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Abstract

Background: The effects of filgotinib on patient-reported outcomes (PROs) from 3 trials in patients with active rheu-
matoid arthritis were investigated.

Methods: Methotrexate (MTX)-naive patients received filgotinib 200 or 100 mg plus MTX (FIL200+MTX,
FIL100+MTX), filgotinib 200 mg monotherapy (FIL200), or MTX monotherapy through 52 weeks (NCT02886728).
Patients with inadequate response (IR) to MTX (MTX-IR) received FIL200+MTX, FIL100+MTX, adalimumab 40 mg
+MTX (ADA+MTX), or placebo (PBO)+MTX (rerandomized to FIL200+MTX or FIL1004+MTX at week 24) through

52 weeks (NCT02889796). Patients with IR to biologic disease-modifying antirheumatic drugs (-DMARD-IR)

received FIL200 or FIL100 or PBO with background stable conventional synthetic (cs) DMARDs for up to 24 weeks
(NCT02873936). PROs included Health Assessment Questionnaire-Disability Index (HAQ-DI), Medical Outcomes Study
36-Item Short Form Health Survey (SF-36) physical/mental component summary (PCS/MCS), Functional Assessment
of Chronic Iliness Therapy-Fatigue (FACIT-Fatigue), Work Productivity and Activity Impairment Questionnaire-Rheuma-
toid Arthritis (WPAI-RA), and Patient Global Assessment of Disease Activity (PtGA). Data are reported as least-squares
mean changes from baseline with standard error to the timepoint representing each study’s primary endpoint. Al
statistical comparisons are of filgotinib groups vs their respective control groups.

Results: At week 24, among MTX-naive patients, change from baseline (standard deviation) in HAQ-DI was — 1.00
(0.03; P < 0.001) with FIL200+MTX, — 0.94 (0.04; P < 0.01) with FILTOO+MTX, and — 0.91 (0.04; P < 0.05) with FIL200
alone compared with — 0.81 (0.03) with MTX alone. At week 12, among MTX-IR patients, change from baseline

in HAQ-DI was — 0.69 (0.04; P < 0.001 vs PBO+MTX, P < 0.05 vs ADA) with FIL200+MTX, — 0.57 (0.04; P < 0.001

vs placebo) with FILTO04+MTX, and — 0.60 (0.04) with ADA vs — 0.40 (0.04) with PBO+MTX. At week 12, among
bDMARD-IR patients, change from baseline in HAQ-DI was — 0.50 (0.06; P < 0.001) with FIL2004+-csDMARD and — 0.46
(0.05; P < 0.001) with FILT1004+csDMARD vs — 0.19 (0.06) with placebo+csDMARD. Changes in SF-36 PCS and MCS,
FACIT-Fatigue, WPAI, and PtGA tended to favor filgotinib over PBO, MTX, and ADA. Greater proportions of patients
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MTX) and with FIL200 monotherapy vs comparators.

MTX-naive.

spectively registered.

experienced clinically meaningful differences with either dosage of FIL in combination with csDMARDs (including

Conclusions: Filgotinib provided improvements in PROs across patient populations. These findings suggest filgotinib
can be an effective treatment option for patients with insufficient response to MTX or bDMARDs and patients who are

Trial registration: ClinicalTrials.gov, FINCH 1, NCT02889796, first posted September 7, 2016; FINCH 2, NCT02873936,
first posted August 22, 2016, retrospectively registered; FINCH 3, NCT02886728, first posted September 1, 2016, retro-
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Introduction
Rheumatoid arthritis (RA) is an autoimmune disease in
which immunologically driven inflammation leads to
deterioration and impairment of joint tissue [1]. Func-
tional impairment and chronic pain resulting from
inflammation and progressive joint damage are common
among patients with RA [1, 2]. This impairment and pain
often lead to disability; loss of joint function; inability to
participate in desired family, social, and leisure activities;
and reduced productivity at work, all of which negatively
impact health-related quality of life (HRQL) [1, 2]. HRQL
assessments have become an important part of many clin-
ical RA studies to better evaluate the patient experience
and the impact of treatment on patient well-being [3, 4].
Filgotinib is a once-daily, oral, Janus kinase 1 (JAK1)
preferential inhibitor [5]. In three Phase 3 studies, filgo-
tinib improved signs and symptoms of RA and physical
function in patients with inadequate response to metho-
trexate (MTX-IR; FINCH 1, NCT02889796) or biologic
disease-modifying antirheumatic drugs (bDMARD-IR;
FINCH 2, NCT02873936), and in patients with early
RA who had not been treated with MTX (MTX-naive;
FINCH 3, NCT02886728) [1, 6, 7]. In these studies,
higher proportions of patients achieved the primary
endpoint of 20% improvement in American College
of Rheumatology (ACR20) criteria relative to placebo.
The present analysis evaluated the effect of filgotinib
on measures of HRQL in patients with RA by analyzing
patient-reported outcomes (PROs) captured during these
clinical trials, including the Health Assessment Ques-
tionnaire-Disability Index (HAQ-DI), Medical Outcomes
Study 36-Item Short Form Survey (SF-36), Functional
Assessment of Chronic Illness Therapy-Fatigue (FACIT-
Fatigue), Work Productivity and Activity Impairment
Questionnaire-Rheumatoid Arthritis (WPAI-RA), and
Patient Global Assessment of Disease Activity (PtGA).

Methods

Study design

All 3 trials were randomized, double-blind, pla-
cebo- (MTX-IR, bDMARD-IR) or active-controlled

(adalimumab for the MTX-IR trial and MTX for the
MTX-naive trial), multicenter, Phase 3 studies. The tri-
als were conducted in accordance with the Declaration
of Helsinki and International Council for Harmonisation
Good Clinical Practice guidelines. The study protocols
were approved by the international review board or eth-
ics committee at each study site, and all patients provided
written informed consent. This is a post hoc analysis of
PRO:s.

