveness issues

Rheumatoid arthritis (RA) is a chronic progressive autoimmune disease affecting approximately 1%
of the population and is characterised by joint inflammation in the synovial tissue. Women are
affected more frequently than men. It is incurable and a significant number of patients experience
pain, swelling, stiffness, destruction of joints, decline in function and premature mortality. It may
also be associated with extra-articular involvements in the skin, eyes, salivary glands and lung.*

All patients with moderate to severe disease activity should receive DMARDs, adjusted to achieve
remission or a low disease activity score. Treatment is typically initiated with a cOMARD, most
commonly methotrexate.”® Healthcare Improvement Scotland (HIS) has endorsed National
Institute of Health and Care Excellence (NICE) technology appraisal guidance TA715; this
recommends adalimumab, etanercept and infliximab in combination with methotrexate as



treatment options for patients with moderate active RA (disease activity score [DAS] of 3.2 to 5.1)
not controlled by intensive therapy with 2 or more conventional DMARDS (cDMARDs).
Adalimumab and etanercept can also be used as monotherapy if methotrexate is contraindicated
or not tolerated.

Filgotinib has previously been assessed by SMC for the full RA licensed indication and was
approved for restricted use in patients with severe disease (DAS28 greater than 5.1) that have not
responded to intensive therapy with a combination of conventional DMARDs and in patients with
severe disease inadequately controlled by a TNF antagonist in whom rituximab is not appropriate
(SMC2365). Following the HIS endorsement of NICE TA715, the company has resubmitted to
request that SMC consider filgotinib in two populations in moderately active RA:

e As monotherapy after two or more cDMARD failures in patients who are methotrexate ineligible

e As combination therapy with methotrexate after two or more cDMARD failures in patients who
are methotrexate eligible

In FINCH 1 and 2, the primary outcome as well as all key secondary outcomes achieved statistical
significance in favour of filgotinib over placebo (in combination with methotrexate [FINCH 1] or
with cDMARDSs [FINCH 2]). In FINCH 1, filgotinib 200mg was found to be non-inferior to
adalimumab based on low disease activity.> > Overall, the regulator concluded that filgotinib
demonstrated a clinically relevant effect in inducing a clinical response as measured by ACR20 and
in achieving remission or low disease activity in patients with active RA both as second and third
line treatment and that available data support maintenance of effect of filgotinib for up to one
year.® Results from a post hoc exploratory analysis in moderate RA patients from FINCH 1 were
consistent with the full population.® However, FINCH 1 was not powered for this analysis and the
results should be interpreted with caution.

There were some limitations with the evidence presented. The primary outcome (ACR20) is not
consistent with the 2018 EMA guideline on clinical investigation of medicinal products for RA
(which came into effect after the studies started)®; however, the preferred outcomes of low
disease activity (DAS28-CRP <3.2) and remission (DAS28-CRP <2.6), which reflect a target disease
state, were included as key secondary outcomes. Limited data are available for the use of filgotinib
as monotherapy in this indication, after inadequate response or intolerance to at least one
DMARD. The EMA noted that, together with extrapolation from FINCH 3 (a phase Il study in
patients naive to methotrexate), which provided first line monotherapy data, supportive
monotherapy data came from the phase Il studies, DARWIN 2 and 3, which showed benefits with
filgotinib 200mg versus placebo and maintenance of effect of filgotinib monotherapy second line.*
Evidence to support the sub-populations in the proposed positioning is limited as data for patients
with moderate disease are from a post-hoc subgroup analysis from FINCH 1.

There is a lack of long-term efficacy and safety data for treatment with filgotinib, including in
patients >75 years old. In addition, clinical data (from studies MANTA and MANTA-Ray) are
awaited to address the potentially irreversible risk on male fertility, which was raised based on
pre-clinical findings and considered of concern by the EMA. Warnings were included in the SPC
with the aim of limiting the use of filgotinib to female patients and male patients without intent of
fathering a child.?



