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ABBREVIATIONS 
ACR: American College of 
Rheumatology
ADA: Adalimumab
AS: Ankylosing spondylitis
ASAS: Assessment of 
SpondyloArthritis international Society
ASDAS: Ankylosing Spondylitis 
Disease Activity Score
bDMARDs: biologic Disease-Modifying 
Antirheumatic Drugs

CRP: C-Reactive Protein
CDAI: Clinical Disease Activity Index
csDMARDs: conventional synthetic 
Disease-Modifying Antirheumatic 
Drugs
DAPSA: Disease Activity Index for 
Psoriatic Arthritis
DAS: Disease Activity Score
EAIRs: Exposure-Adjusted Incidence 
Rates 
EMA: European Medicines Agency

ABSTRACT
Janus kinases (JAK)/ Signal Transducer and Activator of Transcription (STAT) pathway is involved 
in pathophysiologic cascade of a notable number of rheumatic diseases. The development of JAK 
inhibitors has expanded treatment choices in rheumatoid arthritis (RA) with a sustained class-effect 
efficacy. Filgotinib is a novel selective inhibitor of JAK1 isoform licensed for use in RA and ulcerative 
colitis. In this review we aim to present an analysis of filgotinib’s efficacy and drug-specific safety 
warnings. Patients with RA with or without concomitant conventional synthetic Disease-Modifying 
Antirheumatic Drugs (csDMARDs) (naïve or experienced) and those who have failed biologic Disease-
Modifying Antirheumatic Drugs (bDMARDs) were examined in randomised clinical trials. Filgotinib 
was also tested against placebo, methotrexate, or adalimumab. Long-term extension trials provide 
insights for up to four years of continuous filgotinib administration. Beneficial ef fects are depicted 
in both disease activity parameters and quality of life indexes in moderate or severe RA with a 
longitudinal efficacy. In head-to-head comparison with adalimumab, filgotinib 200 mg was non-
inferior. Adverse effects alerts are marked by the elevated risk of infectious adverse effects with the 
exception of herpes zoster infection, which has a low incidence.
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FACIT-F Functional Assessment of Chronic Illness 
Therapy Fatigue Scale
FIL: Filgotinib
HAQ-DI: Health Assessment Questionnaire-Disability 
Index
HRQoL: Health-Related Quality of Life 
IL: Interleukin
JAKi: Janus kinase inhibitors
JAKs: Janus kinases
LTE: Long-term extension studies
MACE: Major cardiovascular events
MTX: methotrexate
mTSS: modified Total Sharp Score
PsA: Psoriatic arthritis 
PASI: Psoriasis Area and Severity Index
PYE: Patient-years of exposure
RA: Rheumatoid Arthritis
RCT: Randomised Clinical Trial
SDAI: Simplified disease activity index
SF-36 PCS: Short Form 36–Physical Component Score
SpA: Spondyloarthritis
STAT: Signal Transducer and Activator of Transcription 
ts-DMARDs: targeted synthetic Disease-Modifying 
Antirheumatic Drugs 
TYK2: Tyrosine kinase 2
UC: Ulcerative Colitis

INTRODUCTION
Janus kinases (JAKs) are immunomodulatory mediators 
involved in the JAK/signal transducer and activator of 
transcription (STAT) pathway and participate in autoim-
mune and inflammatory cytosolic and nucleic signals in 
close synergy with cytokines and cytokines receptors.1 
Semantically, their name derives from the roman god 
Janus identified as the god of beginnings or doorways 
implying their key role in autoimmune rheumatic diseas-
es. 
The JAK/STAT pathway is activated by extracellular 
signalling molecules (cytokines) which bind to the outer 
domain of a membrane receptor. These receptors also 
possess an intracellular domain who acts as an anchor 
for JAKs docking. Once cytokines link to the receptors 
the associated JAKs are activated and phosphorylate 
tyrosine residues on the receptor which then recruits 
STAT proteins. When employed, the STAT proteins act 
as transcription factors, migrate to the nucleus and mod-
ulate specific genes. Cytokines binds to their respective 
receptors with great selectivity which are also uniquely 
associated with a pair of JAKs. These pairs are formed 
through combinations of the four members of JAK 
family, namely JAK1, JAK2, JAK3, and tyrosine kinase 
2 (TYK2).2

Several known disease-specific cytokines exert their 
pathophysiological actions through JAK/STAT mecha-
nisms; interleukin (IL)-6, involved in the development of 

rheumatoid arthritis (RA), is associated with JAK1, JAK2 
and TYK23 while IL-12/IL-23, implicated in the pathogen-
esis of spondylarthritis (SpA) spectrum, binds to JAK2 
and TYK2.2,4