Details of the studies have been reported previously
[1, 6, 7]. Patients were aged > 18 years with > 6 swol-
len joints (from swollen joint count of 66 joints) and >
6 tender joints (from tender joint count of 68 joints) at
screening and baseline. MTX-naive patients had lim-
ited or no prior treatment with MTX (no more than 3
doses of MTX < 25 mg each in the patient’s lifetime for
the treatment of RA), with the last dose at least 28 days
prior to study day 1. Patients in this trial were rand-
omized 2:1:1:2 to filgotinib 200 mg plus MTX, filgotinib
100 mg plus MTX, filgotinib 200 mg monotherapy, or
MTX monotherapy administered for up to 52 weeks.
The time point for the primary endpoint—the propor-
tion of patients who achieved ACR20 response—was
week 24. In the MTX-IR trial, patients receiving ongo-
ing MTX treatment for > 12 weeks at a dose of 7.5 to
25 mg/week were randomized 3:3:2:3 to receive once
daily filgotinib 200 mg, filgotinib 100 mg, subcutaneous
adalimumab 40 mg, or placebo for up to 52 weeks with a
stable weekly background of MTX. At week 24, patients
receiving placebo who did not discontinue treatment
were rerandomized 1:1 to filgotinib 200 or 100 mg. The
time point for the primary endpoint—the proportion of
patients who achieved ACR20 response—was week 12.
Patients in the bDMARD-IR trial were randomized 1:1:1
to receive once-daily filgotinib 200 mg, filgotinib 100
mg, or placebo for up to 24 weeks, all on background
stable dosages of conventional synthetic (cs) DMARDs.
The time point for the primary endpoint—the propor-
tion of patients who achieved ACR20 response—was
week 12.


http://clinicaltrials.gov
https://clinicaltrials.gov/ct2/show/NCT02889796
https://clinicaltrials.gov/ct2/show/NCT02873936
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Patient-reported outcomes

HAQ-DI, SF-36, FACIT-Fatigue, WPAI-RA, and PtGA
were collected prospectively throughout the studies.
HAQ-DI assesses 8 functional categories (dressing and
grooming, arising, eating, walking, hygiene, reach, grip,
and other activities), with scores ranging from 0 (no dis-
ability) to 3 (completely disabled) [8—10]. The SF-36 is a
36-item questionnaire grouped into 8 scales, which can
be further summarized as Physical and Mental Com-
ponent scores; scores range from 0 to 100, representing
“least health” to “greatest health” [11] FACIT-Fatigue is
a 13-item questionnaire concerning fatigue severity and
impact over the previous week that is scored from 0 to
52, with higher scores indicating less fatigue [11]. WPAI
is a quantitative assessment of the amount of absentee-
ism, presenteeism, and daily activity impairment attrib-
utable to general health or a specific health problem [12,
13]. The RA-specific version, WPAI-RA, is a self-admin-
istered 6-item questionnaire; activity impairment is a sin-
gle item score evaluated among all patients, while work
productivity impairment (employed patients only) is a
weighted score of absenteeism and presenteeism. Nega-
tive values represent improvement [14]. PtGA uses a vis-
ual analog scale ranging from 0 to 100 mm; higher scores
indicate worse disease [1]. These questionnaires have
been validated and used extensively in RA clinical trials
[8-11, 14-18].

In all three Phase 3 studies, HAQ-DI and PtGA were
assessed at baseline and at weeks 2, 4, 8, 12, 16, 20,
and 24. In the MTX-IR and MTX-naive trials, assess-
ments were also made at weeks 30, 36, 44, and 52. SF-36,
FACIT-Fatigue, and WPAI-RA were collected at baseline
and weeks 4, 12, and 24, as well as weeks 36 and 52 for the
MTX-IR and MTX-naive trials. The minimally clinically
important difference (MCID) was defined as achieve-
ment of a > 0.22 point reduction from baseline for HAQ-
DI, a > 2.5-point increase from baseline for SF-36 Mental
Component Score (MCS) and Physical Component Score
(PCS), and a > 4-point increase from baseline for FACIT-
Fatigue [11, 19, 20].

Statistical analyses

Mean changes from baseline in HAQ-DI, SF-36, FACIT-
Fatigue, WPAI, and PtGA for each filgotinib arm were
compared with mean changes from baseline in placebo
(MTX-IR and bDMARD-IR trials), adalimumab (MTX-
IR trial), or MTX (MTX-naive trial) using the mixed-
effects model for repeated measures (MMRM), including
treatment group, visit, treatment group by visit interac-
tion, stratification factors (including geographic region,
presence of rheumatoid factor or anti-cyclic citrullinated
peptide antibodies, and prior exposure to bDMARD:s),
and baseline value of the measure being tested as fixed
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effects, and patients as random effect. Missing change
scores due to missing study visits or early withdrawal
were not otherwise imputed using the MMRM approach.

Additional analyses included the proportion of patients
with HAQ-DI < 0.5 and the proportion of patients
achieving HAQ-DI, SF-36, and FACIT-Fatigue MCID.
The proportion of patients achieving these thresholds
with each filgotinib regimen and with placebo (MTX-
IR and bDMARD-IR trials), adalimumab (MTX-IR),
or MTX (MTX-naive) were compared using a logistic
regression model including treatment group and stratifi-
cation factors. A nonresponder imputation was used for
patients with missing data. All analyses were exploratory
without multiplicity adjustment, and exploratory P values
are reported.

Results

Baseline demographics and disease characteristics

Of the patients randomized and treated, 1025/1249
(82.1%) MTX-naive patients, 1517/1755 (86.4%) MTX-
IR patients, and 381/448 (85.0%) bDMARD-IR patients
completed their studies. Patient demographics and base-
line disease characteristics were comparable between the
treatment groups in each study and are listed in Supple-
mental Tables 1, 2 and 3. Baseline PRO scores were simi-
lar between treatment groups in each study and indicated
a substantial disease burden (Supplemental Tables 1, 2
and 3).