FINCH 1 provided data comparing filgotinib with adalimumab in patients on a stable background of
methotrexate and who have had an inadequate response to methotrexate. However, other
relevant comparators that may be used in clinical practice include etanercept and infliximab in
combination with methotrexate and adalimumab and etanercept monotherapy. Therefore, the
submitting company provided indirect evidence with NMAs comparing filgotinib (100mg and
200mg) with active comparators for RA. There were a number of limitations that affected the
validity of the NMA’s results. The population in the NMA included a mixed population of patients
with moderate and severe RA and studies included treatments for RA that are not relevant
comparators for the sub-population of interest. Several studies were at an unclear risk of bias.
Clinical heterogeneity exists across the included studies, with variability in the treatment posology,
baseline characteristics and a number of studies were conducted in Asian populations, all of which
may introduce uncertainty. An NMA for filgotinib monotherapy was not feasible and only
combination therapies were included. The EMA preferred outcomes of low disease activity and
remission were not compared in these NMAs, nor were HRQolL and safety outcomes. Despite
these limitations, the submitting company’s conclusion of comparable efficacy seem reasonable.

Clinical experts generally considered that filgotinib is a therapeutic advancement for patients with
moderate RA and that it’s place in therapy would be following treatment with a TNF-alpha
inhibitor. The service impact is expected to be minimal.

Summary of comparative health economic evidence

The submitting company provided a cost-utility analysis assessing filgotinib in patients with
moderately active RA, after treatment failure with two different cDOMARDs. For patients who are
methotrexate ineligible the relevant comparators are adalimumab and etanercept and for patients
who are methotrexate eligible the comparators are adalimumab, etanercept and infliximab. Best
supportive care (BSC) was included following progression on these treatments and was defined as
low dose cDMARDSs (which may have been previously used) and corticosteroids. Comparators in
the analysis were justified by the company with reference to HIS endorsement of NICE TA715 and
clinical opinion.

A de novo economic model was created in the form of a discrete event simulation model; this
model type generates a cohort of patients with relevant baseline characteristics and tracks these
patients over time capturing any key clinical events without the need for explicit health states. The
model structure was based on patients’ EULAR response and their disease activity (moderate or
severe). A 6-month cycle length was used with a lifetime time horizon (maximum age: 100 years)
and an NHSScotland and social work perspective was utilised.

Baseline patient characteristics were taken from the moderate RA group in the FINCH 1 study but
due to the lack of direct study data comparing filgotinib with all relevant comparators, relative
efficacy was estimated using the NMAs conducted in patients with moderate to severe RA. At the
end of the 6-month initial treatment phase a patient’s HAQ-DI score is assumed to reduce
dependent upon the initial treatment effect (i.e. whether achieving a moderate or good EULAR
response). Patients with no response do not experience a reduction in HAQ-DI (i.e. their HAQ-DI
trajectory is assumed to be constant). The reduction applied was derived using data from the



British Society of Rheumatology Biologics Register for Rheumatoid Arthritis (BSRBR-RA).® After the
initial 6-month treatment phase the change in HAQ-DI score is dependent on the treatment
received (0bDMARD or cDMARD/BSC). HAQ-DI is assumed to change immediately at the end of
each 6-month period. Treatment with a bDMARD results in a HAQ-DI trajectory based on those
reported in the 36-month BSRBR dataset and is dependent on the initial response of the patient
(moderate or good response) and their baseline characteristics. A patient’s HAQ-DI is assumed to
remain stable after the first 36 months of treatment. Treatment with a cDMARD results in a HAQ-
DI trajectory estimated from the 15-year Early Rheumatoid Arthritis Study (ERAS) cohort data
described by Norton et al. 2° These estimates combined with patient baseline characteristics
defined the long-term HAQ-DI trajectory for individual patients. Each patient followed an average
trajectory based on their probabilities of being in each class, for 15 years following treatment with
a cDMARD, after which HAQ-DI is assumed to remain stable. The patients receiving BSC are
assumed to experience the same HAQ-DI trajectory as patients receiving cDOMARDs. Age- and sex-
specific all-cause survival was derived from Scottish life-tables 2017-2019; Gompertz parametric
curves were fitted to the raw data and adjusted within the model dependent on the starting age of
the individual patient. Survival was adjusted by hazard ratios as a function of baseline HAQ-DI.