The discovery of the pathogenetic role of JAK/STAT 
pathway led to the development of JAK inhibitors (JAKi) 
with the intention to block the pathophysiologic cascade 
and effectively treat patients with inflammatory diseases. 
This new orally available drug class of targeted synthetic 
Disease-modifying antirheumatic drugs (ts-DMARDs) 
enumerates already four European Medicines Agency 
(EMA) approved molecules with different JAK selectivity 
and distinct indications and precautions.5–8 Tofacitinib 
was the first JAK1, JAK2, and JAK3 inhibitor discovered, 
and is currently approved for treatment of inflammatory 
arthritides [RA, ankylosing spondylitis (AS), psoriatic 
arthritis (PsA), juvenile idiopathic arthritis] and ulcerative 
colitis (UC).7,9 Baricitinib mitigates arthritic symptomatolo-
gy for patients with rheumatoid arthritis by inhibiting JAK1 
and JAK2,10 and is also licensed for atopic dermatitis 
and alopecia areata.6 The third JAK inhibitor developed 
was upadacitinib, which selectively inhibits JAK1 isoform 
contrary to tofacitinib and baricitinib.11 Upadacitinib is an 
authorised therapeutic option for patients with RA, PsA, 
axial SpA, UC, and atopic dermatitis.8  
The newest tsDMARD with eclectic JAK1 inhibitory 
mode of action is filgotinib (FIL). This molecule proved 
efficacious in patients with RA and UC which enabled its 
EMA approval in 2020.5 In this article we comprehensive-
ly review current clinical trial data and evaluate the use of 
FIL for its presently authorized indications with particular 
emphasis in rheumatoid arthritis.

FILGOTINIB IN RHEUMATOID ARTHRITIS
Effectiveness in phase II/III trials
Filgotinib in methotrexate-resistant RA
Primary studies to investigate FIL’s effectiveness in RA 
were conducted in patients who could not achieve low 
disease activity or disease remission with methotrexate 
(MTX). DARWIN 1, a phase IIb, 24-week, randomized 
clinical trial (RCT) divided 594 patients into six FIL treated 
groups (50/100/200 mg daily or 25/50/100 mg twice 
daily) and one placebo group to establish efficacious 
dosage (Table 1).12 A significant difference was observed 
in the American College of Rheumatology (ACR)20 re-
sponse (12 weeks) in FIL 200 mg daily, 100 mg daily 
and 100 mg twice daily treated arms versus placebo. 
For ACR 20/50/70 responses, the higher the FIL dose, 
the highest the number of patients achieving these 
responses was. All FIL-treated arms at 24 weeks mas-
tered a greater ACR50, ACR70 and Health Assessment 
Questionnaire-Disability Index (HAQ-DI) in comparison 
to placebo arm. (all p<0.05). At week 12, 66 patients 
either on placebo or on FIL <100 mg total daily dose who 
did not achieve an ACR20 response, were reassigned 
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to receive 100 mg total daily dose, and achieved better 
ACR20/50/70 responses. Both clinical assessment 
scores, Disease Activity Score (DAS) 28 [C-reactive 
protein (CRP)] and Clinical Disease Activity Index (CDAI) 
showed a significant dose-response decrease in all FIL 
treated patients (except 50 mg FIL in CDAI) at week 24. 
This dose-response relationship depicted in DARWIN 
1 established the efficacy of 100 mg and 200 mg FIL 
doses over lower ones. 
Another RCT explored the impact of FIL in disease ac-
tivity parameters in patients with moderately or severely 
active RA already under treatment with MTX. Combe et 
al. in their phase III trial randomised patients into four 
treatment groups, FIL 100 mg daily, FIL 200 mg daily, 
Adalimumab (ADA) 40 mg biweekly or placebo for 52 
weeks (Table 1).13 FINCH 1 trial (phase III RCT) assessed 
the Japanese sub-population from the original pool of 
1755 patients of Combe et al up to 24 weeks (Table 1).14 
For the original population, primary endpoint, ACR20 
response, was met for significantly more patients in 
the FIL plus MTX groups versus the placebo plus MTX 
group [76.6% for FIL 200 mg and 69.8% for FIL 100 mg 
versus 49.9% for placebo (all p<0.001)]. Key secondary 
points, HAQ-DI and DAS28(CRP) <2.6, also performed 
significantly better for FIL compared to placebo at 12 
weeks. At 24 weeks radiographic measurements were 
favourable for the FIL groups (p<0.05). Concerning 
head-to-head comparison with ADA, only FIL 200 mg 
was non-inferior for DAS28(CRP) ≤3.2 at 12 weeks.13 
The Japanese sub-population had consistent results 
with the original study population for the primary and key 
secondary outcomes.14

Filgotinib in unresponsive/intolerant to bDMARDs RA
FINCH 2 study uniquely explored the effects of FIL in 
patients with moderate to severe RA who were refractory 
to one or more biologic disease-modifying antirheumatic 
drugs (bDMARDs), receiving concomitant stable treat-
ment with csDMARDs (Table 1).15 This phase III RCT in-
cluded 449 patients, randomised to receive FIL 200 mg, 
FIL 100 mg or placebo for 24 weeks. Primary endpoint, 
ACR20, was met for 66.0% and 57.5% of FIL, 200 mg 
and 100 mg, respectively, and 31.1% of placebo treated 
patients, proving a significant difference. Furthermore, 
key secondary outcomes, namely DAS28(CRP) (<2.6 
and <3.2) and HAQ-DI presented significant superiority 
for FIL group as compared to placebo at 12 and 24 
weeks.