Differences between treatment groups in HAQ-DI changes
from baseline

At week 4, improvements in HAQ-DI score from baseline
were greater for MTX-naive patients who received filgo-
tinib 200 mg plus MTX (— 0.64 =+ 0.03), filgotinib 100 mg
plus MTX (— 0.50 £ 0.04), or filgotinib 200 mg mono-
therapy (— 0.56 £ 0.04) than with MTX alone (— 0.35
£ 0.03, P < 0.001 for all filgotinib treatments vs MTX
alone) (Table 1). Improvements were significantly greater
for those receiving any dose or treatment regimen of fil-
gotinib relative to MTX alone at week 24, and improve-
ments remained greater for filgotinib 200 mg plus MTX
and filgotinib 200 mg monotherapy compared to MTX
alone at week 52. Improvements for patients receiving fil-
gotinib 100 mg plus MTX and MTX alone were similar at
week 52.

Among MTX-IR patients, improvements in HAQ-DI
were greater at weeks 4, 12, and 24 for patients receiv-
ing filgotinib 200 mg plus MTX and 100 mg plus MTX
compared to placebo. Improvements in HAQ-DI at week
4 were — 0.44 £ 0.04 for patients receiving filgotinib 200
mg and — 0.35 & 0.04 for patients receiving filgotinib 100
mg compared to — 0.25 =+ 0.04 for placebo (P < 0.001 for
both) (Table 2). HAQ-DI improvements were similar for
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Table 1 Least-squares mean change from baseline for patient-reported outcomes in MTX-naive patients; filgotinib dosing regimens

compared to MTX
PRO measures FIL200 mg + MTX n = 416 FIL 100 mg + MTX n = 207 FIL200 mgn =210 MTXn =416
HAQ-DI
Week 4 —064(003)" — 050 (0.04)"™ — 056 (0.04)" —0.35(0.03)
Week 12 —091(0.03)" —082(0.04)" —0.80(0.04)" — 064 (0.03)
Week 24 00(0.03)™ —094(0.04)" —091(004)" —0.81(0.03)
Week 52 —1.03(004)" —0.96 (0.05) —098(0.05) —0.87(0.04)
SF-36 PCS
Week 4 7304 58(05)" 6405 41 (04)
Week 12 116 04 96 (06)" 94 (06) 7.9 (04)
Week 24 128(05)™ 115 (06) 10.8(0.6) 99(0.5)
Week 52 136 (05" 120(07) 122(07) 108 (0.5)
SF-36 MCS
Week 4 46(05)" 34(06) 43(06)"" 1.9(05)
Week 12 57(05) 57(0.7) 54(0.7) 43(05)
Week 24 5.9(0.5) 63(07) 55(0.7) 5.7 (0.5)
Week 52 6.5(0.5) 6.2(07) 58(0.7) 5.8(0.6)
FACIT-Fatigue
Week 4 7605 6.9(06) 7.1 (06) 44(05)
Week 12 103 (05" 93(0.7) 98(0.7) 8.1(05)
Week 24 113 (06) 113(07) 103 (0.7) 100 (06)
Week 52 12.1(06)" 114(0.8) 116 (0.8) 104 (06)
PtGA
Week 4 —-28012)" —-2106)" —-23016)" —15(12)
Week 12 —38(13)" -3107" —-3207)" —26(13)
Week 24 — 44013 —38(1.7) —38(17) —34(13)
Week 52 —46(14)" —40(18) —43(18)" —37014)
WPAI-RA
Absenteeism
Week 4 —29(20) —03(28) —48(27) —02(@21)
Week 12 —-62(19 —83(26) —29(4) —38(18)
Week 24 —-67(17) —102(23) —36021) —-90(17)
Week 52 -70(18) —79(25) — 4204 —76(19)
Presenteeism
Week 4 —1940)" — 223298 —1736)" —7227)
Week 12 —27200" —282(28) —254(26) —199(20)
Week 24 —298(1.9) —322Q7) —275(.5) —268(2.0)
Week 52 —336(19 —307Q27) —322(25) —300(2.1)
Work productivity loss
Week 4 —-1900N0" -21830" —17.1028" —66(22)
Week 12 —-27602)" —281(3.) — 23409 —195(.2)
Week 24 —303(2.1) —305(3.0) — 246 (28) —264(22)
Week 52 —334(22) —3123.1) —29.8(2.9) —303(4)
Activity impairment
Week 4 —-23203)" —-1780.7) —19701.7)" —135(13)
Week 12 —32504™ —281018) —30501.8)" —236(14)
Week 24 —364(14) —346(18) —327(18) —323(14)
Week 52 —399(14)" —364(19) —384(19) —345(15)

Data presented as LS mean (SE). The primary endpoint was assessed at Week 24. Comparison with methotrexate: “*P < 0.001, P < 0.01,

*P <0.05. All P values are

exploratory (not adjusted for multiplicity) and were assessed using the MMRM, including treatment group, visit, treatment group by visit interaction, stratification
factors, and baseline value as fixed effects, and patients as random effect.

FACIT, Functional Assessment of Chronic lliness Therapy; FIL, filgotinib; HAQ-DI, Health Assessment Questionnaire-Disability Index; LS, least-squares; MCS, Mental
Component Score; MTX, methotrexate; PCS, Physical Component Score; PRO, patient-reported outcomes; PtGA, Patient Global Assessment of Disease Activity; SE,
standard error; SF-36, Medical Outcomes Study 36-Item Short Form; WPAI-RA, Work Productivity and Activity Impairment Questionnaire-Rheumatoid Arthritis
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Table 2 Least-squares mean change from baseline for patient-reported outcomes in MTX-IR patients; filgotinib dosing regimens
compared to placebo and adalimumab