A patient’s utility at each time-point is a function of their age, sex, HAQ-DI score and Visual
Analogue Scale (VAS) pain score, which was subject to change over the model time horizon. HAQ-
DI score trajectories were mapped to EQ-5D, based on the mapping algorithm in RA published by
Hernandez-Alva et al.'! This mapping algorithm estimates patients’ VAS pain score using their
current HAQ-DI score. The probability of belonging to each of the four latent classes (i.e. disability
trajectory following treatment) was estimated based on each patient’s simulated HAQ-DI score
and VAS pain score, using coefficients reported in Hernandez et al. Finally, utility was estimated
based on a patient’s HAQ-DI score, pain, age and sex, using coefficients reported in Hernandez et
al, and weighted by the probabilities of belonging to each class. Utility decrements associated with
adverse events were also included and their incidence varied by class of medicine.

Medicine acquisition, administration and monitoring costs were estimated for all treatments. The
cost of hospital care and background resource use by HAQ-DI score were included and taken from
previously published HTAs. Adverse event costs for all treatments were also included in the
economic analysis.

A Patient Access Scheme (PAS) was proposed by the submitting company and assessed by the
Patient Access Scheme Assessment Group (PASAG) as acceptable for implementation in
NHSScotland. Under the PAS, a discount was offered on the list price. The main economic results,
including the PAS for filgotinib, are shown in Tables 2 and 3 below. A selection of key scenario
analyses are presented in Table 3.



Table 2: Two cDMARD failure, methotrexate ineligible, moderate RA versus filgotinib 200mg
monotherapy (with PAS)

Treatment Incremental | Incremental ICER Vs filgotinib | ICER incremental
costs QALYs (€£/QALY) (£/QALY)
filgotinib - - - -
adalimumab | £23,477 -0.018 dominated dominated
etanercept £4,186 0.089 £390,190 (SW | £47,271
guadrant*)

QALYs: quality-adjusted life-year, ICER: incremental cost-effectiveness ratio, PAS: patient access scheme, *SW quadrant
ICER — treatment is less effective and lower cost than comparator

Table 3: Two cDMARD failure, methotrexate eligible, moderate RA versus filgotinib 200mg
monotherapy (with PAS)

Treatment Incremental | Incremental ICER Vs filgotinib | ICER incremental
costs QALYs (£/QALY) (£/QALY)

filgotinib  + | - - - -

methotrexate

infliximab + | £17,321 0.004 £3,988,659 (SW | £3,988,658

methotrexate quadrant*)

adalimumab | £6,175 -0.020 dominated dominated

+

methotrexate

etanercept + | £4,348 0.078 £445,338 (SW | £55,435

methotrexate quadrant*)

QALYs: quality-adjusted life-year, ICER: incremental cost-effectiveness ratio, PAS: patient access scheme, *SW
quadrant ICER — treatment is less effective and lower cost than comparator

The scenario analysis results presented in Table 4 suggest that the model is relatively robust to

changes in structural assumptions; however, there are concerns with the reliability of the clinical

effectiveness data (i.e. treatment response and time to disease progression) that are not

sufficiently captured in the scenarios below.

Table 4: Scenario analyses for moderate RA populations, methotrexate ineligible (with PAS)

ICER (£/QALY)
Scenario | Description adalimumab vs etanercept vs
filgotinib filgotinib

0 Base case dominated dominated

1 Utility mapping from Malottki et al dominated £257,887

) HAQ—DI trajectory for cDM.ARDs/BSC dominated £306,860
patients based on Malottki et al
Different model for progression from

3 moderate to severe disease: linear mixed dominated £410,949
model with random intercept and slope

Abbreviations: BSC: best supportive care, HAQ-DI: Health Assessment Questionnaire — Disability Index, PAS: Patient
Access Scheme QALY: quality adjusted life year, ICER: incremental cost-effectiveness ratio