Filgotinib in MTX-naïve RA
In FINCH 3 study, a phase III RCT, FIL (100 mg or 200 
mg) plus MTX outweighed MTX monotherapy in MTX 
naïve patients when ACR20/50/70, DAS28(CRP)<2.6 
and HAQ-DI responses were considered (all p<0.05) 
at 24 weeks (Table 1).16 Furthermore, patients on any 

FIL dose plus MTX performed better on Short Form 36–
Physical Component Score (SF-36 PCS) and had less 
radiographic progression versus patients on MTX alone, 
while Functional Assessment of Chronic Illness Therapy 
Fatigue Scale (FACIT-F) scores were interchangeable.

Filgotinib monotherapy in RA
FIL as stand-alone, once daily, 24-weeks therapy was 
firstly explored in a phase II RCT with three actively 
treated and a placebo arm, the DARWIN 2 study (Table 
1).17 DARWIN 2 recruited 283 patients with moderate 
to severe active RA who had failed MTX treatment and 
underwent a minimum of four weeks wash out period 
prior to study initiation. Primary outcome was ACR20 re-
sponse to treatment at week 12, which was achieved in 
all FIL arms (50 mg, 67%; 100 mg, 66%; 200 mg, 73%) 
in comparison to placebo (29% all p<0.0001). A similar 
pattern was followed by ACR50 responses at 12 weeks 
for FIL-treated patients, while patients receiving the 
highest FIL doses were more likely to reach an ACR70 
response. Placebo and FIL 50 mg treated patients who 
failed to reach the ACR20 goal were re-randomised to FIL 
100 mg at week 12 and exhibited a similar ACR20/50/70 
response to the original 100 mg arm at week 24. The 
proportion of patients with ACR20/50 responses was 
sustained throughout the study, and even increased 
in the case of ACR70. DAS28(CRP), CDAI, Simplified 
disease activity index (SDAI), EULAR "good" responses 
and Health-Related Quality of Life (HRQoL) significantly 
improved in all FIL arms at week 12 compared to pla-
cebo. DARWIN 2 displayed that FIL dose and disease 
activity were generally inversely related. Westhovens et 
al. in their phase III RCT randomised 1252 RA patients 
with limited or no MTX exposure to receive either FIL (in 
two distinct doses) in combination with MTX or mono-
therapy with FIL/methotrexate (FINCH 3 study, Table 
1).16 For the ACR20 response, FIL 200 mg monother-
apy when compared to methotrexate alone showed no 
superiority at week 24, contrary to week 52 when FIL 
significantly prevailed. Furthermore, comparison in both 
arms for SF-36 and FACIT-F proved neutral, however 
they differed significantly in modified Total Sharp Score 
(mTSS), HAQ-DI in favor of FIL and a higher number of 
patients receiving FIL achieved a DAS28(CRP)<2.6 and 
ACR50/70 responses at weeks 24 and 52.16

Long-term extension studies
Useful insights into FIL’s effectiveness and safety in the 
long run, are provided by long term extension studies 
(LTE). DARWIN 3 (Table 1) study recruited eligible 
patients from DARWIN 1 and 2 for an additional period 
of four years, while they received treatment with FIL 
200 mg total daily dose with or without MTX. This trial 
conferred results emphasising FIL’s longitudinal benefit 
in RA activity scores with an ACR20/50/70 response of 

FILGOTINIB IN RA
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89.3%/69.6%/49.1% and 91.8%/69.4%/44.4% in the 
FIL plus MTX and FIL monotherapy groups respectively. 
By the study end, approximately half of the patients on 
any group achieved a DAS28(CRP)<2.6.18 However, 
DARWIN 3 study results were hindered by the high 
discontinuation rate (46.7% in FIL plus MTX group and 
43.8% in FIL monotherapy group) mainly attributed to 
adverse effects and should be viewed with caution. 
FINCH 4 is the extension study of FINCH 1 with a cur-
rently ongoing horizon of 6 years follow-up (Table 1). 
Preliminary data up to 48 weeks are provided for the two 
group of patients studied (FIL 100 mg plus MTX, FIL 200 
mg plus MTX) after rerandomising the ADA group from 
the parent study. At 48 weeks, 94% of patients in the 
FIL 200 mg plus MTX arm and 92% of FIL 100 mg plus 
MTX arm managed an ACR20 response. ACR 50/70 
were 75%/57% and 83%/58% for FIL 200 mg plus MTX 
and FIL 100 mg plus MTX respectively. Disease activity 
measured as DAS28(CRP)<2.6 was reported for 81% of 
patients treated with FIL 200 mg and 74% of patients in 
the FIL 100 mg arm.19

Safety
FIL proved to be well tolerated during DARWIN 1 and 
DARWIN 2 phase IIb trials with similar rate of adverse 
events reported across all study groups for each study.12,17 
Serious infections occurred in 6 (one received placebo) 
and 4 (one received placebo) patients in DARWIN 1 and 
2 respectively, while herpes zoster infection occurred in 
collectively 6 patients (one received placebo). DARWIN 
1 reports two cardiovascular events namely a stroke 
and a myocardial infraction during study duration.12 
Data from DARWIN 3 trial, which investigated adverse 
events for up to 4 years of FIL’s continued use, revealed 
a low exposure-adjusted incidence rates (EAIRs) per 100 
patient-years of exposure (PYE) for any serious infection 
(0.6 in FIL plus MTX group and 1.7 in FIL monotherapy 
group). Similar low EAIRs are for herpes zoster infection 
(1.3 and 1.5 per 100 PYE in the FIL plus MTX and mono-
therapy groups, respectively) and major cardiovascular 
events (MACE) (0.2 per 100 PYE for both arms). For 
all infectious adverse effects combined in DARWIN 3, 
calculated EAIRs were 16.3 in the FIL plus MTX arm and 
15.9 in FIL monotherapy arm.18 On the contrary, in the 
phase III trial performed by Combe et al., patients with 
RA treated with FIL or ADA experienced more infections 
and serious infections versus patients receiving placebo. 
Herpes zoster infection was reported in 0.4% of FIL 
or placebo treated patients and 0.6% of ADA treated. 
Furthermore, venous thromboembolism occurred in one 
patient from FIL group and two patients from placebo 
group and MACE occurred in four patients (one in FIL, 
two in ADA and one in placebo arm). All in all, integrated 
results from DARWIN 1-3 and FINCH 1-4 studies outline 
a higher rate of infectious adverse effects (apart from her-