PRO measures FIL 200 mg + MTX n = 475 FIL100 mg + MTX n =480 ADA +MTXn =325 PBO n =475
HAQ-DI
Week 4 — 044004 — 035004 — 040 (0.04) —0.25(0.04)
Week 12 — 069 (0.04)" —057(004)" — 0.60 (0.04) — 040 (0.04)
Week 24 — 082004 — 074 (004 —0.76 (0.04) —0.55(0.04)
Week 52 —0.90 (0.04)" —0.82(0.04) — 0.82(0.05) -
SF-36 PCS
Week 4 6.0(05)"" 5.1(05)" 5.1(06) 34(06)
Week 12 9.7(06)"" 9.1(06)" 86 (0.6) 59 (0.6)
Week 24 107 (06)™ 106 (06)" 103 (0.6) 7.6 (0.6)
Week 52 120(06) 116 (0.6) 11.9(0.7) -
SF-36 MCS
Week 4 33006 30006)° 32(07) 1.5(06)
Week 12 48(06)" 50(06)" 42(0.7) 33(06)
Week 24 54(0.6) 53(06) 47(07) 44(07)
Week 52 5.7(0.7) 6.2(0.7) 55(0.7) -
FACIT-Fatigue
Week 4 6507 59(07)" 57(0.7) 3707
Week 12 9407 93077 88(0.7) 6.6(0.7)
Week 24 107 (07)" 108(07)" 100(08) 80(0.7)
Week 52 11.7(07) 11.8(0.7) 109(0.8) -
PtGA
Week 4 -23015" —18(15)" —21(16) —14(16)
Week 12 —34(16)"" -300.6)" —29(18) —21(16)
Week 24 —40(1.6)" -3706)" —37(18) —29(1.7)
Week 52 —43(1.7) —40(1.7) —41(1.9) -
WPAI-RA
Absenteeism
Week 4 06 (2.1) —13@1 —09(24) —042)
Week 12 —23(20) —27(20) —21(23) —02Q2)
Week 24 —3000" —3500" —23(23) 2202)
Week 52 —15(18) —00019) 06 (2.2) -
Presenteeism
Week 4 — 13106 —-90(.5) — 11429 —-6.1Q7)
Week 12 —20926)" —20225)" —20329 —130(28)
Week 24 —252(026)" —238(26)" —2103.0) —163(29)
Week 52 —286(25) —270(25) —253(29) -
Work productivity loss
Week 4 —11708)" —79027) —109(3.1) —53(29)
Week 12 —19308)" —-192027)" —185(32) —11630)
Week 24 —238029" —229(28)" —192(33) —134(31)
Week 52 —268(28) —244(28) —227(32) -
Activity impairment
Week 4 —180017)" —16107)" —160(18) —106(17)
Week 12 —27307)7" —256(1.7)" —237019 —179(18)
Week 24 —-315077 -313018)7 —292(19 —220(1.8)
Week 52 —354(18) —351(18) —33.1(20) -

Data presented as LS mean (SE). The primary endpoint was assessed at Week 12. Comparison with placebo: ““P < 0.001, P < 0.01. Comparison with adalimumab: 'P
< 0.05. All P values are exploratory (not adjusted for multiplicity) and assessed using the MMRM, including treatment group, visit, treatment group by visit interaction,
stratification factors, baseline value as fixed effects, and patients as random effect. In FINCH 1, patients on PBO were rerandomized to FIL 200 or 100 mg at week 24.

ADA, adalimumab; FACIT, Functional Assessment of Chronic lliness Therapy; FIL, filgotinib; LS, least-squares; HAQ-DI, Health Assessment Questionnaire-Disability Index;
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Table 2 (continued)
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MCS, Mental Component Score; MTX, methotrexate; PBO, placebo; PCS, Physical Component Score; PRO, patient-reported outcomes; PtGA, Patient Global Assessment of
Disease Activity; SE, standard error; SF-36, Medical Outcomes Study 36-Item Short Form; WPAI-RA, Work Productivity and Activity Impairment Questionnaire-Rheumatoid

Arthritis

patients receiving filgotinib 200 mg plus MTX at weeks 4
and 24 relative to adalimumab plus MTX, while improve-
ments from baseline were greater among patients who
received filgotinib 200 mg plus MTX relative to adali-
mumab plus MTX at weeks 12 and 52 (Table 2). For
filgotinib 100 mg plus MTX, improvements from base-
line were similar throughout the study compared with
patients receiving adalimumab plus MTX.

Patients who were bDMARD-IR and on a background
of csDMARDswho received filgotinib 200 (— 0.35 % 0.05)
and 100 mg (— 0.28 £ 0.05)reported improvements rela-
tive to placebo (— 0.13 + 0.05, P < 0.001 and P =0.006)
at week 4. Significant improvements were maintained
through week 24(Table 3).

Differences between treatment groups in proportions

of patients achieving HAQ-DI MCID

The proportion of patients who achieved MCID for
HAQ-DI—a > 0.22-point reduction from baseline—
increased starting at week 4 in all patient popula-
tions. Among MTX-naive patients at week 4, 72.4%
who received filgotinib 200 mg plus MTX (P < 0.001),
61.0% who received filgotinib 100 mg plus MTX (P =
0.083), and 68.6% who received filgotinib 200 mg (P <
0.001) achieved MCID compared to 53.9% of patients
who received MTX alone. At week 24, the proportion
achieving MCID was similar between patients receiv-
ing any dosing regimen of filgotinib and patients receiv-
ing MTX alone. Greater proportions of patients who
received any dosage of filgotinib achieved MCID rela-
tive to those who received MTX monotherapy at week
52 (Fig. 1A).

At week 4, 66.2% of MTX-IR patients who received
filgotinib 200 mg (P < 0.001) and 58.0% of those who
received filgotinib 100 mg (P = 0.011) achieved MCID
compared to 49.9% of patients who received placebo
(Fig. 1B). At weeks 12 and 24, the proportion of MTX-IR
patients achieving MCID remained significantly greater
for patients receiving either dose of filgotinib relative to
placebo. A greater proportion of MTX-IR patients who
received filgotinib 200 mg achieved MCID at week 12
than those who received adalimumab (78.9% vs 72.8%, P
= 0.046); the proportion remained numerically greater
through week 52 (Fig. 1B). The percentage of MTX-IR
patients achieving MCID for HAQ-DI was numerically
greater for patients who received filgotinib 100 mg rela-
tive to adalimumab throughout the study (Fig. 1B).