Table 5: Scenario analyses for moderate RA populations, methotrexate eligible (with PAS)

ICER (£/QALY)
Scenario | Description adalimumab vs | etanerceptvs | infliximab vs
filgotinib filgotinib filgotinib

£3,988,659

0 Base case dominated £4i5a'jiiii;/v (SW
g quadrant®)
1 :It"'ty mapping from Malottkiet |\ L ted £273,978 £1,703,486

HAQ-DI trajectory for

2 cDMARDs/BSC patients based dominated £345,273 £2,950,131

on Malottki et al

Different model for progression
3 | frommoderatetosevere dominated £438,544 £2,471,323
disease: linear mixed model with

random intercept and slope

Abbreviations: BSC: best supportive care, HAQ-DI: Health Assessment Questionnaire — Disability Index, PAS: Patient
Access Scheme QALY: quality adjusted life year, ICER: incremental cost-effectiveness ratio, *SW quadrant ICER —
treatment is less effective and lower cost than comparator

The analysis was subject to the following limitations:

Direct comparative data were not available to compare filgotinib with all relevant comparators
resulting in the relative effectiveness data for the moderate population being based on the
NMAs, which are subject to some limitations as described above. A scenario analysis was
provided on request where the FINCH 1 study was used as the data source for the comparison
with adalimumab and this analysis provided similar results to the base case.

The results of the NMAs indicate filgotinib has similar efficacy to adalimumab, infliximab and
etanercept suggesting a cost-minimisation analysis may be more relevant for decision-making.
This was subsequently provided and the results showed filgotinib was cost-saving.

The rate of progression from moderate to severe disease activity was based on patient level
data from the FINCH 1 study over 52 weeks. This timeframe is unlikely to be sufficient to
achieve an accurate estimate of disease progression and therefore increases the uncertainty
associated with the results.

Despite the limitations outlined above, the economic case has been demonstrated.

Other data were also assessed but remain confidential. *
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https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf

Summary of patient and carer involvement

The following information reflects the views of the specified Patient Group.

e We received a patient group submission from the National Rheumatoid Arthritis Society
(NRAS), which is a registered charity.

e NRAS has received 15.5% pharmaceutical company funding in the past two years, including
from the submitting company.

e Being diagnosed with an incurable, painful disease like RA can be extremely distressing as it
is life-changing and can have a major impact on future life plans, dreams and aspirations.
RA impacts on every area of life and impacts both physical and emotional wellbeing. As
75% of people are diagnosed when of working age, anxiety over job-loss due to their
disease is a significant factor.

e Many patients respond reasonably well to the recommended treatments, but individual
treatment responses can vary, even for the same person over time.

e Filgotinib is a new option in the small molecule targeted synthetic DMARD class. Patients
are likely to be more prepared to take an oral medicine than inject themselves or receive
an infusion. Filgotinib provides an additional therapeutic option for clinicians and greater
choice for patients.

Additional information: guidelines and protocols

The Scottish Intercollegiate Guidelines Network (SIGN) published guideline 123 Management of
early RA in February 2011. All patients with moderate to severe disease activity should receive
treatment with DMARDs, adjusted with the aim of achieving remission or a low disease activity
score (DAS)/28-joint disease activity score (DAS28). For DAS28, scores of >5.1, >3.2 to <5.1 or £3.2
indicate the presence of high, moderate or low disease activity, respectively. A score of <2.6
indicates remission. Use of TNF antagonists (including adalimumab, certolizumab, etanercept,
infliximab) for the treatment of severe, active and progressive RA in adults not previously treated
with methotrexate or other DMARDs is hot recommended. *° This guideline predates the
availability of the various therapies including the JAK inhibitors, baricitinib, tofacitinib and
upadacitinib.