pes zoster infection) among FIL treated patients versus 
placebo for the placebo-controlled time.20 Calculated 
EAIRs for deaths were similar for FIL and placebo 
(0.6/100PYE) while herpes zoster infections, MACE, and 
venous thromboembolism were infrequently reported.20

FILGOTINIB IN OTHER INFLAMMATORY 
DISEASES
A limited number of studies examined FIL’s efficacy in 
mitigating arthritic symptomatology in patients with 
SpA. These studies were phase II RCTs and provided 
beneficial evidence. For AS in TORTUGA trial (Table 2), 
FIL provided a clear benefit, as patients on FIL achieved 
a significant reduction in Ankylosing Spondylitis Disease 
Activity Score (ASDAS) compared to placebo treated 
patients. Furthermore, a higher proportion of patients 
reached an Assessment of SpondyloArthritis international 
Society (ASAS) 20 and ASAS40 response in the FIL arm 
versus the placebo arm.21 On the other hand, EQUATOR 
trial was designed to test FIL’s potential as a therapeutic 
agent in patients with PsA (Table 2). Results show that 
more patients in the FIL arm achieved an ACR20/50/70 
response compared with placebo and these were all sig-
nificant differences. FIL also managed greater improve-
ments in Disease Activity Index for Psoriatic Arthritis 
(DAPSA) scores and psoriasis [measured with Psoriasis 
Area and Severity Index 75(PASI75)] versus placebo.22 
However, both TORTUGA trial and EQUATOR trial had 
a small number of participants, and more studies are 
needed to confirm these results.21,22 
Inflammatory bowel diseases are another therapeutic 
target for JAKi with tofacitinib and upadacitinib already 
being used successfully in UC.7,8 Gastroenterologists in-
clude FIL in their official armamentarium for the treatment 
of UC based on positive results from SELECTION and 
SELECTIONLTE trials.23,24 For Crohn’s disease, results 
were ambiguous; in DIVERGENCE trial FIL performed 
poorly and did not meet trial’s endpoints,25 while in 
FIRZROY trial more patients receiving FIL achieved dis-
ease remission compared to placebo.26

CONCLUSION 
Filgotinib is a selective inhibitor of JAK1 isoform and the 
latest of this class to receive official approval for use in 
rheumatoid arthritis. Beneficial effects are depicted in 
both disease activity parameters and quality of life index-
es in moderate or severe RA with or without background 
csDMARDs and in patients who have failed bDMARDs. 
In head-to-head comparison with ADA, FIL 200 mg was 
non-inferior. LTE studies illustrate a longitudinal efficacy 
profile of filgotinib while safety profile is marked by the 
elevated risk of infectious adverse effects, with the 
exception of herpes zoster infection which has a low 
incidence.



5

TITLE

AUTHOR CONTRIBUTIONS
ES, DD acquisition, analysis and interpretation of data, 
manuscript drafting and critical revision for important 
intellectual content. AS, VS, KT, EPAP, EPAG, PA anal-
ysis and interpretation of data, manuscript drafting and 
critical revision for important intellectual content. MGM, 
MTC analysis and interpretation of data and critical 
revision for important intellectual content. NK, CA study 
concept and design, analysis and interpretation of data, 
and critical revision for important intellectual content; All 
the authors have read and approved the final version of 
the manuscript and agreed to take full responsibility for 
the integrity and accuracy of all aspects of the work. 

ACKNOWLEDGEMENTS
None.

CONFLICT OF INTEREST 
The authors declare no conflict of interest.

FUNDING
No funding was received for the current study.

ETHICS APPROVAL AND WRITTEN INFORMED 
CONSENTS STATEMENTS
No ethical committee approval was required, and no 
informed consent was needed for this review by the 
Department, because this article does not contain any 
studies with human participants or animals.

REFERENCES
1.	 Schwartz DM, Kanno Y, Villarino A, Ward M, Gadina M, O’Shea JJ. 

JAK inhibition as a therapeutic strategy for immune and inflammatory 
diseases. Nat Rev Drug Discov 2017 Dec 6;16(12):843–62. 

2.	 Morris R, Kershaw NJ, Babon JJ. The molecular details of cytokine 
signaling via the JAK/STAT pathway. Protein Science 2018 Dec 
15;27(12):1984–2009. 

3.	 Pandolfi F, Franza L, Carusi V, Altamura S, Andriollo G, Nucera 
E. Interleukin-6 in Rheumatoid Arthritis. Int J Mol Sci 2020 Jul 
23;21(15):5238. 