At all timepoints, a greater proportion of bDMARD-
IR patients who received filgotinib 200 mg (P < 0.001)
and filgotinib 100 mg (P < 0.013) achieved MCID rela-
tive to placebo (Fig. 1C). At week 4, 60.4% of bDMARD-
IR patients who received filgotinib 200 mg (P < 0.001)
and 54.7% who received filgotinib 100 mg (P = 0.013)
achieved MCID compared to 40.3% of the placebo group.

Differences between treatment groups in proportions

of patients achieving HAQ-DI near normal

The proportion of MTX-naive patients with HAQ-
DI scores of < 0.5 at week 4 was 30.8% (P < 0.001) for
patients who received filgotinib 200 mg plus MTX, 22.2%
(P = 0.075) for filgotinib 100 mg plus MTX, and 28.1%
(P < 0.001) for filgotinib 200 mg monotherapy compared
with 16.6% for MTX monotherapy (Fig. 1D). The propor-
tion of patients with HAQ-DI < 0.5 remained greater for
patients receiving any dose of filgotinib relative to MTX
alone through week 52.

Among MTX-IR patients, HAQ-DI < 0.5 was achieved
at week 4 by 18.9% (P = 0.004) of patients who received
filgotinib 200 mg, 15.6% (P = 0.12) receiving filgotinib
100 mg, and 12.2% receiving placebo (Fig. 1E). The pro-
portion of bDMARD-IR patients who achieved HAQ-DI
< 0.5 at week 4 was 17.7% (P = 0.051) for filgotinib 200
mg, 16.3% (P = 0.10) for filgotinib 100 mg, and 10.1%
for placebo. These proportions increased at week 12 for
patients who received filgotinib 200 mg, filgotinib 100
mg, and placebo (Fig. 1F). This effect was maintained
at week 24 for both MTX-IR and bDMARD-IR patients
receiving either dose of filgotinib relative to placebo
(Fig. 1E, F). The proportion of MTX-IR patients who
achieved HAQ-DI < 0.5 was similar for patients receiv-
ing either dose of filgotinib and adalimumab at week 4. A
greater proportion of patients who received filgotinib 200
mg achieved HAQ-DI < 0.5 compared with adalimumab
at weeks 12 and 52. Proportions of patients achieving
HAQ-DI < 0.5 were similar for filgotinib 100 mg and
adalimumab (Fig. 1E).

Differences between treatment groups in SF-36 changes
from baseline

By week 4, MTX-naive patients who received filgotinib
200 mg plus MTX (7.3 £ 0.4, P < 0.001), filgotinib 100 mg
plus MTX (5.8 + 0.5, P < 0.001), and filgotinib 200 mg
monotherapy (6.4 & 0.5, P = 0.001) had greater improve-
ments from baseline in SF-36 PCS relative to MTX alone
(4.1 £ 0.4) (Table 1). Patients treated with filgotinib 200
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Table 3 Least-squares mean change from baseline for patient-
reported outcomes in bDMARD-IR patients; filgotinib dosing
regimens compared to placebo

PRO measures FIL 200 mg + FIL 100 mg + PBO +
¢sDMARD n =147 c¢sDMARD n = ¢sDMARD n
153 =148
HAQ-DI
Week 4 —035(005" —028(0.05)" —0.13(0.05)
Week 12 —0.50(0.06)" — 046 (005 —0.19(0.06)
Week 24 —063(006) " — 049 (0.06)" — 0.27 (0.06)
SF-36 PCS
Week 4 59(0.7) 54(0.7) 34(0.7)
Week 12 84(0.8) 7.6 (0.8) 42(08)
Week 24 96(08)" 89(0.8) 58(0.9)
SF-36 MCS
Week 4 25(09) 2.0(0.9) 0.3(0.9)
Week 12 45(0.9) 35(09) 25(09)
Week 24 49(10) 31(1.0) 30(1.1)
FACIT-Fatigue
Week 4 69(10) " 66(1.0)" 33(1.0)
Week 12 102010 8410 52(1.1)
Week 24 115007 9.0 (1.1) 6.9(1.2)
PtGA
Week 4 —-21237 —-20023) —9(24)
Week 12 —-31 25" —26(25) —13(26)
Week 24 —36(26)" —30027)" —18(28)
WPAI-RA
Absenteeism
Week 4 —59(35) —-13(9) 24(3.0)
Week 12 —6936) —30(.0) 3132
Week 24 —57(44) —05(39) 41(45)
Presenteeism
Week 4 —22039 ™ —125(33) —31(35)
Week 12 —2354.0)" —180(35) —68(36)
Week 24 —209 (4.0) —246(37) — 151 (4.0)
Work productivity loss
Week 4 —229(4n™ —113(3.5) —27(37)
Week 12 — 25844 —17737) —57(39)
Week 24 — 217 (46) —228(43) —128(47)
Activity impairment
Week 4 -159(19 ™ — 142097 —46019)
Week 12 — 244017 —18821)" —10.5(2.1)
Week 24 —3010227 —244(23)" —154(24)

Data presented as LS mean (SE). The primary endpoint was assessed at

Week 12. Comparison with placebo: ™'P < 0.001, P < 0.01, "P < 0.05. All P
values are exploratory (not adjusted for multiplicity) and assessed using the
MMRM, including treatment group, visit, treatment group by visit interaction,
stratification factors, baseline value as fixed effects, and patients as random
effect. The FINCH 2 study ended at week 24.