The National Institute for Health and Care Excellence (NICE) updated its guideline NG100 in July
2018, which refers to MTA advice for the use of biologics (TA375 and TA195). In patients that have
had inadequate response to cDMARDs, the following treatments have been recommended (with
restrictions): sarilumab, adalimumab, etanercept, infliximab, certolizumab pegol, golimumab,
tocilizumab, abatacept, tofacitinib, and baricitinib. In patients with inadequate response or
intolerance to biological DMARDs, and rituximab is suitable, NICE recommend rituximab plus
methotrexate. When rituximab is not suitable, the following treatments are available: sarilumab,
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adalimumab, etanercept, infliximab, abatacept, golimumab, certolizumab pegol, tocilizumab,
tofacitinib, and baricitinib.!

EULAR recommendations for the management of rheumatoid arthritis with synthetic and
biological disease-modifying antirheumatic drugs: 2019 update makes the following
recommendations:

e Phase |, in patients who are naive to any DMARD therapy: methotrexate first-line (or
alternative cDMARD [including leflunomide, sulfasalazine] if methotrexate
contraindicated);

e Phase ll, in patients who had an insufficient response (IR) to initial course(s) of cDMARDs: if
poor prognostic factors present = methotrexate plus bDMARD (TNF inhibitor: adalimumab,
certolizumab, etanercept, golimumab, infliximab; interleukin 6 receptor inhibitors:
sarilumab, tocilizumab; costimulation modulator: abatacept; anti-B cell: rituximab) or JAK
inhibitor. If poor prognostic factors absent = change to or add a second cDMARD;

e Phase lll, in patients who had an IR to a first bDMARD or JAK inhibitor: change the bDMARD
or JAK inhibitor.®

Additional information: comparators

Adalimumab, etanercept and infliximab in combination with methotrexate. Adalimumab and
etanercept monotherapy.

Additional information: list price of medicine under review

‘ Medicine Dose Regimen Cost per year (£)

Filgotinib 100 or 200mg orally once daily 10, 472

Costs from BNF online on 29/06/22. Costs do not take patient access schemes into consideration.

Additional information: budget impact

The company estimated there would be 874 moderate RA patients eligible for treatment with
filgotinib in year 1 rising to 892 patients in year 5 to which confidential estimates of treatment
uptake were applied.

SMC is unable to publish the with PAS budget impact due to commercial in confidence issues. A
budget impact template is provided in confidence to NHS health boards to enable them to
estimate the predicted budget with the PAS.

Other data were also assessed but remain confidential. *



https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
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This assessment is based on data submitted by the applicant company up to and including
10 August 2022.

*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on
guidelines for the release of company data into the public domain during a health technology
appraisal:https://www.scottishmedicines.org.uk/about-us/policies-publications/

Medicine prices are those available at the time the papers were issued to SMC for consideration.
SMC is aware that for some hospital-only products national or local contracts may be in place for
comparator products that can significantly reduce the acquisition cost to Health Boards. These
contract prices are commercial in confidence and cannot be put in the public domain, including via
the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and NHS Boards are
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therefore asked to consider contract pricing when reviewing advice on medicines accepted by
SMC.

Patient access schemes: A patient access scheme is a scheme proposed by a pharmaceutical
company in order to improve the cost-effectiveness of a medicine and enable patients to receive
access to cost-effective innovative medicines. A Patient Access Scheme Assessment Group
(PASAG), established under the auspices of NHS National Services Scotland reviews and advises
NHSScotland on the feasibility of proposed schemes for implementation. The PASAG operates
separately from SMC in order to maintain the integrity and independence of the assessment
process of the SMC. When SMC accepts a medicine for use in NHSScotland on the basis of a
patient access scheme that has been considered feasible by PASAG, a set of guidance notes on the
operation of the scheme will be circulated to Area Drug and Therapeutics Committees and NHS
Boards prior to publication of SMC advice.

Advice context:
No part of this advice may be used without the whole of the advice being quoted in full.

This advice represents the view of the Scottish Medicines Consortium and was arrived at after
careful consideration and evaluation of the available evidence. It is provided to inform the
considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in
determining medicines for local use or local formulary inclusion. This advice does not override the
individual responsibility of health professionals to make decisions in the exercise of their clinical
judgement in the circumstances of the individual patient, in consultation with the patient and/or
guardian or carer.
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