4.	 Fragoulis GE, Siebert S, McInnes IB. Therapeutic Targeting of IL-
17 and IL-23 Cytokines in Immune-Mediated Diseases. Annu Rev 
Med 2016 Jan 14;67(1):337–53. 

5.	 Jyseleca | European Medicines Agency [Internet]. [cited 2023 Oct 
29]. Available from: https://www.ema.europa.eu/en/medicines/
human/EPAR/jyseleca

6.	 Olumiant | European Medicines Agency [Internet]. [cited 2023 Oct 
29]. Available from: https://www.ema.europa.eu/en/medicines/
human/EPAR/olumiant

7.	 Xeljanz | European Medicines Agency [Internet]. [cited 2023 Oct 
29]. Available from: https://www.ema.europa.eu/en/medicines/
human/EPAR/xeljanz

8.	 Rinvoq | European Medicines Agency [Internet]. [cited 2023 Oct 
29]. Available from: https://www.ema.europa.eu/en/medicines/
human/EPAR/rinvoq

9.	 Traves PG, Murray B, Campigotto F, Galien R, Meng A, Di Paolo 
JA. JAK selectivity and the implications for clinical inhibition 
of pharmacodynamic cytokine signalling by FIL, upadacitinib, 
tofacitinib and baricitinib. Ann Rheum Dis 2021 Jul 1;80(7):865–75. 

10.	Hernández-Cruz B, Kiltz U, Avouac J, Treuer T, Haladyj E, Gerwien 
J, et al. Systematic Literature Review of Real-World Evidence on 

Baricitinib for the Treatment of Rheumatoid Arthritis. Rheumatol 
Ther 2023 Dec;10(6):1417-1457

11.	Braun J, Kiltz U, Baraliakos X. Management of Axial Spondyloarthritis 
– Insights into Upadacitinib. Drug Des Devel Ther 2022 Oct;Volume 
16:3609–20. 

12.	Westhovens R, Taylor PC, Alten R, Pavlova D, Enríquez-Sosa F, 
Mazur M, et al. FIL (GLPG0634/GS-6034), an oral JAK1 selective 
inhibitor, is effective in combination with methotrexate (MTX) in 
patients with active rheumatoid arthritis and insufficient response 
to MTX: results from a randomised, dose-finding study (DARWIN 
1). Ann Rheum Dis 2017 Jun 1;76(6):998–1008. 

13.	Combe B, Kivitz A, Tanaka Y, van der Heijde D, Simon JA, Baraf 
HSB, et al. FIL versus placebo or adalimumab in patients with 
rheumatoid arthritis and inadequate response to methotrexate: 
a phase III randomised clinical trial. Ann Rheum Dis 2021 Jul 
1;80(7):848–58. 

14.	Tanaka Y, Matsubara T, Atsumi T, Amano K, Ishiguro N, Sugiyama 
E, et al. Efficacy and safety of FIL in combination with methotrexate 
in Japanese patients with active rheumatoid arthritis who have an 
inadequate response to methotrexate: Subpopulation analyses of 
24-week data of a global phase 3 study (FINCH 1). Mod Rheumatol 
2022 Feb 28;32(2):263–72. 

15.	Genovese MC, Kalunian K, Gottenberg JE, Mozaffarian N, Bartok 
B, Matzkies F, et al. Effect of FIL vs Placebo on Clinical Response in 
Patients With Moderate to Severe Rheumatoid Arthritis Refractory 
to Disease-Modifying Antirheumatic Drug Therapy. JAMA 2019 Jul 
23;322(4):315. 

16.	Westhovens R, Rigby WFC, van der Heijde D, Ching DWT, 
Stohl W, Kay J, et al. FIL in combination with methotrexate or as 
monotherapy versus methotrexate monotherapy in patients with 
active rheumatoid arthritis and limited or no prior exposure to 
methotrexate: the phase 3, randomised controlled FINCH 3 trial. 
Ann Rheum Dis 2021 Jun 1;80(6):727–38. 

17.	Kavanaugh A, Kremer J, Ponce L, Cseuz R, Reshetko O V, 
Stanislavchuk M, et al. FIL (GLPG0634/GS-6034), an oral selective 
JAK1 inhibitor, is effective as monotherapy in patients with active 
rheumatoid arthritis: results from a randomised, dose-finding study 
(DARWIN 2). Ann Rheum Dis 2017 Jun 1;76(6):1009–19. 

18.	Kavanaugh A, Westhovens RR, Winthrop KL, Lee SJ, Tan Y, An 
D, et al. Safety and Efficacy of FIL: Up to 4-year Results From 
an Open-label Extension Study of Phase II Rheumatoid Arthritis 
Programs. J Rheumatol 2021 Aug 1;48(8):1230–8. 

19.	Tanaka Y, Matsubara T, Atsumi T, Amano K, Ishiguro N, Sugiyama 
E, et al. Safety and efficacy of FIL for Japanese patients with RA and 
inadequate response to MTX: FINCH 1 52-week results and FINCH 
4 48-week results. Mod Rheumatol 2023 Jul 4;33(4):668–79. 