¢sDMARD, conventional synthetic disease-modifying antirheumatic drug;

FACIT, Functional Assessment of Chronic lliness Therapy; FIL, filgotinib; LS,
least-squares; HAQ-DI, Health Assessment Questionnaire-Disability Index; MCS

, Mental Component Score; PBO, placebo; PCS, Physical Component Score; PRO,
patient-reported outcomes; PtGA, Patient Global Assessment of Disease
Activity; SE, standard error; SF-36, Medical Outcomes Study 36-ltem Short Form;
WPAI-RA, Work Productivity and Activity Impairment Questionnaire-Rheumatoid
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Table 3 (continued)
Arthritis

mg plus MTX maintained significant improvements rela-
tive to MTX alone through week 52, while such improve-
ments remained significant through week 24 for filgotinib
100 mg plus MTX and through week 12 for filgotinib 200
mg monotherapy. Improvements in SF-36 MCS from
baseline were greater among the filgotinib 200 mg plus
MTX (4.6 £ 0.5, P < 0.001), filgotinib 100 mg plus MTX
(3.4 £ 0.6, P = 0.032), and filgotinib 200 mg monother-
apy (4.3 = 0.6, P < 0.001) groups relative to MTX alone
(1.9 &+ 0.5) at week 4 (Table 1). Thereafter, changes from
baseline were similar between the filgotinib groups and
the MTX alone group.

At week 4 in MTX-IR patients, improvements from
baseline in SF-36 PCS and MCS for patients in the filgo-
tinib 200 mg (6.0 &= 0.5 and 3.3 =+ 0.6, respectively; both
P < 0.001) and 100 mg (5.1 + 0.5, P < 0.001 and 3.0 &+
0.6, P = 0.002, respectively) groups were greater com-
pared with placebo (3.4 + 0.6 and 1.5 £ 0.6); increases
were maintained throughout the study (Table 2). MTX-
IR patients receiving filgotinib 200 mg reported greater
improvements relative to adalimumab at weeks 4 and 12
but not at weeks 24 and 52 (Table 2). Among patients
receiving filgotinib 100 mg, improvements in SF-36 PCS
and MCS were similar to those in patients receiving adal-
imumab throughout the study.

Among bDMARD-IR patients, filgotinib 200 mg pro-
vided improvements from baseline compared to pla-
cebo for SF-36 PCS at weeks 4 (5.9 & 0.7 vs 3.4 &+ 0.7,
P <0.001), 12 (8.4 & 0.8 vs 4.2 £ 0.8, P < 0.001), and 24
(9.6 = 0.8 vs 5.8 £ 0.9, P < 0.001) and for SF-36 MCS at
weeks 4 (2.5 £ 0.9 vs 0.3 £ 0.9, P = 0.019) and 12 (4.5 &+
0.9 vs 2.5 £ 0.9, P = 0.045) but not at week 24. Filgotinib
100 mg improved SF-36 PCS relative to placebo at weeks
4(54+0.7vs34+0.7,P=0.005),12 (7.6 £ 0.8 vs 4.2 =
0.8, P < 0.001), and 24 (8.9 £+ 0.8 vs 5.8 £ 0.9, P = 0.002)
(Table 3). Improvements in SF-36 MCS were similar for
patients receiving filgotinib 100 mg and placebo through-
out the study.

Differences between treatment groups in proportions

of patients achieving SF-36 MCID

At week 4, greater proportions of MTX-naive patients
who received filgotinib 200 mg plus MTX (70.0%, P <
0.001), filgotinib 100 mg plus MTX (64.7%, P = 0.004),
and filgotinib 200 mg monotherapy (63.9%, P = 0.006)
achieved the MCID for SF-36 PCS compared to MTX
alone (52.6%). For filgotinib 200 mg plus MTX com-
pared to MTX alone, significantly greater proportions
of patients achieved MCID at weeks 12, 24, and 52; for
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Fig. 1 Proportion of patients achieving MCID for HAQ-DI in A MTX-naive patients, B MTX-IR patients, and C and bDMARD-IR patients; proportion
of patients who achieved HAQ-DI score of < 0.5 by visit D MTX-naive, E MTX-IR, and F bDMARD-IR. Comparison with PBO or MTX: ""P <
0.001, P < 0.01, P < 0.05. Comparison with ADA: P < 0.05. All P values are exploratory (not adjusted for multiplicity) and were from logistic
regression with treatment groups and stratification factors in the model. A nonresponder imputation was used for patients with missing
data. MCID was defined as a > 0.22-point reduction from baseline. In the MTX-IR trial, patients on PBO were rerandomized to FIL 200 or 100
mg at week 24. The study in bDMARD-IR patients ended at week 24. ADA, adalimumab; bDMARD, biologic DMARD; csDMARD, conventional
synthetic DMARD; DMARD, disease-modifying antirheumatic drug; FIL, filgotinib; HAQ-DI, Health Assessment Questionnaire-Disability Index; LS,
least-squares; MCID, minimal clinically important difference; MTX, methotrexate; PBO, placebo

Study week

filgotinib 100 mg plus MTX, the differences were sig-
nificant at weeks 12 and 52; and for filgotinib 200 mg as
monotherapy, the difference from MTX alone was sig-
nificant at week 52. Greater proportions of patients who
received filgotinib 200 mg plus MTX (52.4%, P = 0.004),
filgotinib 100 mg plus MTX (50.2%, P = 0.060), and filgo-
tinib 200 mg monotherapy (52.4%, P = 0.016) achieved
MCID for SF-36 MCS compared to MTX alone (42.3%)
at week 4; at all other timepoints, proportions were simi-
lar among filgotinib groups and MTX alone (Fig. 2A, D).
At week 4, 65.8% (P < 0.001) of MTX-IR patients who
received filgotinib 200 mg and 58.0% (P = 0.10) who
received filgotinib 100 mg achieved MCID for SF-36 PCS
compared with 52.5% of the placebo group; differences
between the filgotinib groups and placebo were also sig-
nificant at weeks 12 and 24. At week 52, 74.0% of patients
who received filgotinib 200 mg and 70.6% who received

filgotinib 100 mg reached MCID for SF-36 PCS (Fig. 2B).
In MTX-IR patients, 53.7% (P = 0.002) of the filgotinib
200 and 52.6% (P = 0.007) of the filgotinib 100 mg groups
achieved MCID for SF-36 MCS compared to 44.1% of the
placebo group at week 4 (Fig. 2E); differences remained
significant between filgotinib groups and placebo at
weeks 12 and 24. The proportions of MTX-IR patients in
the filgotinib groups who achieved MCID for SF-36 PCS
and MCS were similar to those of the adalimumab group
throughout the study.

Among bDMARD-IR patients, the proportion of
patients achieving MCID was higher for patients in the fil-
gotinib 200 mg group relative to placebo at weeks 4 (62.3%
vs 48.0%, P = 0.010), 12 (76.0% vs 47.3%, P < 0.001), and
24 (67.8% vs 40.5%, P < 0.001) for SF-36 PCS and was sim-
ilar to placebo until week 24 (52.1% vs 32.4%, P < 0.001)
for SE-36 MCS (Fig. 2C, F). Among patients who received
filgotinib 100 mg compared with placebo, the proportion
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Fig. 2 Proportion of patients achieving MCID for SF-36 PCS in A MTX-naive patients, B MTX-IR patients, and C bDMARD-IR patients; proportion
of patients achieving MCID for SF-36 MCS in D MTX-naive, E MTX-IR, and F bDMARD-IR. Comparison with PBO or MTX: P < 0.001, “P < 0.01, P <
0.05. All P values are exploratory (not adjusted for multiplicity) and were from logistic regression with treatment groups and stratification factors
in the model. A nonresponder imputation was used for patients with missing data. MCID was defined as a > 2.5-point increase from baseline. In
the MTX-IR trial, patients on PBO were rerandomized to FIL 200 or 100 mg at week 24. The study in bDMARD-IR patients ended at week 24. ADA,
adalimumab; bDMARD, biologic DMARD; csDMARD, conventional synthetic DMARD; DMARD, disease-modifying antirheumatic drug; FIL, filgotinib;
MCID, minimal clinically important difference; MCS, mental component score; MTX, methotrexate; PBO, placebo; PCS, physical component score;
SF-36, Medical Outcomes Study 36-Item Short Form

who achieved MCID for SF-36 PCS was higher at weeks
4 (59.5% vs 48.0%, P = 0.049), 12 (66.7% vs 47.3%, P <
0.001), and 24 (56.2% vs 40.5%, P = 0.007) and was similar
to placebo throughout the study for SF-36 MCS.

In all 3 studies, improvements from baseline in indi-
vidual SF-36 domain scores were evident as early as week
4 for MTX-naive, MTX-IR, and bDMARD-IR patients
treated with either dose of filgotinib and persisted
throughout treatment until week 52 (Fig. 3).

Differences between treatment groups in FACIT-Fatigue
changes from baseline

At week 4, MTX-naive patients who received filgotinib
200 or 100 mg plus MTX and filgotinib 200 mg mono-
therapy reported significantly greater improvements
in FACIT-Fatigue compared to MTX alone. Improve-
ments were maintained through week 52 (Table 1). By

week 4, MTX-IR patients who received filgotinib 200 or
100 mg demonstrated significant improvements from
baseline in FACIT-Fatigue scores relative to placebo as
did bDMARD-IR patients who received filgotinib 200
or 100 mg. Improvements were maintained through
week 52 and week 24 for MTX-IR and bDMARD-
IR patients, respectively (Tables 2 and 3). FACIT-
Fatigue scores were numerically greater in MTX-IR
patients receiving any dose of filgotinib compared with
adalimumab.

Differences between treatment groups in proportions

of patients achieving FACIT-Fatigue MCID

Among MTX-naive patients, the MCID for FACIT-
Fatigue was achieved by 60.3% of the filgotinib 200 mg
plus MTX (P < 0.001), 57.6% of the filgotinib 100 mg
plus MTX (P = 0.025), and 57.6% of the filgotinib 200
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mg monotherapy (P = 0.033) groups relative to 48.4%
of the MTX group (Fig. 4A) at week 4; proportions
achieving MCID were similar across groups at weeks
12, 24, and 52. Among MTX-IR patients, at weeks 4 and
24, 57.8% (P = 0.002) and 64.6% (P < 0.001) of patients
who received filgotinib 200 mg and 58.1% (P = 0.002)
and 63.7% (P < 0.001) of patients who received filgo-
tinib 100 mg achieved MCID relative to 48% and 52.7%
of the placebo group. The percentage of patients treated

with filgotinib who achieved MCID remained consist-
ent through week 52 (Fig. 4B). Results were similar
between patients who received either dose of filgotinib
and adalimumab throughout the study (Fig. 4B). At week
4, a greater proportion of bDMARD-IR patients who
received filgotinib 200 mg (56.3%, P = 0.013) and filgo-
tinib 100 mg (59.7%, P = 0.003) achieved MCID relative
to placebo (41.7%), and at week 24, a greater propor-
tion of patients receiving filgotinib 200 mg (75.4%, P =
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for multiplicity) and were from logistic regression with treatment groups and stratification factors in the model. A nonresponder imputation
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0.008), but not filgotinib 100 mg, achieved MCID vs pla-
cebo (58.9%) (Fig. 4C).

Differences between treatment groups in WPAI-RA
changes from baseline

At baseline, the percentage of employed MTX-naive
patients in the filgotinib 200 mg plus MTYX, filgotinib 100
mg plus MTX, filgotinib 200 mg monotherapy, and MTX
groups were 42.3%, 39.6%, 44.7%, and 41.2%, respectively.
At week 4, least-squares mean change from baseline was
significantly greater for filgotinib 200 and 100 mg plus
MTX and for filgotinib monotherapy relative to MTX
monotherapy for presenteeism, work productivity loss,
and activity impairment. Changes in absenteeism were
similar between patients receiving any dose of filgotinib
and MTX alone. Improvements were maintained through
week 52 (Table 1).