20.	Winthrop KL, Tanaka Y, Takeuchi T, Kivitz A, Matzkies F, 
Genovese MC, et al. Integrated safety analysis of FIL in patients 
with moderately to severely active rheumatoid arthritis receiving 
treatment over a median of 1.6 years. Ann Rheum Dis 2022 Feb 
1;81(2):184–92. 

21.	van der Heijde D, Baraliakos X, Gensler LS, Maksymowych WP, 
Tseluyko V, Nadashkevich O, et al. Efficacy and safety of FIL, a 
selective Janus kinase 1 inhibitor, in patients with active ankylosing 
spondylitis (TORTUGA): results from a randomised, placebo-
controlled, phase 2 trial. Lancet 2018 Dec 1;392(10162):2378–87. 

22.	Mease P, Coates LC, Helliwell PS, Stanislavchuk M, Rychlewska-
Hanczewska A, Dudek A, et al. Efficacy and safety of FIL, a selective 
Janus kinase 1 inhibitor, in patients with active psoriatic arthritis 
(EQUATOR): results from a randomised, placebo-controlled, phase 
2 trial. Lancet 2018 Dec 1;392(10162):2367–77. 

23.	Stene R. Efficacy and Safety Outcomes Up to ~4 Years of Treatment 
With FIL 200 mg Among Patients With Ulcerative Colitis: Results 
From the SELECTIONLTE Study. Gastroenterol Hepatol (N Y) 2023 
Apr;19(4 Suppl 1):10–1. 

24.	Schreiber S, Feagan BG, Peyrin-Biroulet L, Vermeire S, Faes M, 
Harris K, et al. FIL Improved Health-Related Quality of Life and Led 
to Comprehensive Disease Control in Individuals with Ulcerative 
Colitis: Data from the SELECTION Trial. J Crohns Colitis 2023 Jun 

FILGOTINIB IN RA



MEDITERRANEAN JOURNAL 
OF RHEUMATOLOGY

6

35
1
2024 SUPPLEMENT

MEDITERRANEAN JOURNAL 
OF RHEUMATOLOGY

35
1
2024 SUPPLEMENT

16;17(6):863–75. 
25. D’Haens GR, Lee S, Taylor SA, Serone A, Rimola J, Colombel JF,

et al. FIL for the Treatment of Small Bowel Crohn’s Disease: The
DIVERGENCE 1 Trial. Gastroenterology 2023 Jul 1;165(1):289-
292.e3.

26. Vermeire S, Schreiber S, Petryka R, Kuehbacher T, Hebuterne X,
Roblin X, et al. Clinical remission in patients with moderate-to-
severe Crohn’s disease treated with FIL (the FITZROY study): results
from a phase 2, double-blind, randomised, placebo-controlled trial. 
Lancet 2017 Jan 21;389(10066):266–75.



7

TITLE

Ta
bl

e 
1.

 C
ha

ra
ct

er
ist

ics
 o

f fi
lg

ot
in

ib
’s 

rh
eu

m
at

oi
d 

ar
th

rit
is 

tri
als

.

Inv
es

tig
at

or
s

Ty
pe

Tr
ial

 nu
m

be
r

Na
m

e

Di
ag

no
sis

Di
se

as
e 

ch
ar

ac
te

ris
tic

s
Nu

m
be

r o
f 

Pa
tie

nt
s 

ra
nd

om
ize

d

Int
er

ve
nt

ion
Int

er
ve

nt
ion

 
do

se
/ti

m
e o

f 
ad

m
ini

str
at

ion

Du
ra

tio
n o

f 
int

er
ve

nt
ion

Co
-

m
ed

ica
tio

n
(D

M
AR

Ds
)

Pr
im

ar
y 

en
dp

oin
ts

Se
co

nd
ar

y e
nd

po
int

s

We
sth

ov
en

s e
t a

l.
NC

T0
18

88
87

4
RC

T p
ha

se
 IIb

DA
RW

IN
 1

RA
Mo

de
rat

e-t
o-

se
ve

re 
ac

tiv
ity,

 
bD

MA
RD

s n
aiv

e

59
4

(1:
1:1

:1:
1:1

:1)
Pla

ce
bo

FIL
50

/10
0/2

00
 m

g 
on

ce
 da

ily
or 

25
/50

/10
0 m

g 
tw

ice
 da

ily

24
 w

ee
ks

MT
X

(st
ab

le 
do

se
)

AC
R2

0
(12

 w
ee

ks
)

 A
CR

50
/70

, A
CR

-N
,

DA
S2

8 (
CR

P),
 LD

A/
rem

iss
ion

,
EU

LA
R 

res
po

ns
e, 

AC
R/

EU
LA

R 
rem

iss
ion

 
CD

AI,
 S

DA
I H

RQ
oL

 
HA

Q-
DI

Tw
ice

 da
ily

Ka
va

na
ug

h e
t a

l.
RC

T p
ha

se
 II 

b
NC

T 0
18

94
51

6
DA

RW
IN

 2

RA
Mo

de
rat

e-t
o-

se
ve

re 
ac

tiv
ity,

 
MT

X f
ailu

re

28
3

(1:
1:1

:1)
Pla

ce
bo

FIL
50

/10
0/2

00
 m

g 
da

ily
24

 w
ee

ks
No

ne
 

(≥4
-w

ee
k 

wa
sh

ou
t fr

om
 

MT
X)