At baseline, the percentage of employed MTX-IR
patients in the filgotinib 200 mg, filgotinib 100 mg, adali-
mumab, and placebo groups were 42.8%, 41.5%, 41.1%,
and 35.6%, respectively. Patients in the filgotinib 200
mg group reported significantly greater improvements
relative to placebo at weeks 4, 12, and 24 in presentee-
ism, work productivity loss, and activity impairment.
Improvements in absenteeism were similar between
patients receiving filgotinib 200 mg and placebo at weeks
4 and 12 but greater at week 24 for patients receiving fil-
gotinib 200 mg (Table 2).

Among MTX-IR patients receiving filgotinib 100
mg, improvements relative to placebo were similar at
week 4 but significantly greater at weeks 12 and 24 for

presenteeism and work productivity loss. Improve-
ments were significantly greater for patients receiving
filgotinib 100 mg relative to placebo at weeks 4, 12, and
24 for activity impairment. For absenteeism, improve-
ments were similar between patients receiving filgotinib
100 mg and placebo at weeks 4 and 12 but greater at
week 24 for patients receiving filgotinib 100 mg (Table 2).
Improvements in presenteeism, work productivity loss,
and activity impairment were maintained through 52
weeks (Table 2). Results were similar compared with
adalimumab.

At baseline, the percentages of employed bDMARD-IR
patients receiving filgotinib 200 mg (24.0%), filgotinib 100
mg (35.5%), and placebo (36.1%) were lower compared to
the MTX-IR and MTX-naive study populations. Among
bDMARD-IR patients who received filgotinib 200 mg,
absenteeism was similar to patients receiving placebo
at weeks 4 and 24 but significantly improved relative to
placebo at week 12. Improvements for patients receiving
filgotinib 200 mg relative to placebo were significantly
greater at weeks 4 and 12 for presenteeism and work pro-
ductivity but not at week 24. Activity impairment was
significantly improved relative to placebo at weeks 4, 12,
and 24 (Table 3). For bDMARD-IR patients who received
filgotinib 100 mg, presenteeism and work productivity
loss were significantly improved relative to placebo at
week 12, but improvements were similar at weeks 4 and
24. Activity impairment was significantly improved at
weeks 4, 12, and 24 (Table 3).
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Differences between treatment groups in PtGA changes
from baseline

In all 3 studies, MTX-naive, MTX-IR, and bDMARD-IR
patients experienced rapid and sustained improvements
in patient-assessed disease activity (Tables 1, 2, and 3).
MTX-naive patients who received filgotinib reported sig-
nificantly greater improvements in PtGA at week 4 rela-
tive to MTX monotherapy, and improvements continued
and were maintained through week 52 (Table 1). Simi-
larly, MTX-IR patients who received filgotinib reported
significantly greater improvements relative to placebo at
weeks 4, 12, and 24 (Table 2). With the exception of a sig-
nificantly greater reduction from baseline among patients
receiving filgotinib 200 mg relative to adalimumab at
week 12, improvements in PtGA were similar for either
dose of filgotinib and adalimumab throughout the study.
bDMARD-IR patients who received filgotinib 200 mg
and filgotinib 100 mg reported significant improvements
relative to placebo at all timepoints (Table 3).

Discussion

Once-daily filgotinib 200 or 100 mg in combination with
MTX or with ¢sDMARDs provided rapid and sustained
improvements in functional status, HRQL, fatigue, presen-
teeism, work productivity, and disease activity as reported
by patients with RA who were MTX-naive or who had
inadequate response to MTX or bDMARD:s. Filgotinib in
combination with MTX provided improvements at levels
similar to or better than adalimumab plus MTX for patients
with an inadequate response to MTX for up to 52 weeks.
Improvements in functional status, fatigue, and physical
HRQL were beyond the minimally important differences
for many patients, and a higher proportion experienced
minimally important differences with either dosage of filgo-
tinib compared with placebo. In general, in these explora-
tory analyses, therapy with filgotinib 200 mg plus MTX or
c¢sDMARDs appeared to provide a greater benefit in each
PRO measured for MTX-naive, MTX-IR, and bDMARD-
IR patients. The results of this analysis were similar to those
observed in other Phase 3 trials of the JAK inhibitors tofaci-
tinib, baricitinib, and upadacitinib [16-18, 21-26].

A key strength of this analysis is the inclusion of 3 separate
clinical trials that evaluated filgotinib in different patient
populations. This allowed us to better evaluate the effect
of filgotinib in an MTX-naive patient population relative to
patients with inadequate response to csDMARDs (MTX) or
bDMARD:s. Limitations of the study include that all analyses
and P values, with the exception of HAQ-DI mean change
from baseline at the primary timepoints, were exploratory.
Accordingly, although improvements relative to the placebo
or active controls were reported, the statistical significance
of the changes should be interpreted with caution. Second,
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although 3 patient populations were included, statistical
comparisons of filgotinib treatment were not performed
between studies, and any conclusions regarding the rela-
tive effectiveness of filgotinib in one patient population
vs another are conjectural. Third, the bDMARD-IR trial
was limited in duration to 24 weeks and enrolled a smaller
number of patients, which precludes conclusions regarding
duration of benefit among bDMARD-IR patients.

Conclusions

Filgotinib improved patient functional status, HRQL,
fatigue, work impairment, and assessments of disease
activity in multiple patient populations. These PRO
results suggest filgotinib used as monotherapy or in com-
bination can be an effective treatment option for patients
with insufficient response to MTX or bDMARD:, as well
as for patients who are MTX-naive. Additional analy-
ses of the different RA patient populations with long-
term treatment will better define the role of filgotinib
in improving HRQL in MTX-naive and in treatment-
refractory populations. An extension trial (FINCH 4,
NCT03025308) to evaluate the long-term outcomes of
patients who completed these 3 studies is ongoing.
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