AC
R2

0 
(12

 w
ee

ks
)

AC
R2

0/5
0/7

0, 
AC

R-
N,

DA
S2

8 (
CR

P),
 LD

A/
rem

iss
ion

,
EU

LA
R 

res
po

ns
e, 

AC
R/

EU
LA

R 
rem

iss
ion

 
CD

AI,
 S

DA
I, H

RQ
oL

, 
HA

Q-
DI

Ca
ps

ule
s d

aily

Ka
va

na
ug

h e
t a

l. O
pe

n 
LT

E s
tud

y
NC

T0
20

65
70

0
DA

RW
IN

 3

RA
LT

E s
tud

y o
f 

DA
RW

IN
 1,

2
73

9
49

7
FIL

20
0 m

g o
nc

e o
r 

10
0 m

g t
wi

ce
 da

ily
4 y

ea
rs

MT
X

Ad
ve

rse
 

eff
ec

ts,
 

lab
ora

tor
y 

ab
no

rm
alit

ies

AC
R2

0/5
0/7

0
DA

S2
8 (

CR
P)

24
2

20
0m

g o
nc

e o
r 

10
0m

g t
wi

ce
 da

ily
No

ne

Ta
na

ka
 et

 al
.

Ph
as

e I
II

NC
T0

28
89

79
6

FIN
CH

 1

RA
Mo

de
rat

e-t
o-

se
ve

re 
ac

tiv
ity

14
7

40
FIL

20
0 m

g d
aily

24
 w

ee
ks

MT
X 

(st
ab

le 
do

se
)

AC
R2

0 (
12

 
we

ek
s)

AC
R5

0/7
0, 

DA
S2

8 
(C

RP
) H

AQ
-D

I, S
F-

36
, 

PC
S,

FA
CI

T, 
SJ

C,
 TJ

C,
 pa

in,
 

PG
A 

(ph
ys

icia
n’s

 an
d 

pa
tie

nt’
s),

 hs
CR

P

41
FIL

10
0 m

g d
aily

28
AD

A
40

 m
g b

iw
ee

kly

48
Pla

ce
bo

Ta
ble

ts 
or 

inj
ec

tio
ns

Ge
no

ve
se

 et
 al

.
Ph

as
e I

II
NC

T0
28

73
93

6
FIN

CH
 2 

RA
Mo

de
rat

e-t
o-

se
ve

re 
RA

,
ina

de
qu

ate
 

res
po

ns
e/

int
ole

ran
ce

 to
 ≥1

 
pri

or 
bD

MA
RD

s

44
9

(1:
1:1

)
FIL

Pla
ce

bo

FIL
20

0 m
g d

aily
24

 w
ee

ks
10

0%
 

(83
%)

 M
TX

99
.3%

 
(78

.4%
 M

TX
)

10
0%

 
(84

.4%
 M

TX
)

AC
R2

0
(12

 w
ee

ks
)

AC
R 

20
/50

/70
, 

DA
S2

8(C
RP

), H
AQ

-D
I, 

SF
-3

6, 
FA

CI
T, 

SD
AI,

 
CD

AI
10

0 m
g d

aily

Ta
ble

ts 
da

ily

co
nt

in
ue

d 
on

 th
e 

ne
xt

 p
ag

e

FILGOTINIB IN RA



MEDITERRANEAN JOURNAL 
OF RHEUMATOLOGY

8

35
1
2024 SUPPLEMENT

MEDITERRANEAN JOURNAL 
OF RHEUMATOLOGY

35
1
2024 SUPPLEMENT

Ta
bl

e 
1.

 C
ha

ra
ct

er
ist

ics
 o

f fi
lg

ot
in

ib
’s 

rh
eu

m
at

oi
d 

ar
th

rit
is 

tri
als

.

Inv
es

tig
at

or
s

Ty
pe

Tr
ial

 nu
m

be
r

Na
m

e

Di
ag

no
sis

Di
se

as
e 

ch
ar

ac
te

ris
tic

s
Nu

m
be

r o
f 

Pa
tie

nt
s 

ra
nd

om
ize

d

Int
er

ve
nt

ion
Int

er
ve

nt
ion

 
do

se
/ti

m
e o

f 
ad

m
ini

str
at

ion

Du
ra

tio
n o

f 
int

er
ve

nt
ion

Co
-

m
ed

ica
tio

n
(D

M
AR

Ds
)

Pr
im

ar
y 

en
dp

oin
ts

Se
co

nd
ar

y e
nd

po
int

s

We
sth

ov
en

s e
t a

l.
RC

T P
ha

se
 III

NC
T 0

28
86

72
8

FIN
CH

 3

RA
MT

X n
aïv

e 
pa

tie
nts

12
52

(2:
1:1

:2)
FIL FIL MT

X

FIL
20

0 m
g d

aily
52

 w
ee

ks
10

0%
No

ne
No

ne

10
0%

AC
R2

0 
(24

 w
ee

ks
)

AC
R 

20
/50

/70
, H

AQ
-

DI
, D

AS
28

(C
RP

), 
mT

SS
, S

F-
36

 P
CS

, 
FA

CI
T-F

, S
DA

I, C
DA

I, 
PA

IN
, S

JC
, T

JC
, p

ain
, 

PG
A 

(ph
ys

icia
n’s

 an
d 

pa
tie

nt’
s),

 hs
CR

P 

10
0 m

g d
aily

20
0 m

g d
aily

Or
ally

 on
ce

 w
ee

kly

Ta
na

ka
 et

 al
.

LT
E s

tud
y

NC
T0

30
25

30
8 F

IN
CH

 
4

RA

LT
E s

tud
y o

f 
FIN

CH
 1 

elig
ibl

e 
pa

tie
nts

11
5

(56
/59

)

FIL
10

0 m
g d

aily
20

0 m
g d

aily

48
 w

ee
ks

MT
X 

(st
ab

le 
do

se
)

Ad
ve

rse
 

eff
ec

ts,
 

lab
ora

tor
y 

ab
no

rm
alit

ies

AC
R 

20
/50

/70
, 

DA
S2

8(C
RP

), C
DA

I, 
SD

AI,
 an

d B
oo

lea
n 

rem
iss

ion
 en

dp
oin

ts,
 

SF
-3

6 P
CS

, F
AC

IT-
Fa

tig
ue

, H
AQ

-D
I, p

ain
, 

hs
CR

P
Co

mb
e e

t a
l.

RC
T p

ha
se

 III
NC

T0
28

89
79

6

RA
Mo

de
rat

e-t
o-

se
ve

re 
ac

tiv
ity

17
55

(3:
3:2

:3)
FIL AD

A
Pla

ce
bo

FIL
20

0 m
g d

aily
52

 w
ee

ks
MT

X
(st

ab
le 

do
se

)
AC

R2
0

(w
ee

k 1
2)

HA
Q-

DI
, D

AS
28

(C
RP

), 
Ra

dio
gra

ph
ic 

pro
gre

ss
ion

 (m
TS

S),
 

SF
-3

6, 
FA

CI
T-F

, A
CR

 
50

/70
, S

DA
I, C

DA
I

10
0 m

g d
aily

40
 m

g b
iw

ee
kly

Ta
ble

ts 
da

ily 
or 

inj
ec

tio
ns

24
 w

ee
ks

AC
R;

 A
me

ric
an

 C
oll

eg
e o

f R
he

um
ato

log
y: 

AD
A;

 A
da

lim
um

ab
: b

DM
AR

Ds
; b

iol
og

ic 
Dis

ea
se

-M
od

ify
ing

 A
nti

rhe
um

ati
c D

rug
s: 

CD
AI;

 C
lin

ica
l d

ise
as

e a
cti

vit
y i

nd
ex

: C
RP

; C
-re

ac
tiv

e p
rot

ein
: D

AS
; 

Dis
ea

se
 ac

tiv
ity

 sc
ore

: E
UL

AR
;  

Eu
rop

ea
n 

All
ian

ce
 o

f A
ss

oc
iat

ion
s f

or 
Rh

eu
ma

tol
og

y: 
FA

CI
T-F

; F
un

cti
on

al 
As

se
ss

me
nt 

of 
Ch

ron
ic 

Illn
es

s T
he

rap
y F

ati
gu

e S
ca

le:
 F

IL;
 F

ilg
oti

nib
: H

AQ
-D

I; H
ea

lth
 

As
se

ss
me

nt 
Qu

es
tio

nn
air

e-D
isa

bil
ity

 In
de

x: 
HR

Qo
l; H

ea
lth

-R
ela

ted
 Q

ua
lity

 of
 Li

fe:
 LD

A;
 Lo

w 
dis

ea
se

 ac
tiv

ity
: L

TE
; lo

ng
-te

rm
 ex

ten
sio

n: 
MT

X; 
Me

tho
tre

xa
te:

 m
TS

S;
 m

od
ifie

d T
ota

l S
ha

rp 
Sc

ore
:  N

CT
; 

Na
tio

na
l C

lin
ica

l T
ria

ls:
 P

GA
; p

ati
en

t o
r p

hy
sic

ian
 gl

ob
al 

as
se

ss
me

nt:
 R

A;
 R

he
um

ato
id 

art
hri

tis
: R

CT
; R

an
do

mi
se

d 
co

ntr
oll

ed
 tr

ial:
 S

DA
I; S

im
pli

fie
d 

dis
ea

se
 ac

tiv
ity

 in
de

x: 
SF

-3
6 P

CS
; S

ho
rt 

Fo
rm

 
36

–P
hy

sic
al 

Co
mp

on
en

t S
co

re:
 S

JC
; S

wo
llen

 jo
int

 co
un

t: T
JC

; T
en

de
r jo

int
 co

un
t

co
nt

in
ue

d 
fro

m
 th

e 
pr

ev
io

us
 p

ag
e



9

TITLE

Ta
bl

e 
2.

 C
ha

ra
ct

er
ist

ics
 o

f fi
lg

ot
in

ib
’s 

ps
or

iat
ic 

ar
th

rit
is 

an
d 

an
ky

lo
sin

g 
sp

on
dy

liti
s 

tri
als

.

Inv
es

tig
at

or
s

Tr
ial

 nu
m

be
r

Ty
pe

Na
m

e

Di
ag

no
sis

Di
se

as
e 

ch
ar

ac
te

ris
tic

s
Nu

m
be

r o
f 

Pa
tie

nt
s 

ra
nd

om
ize

d

Int
er

ve
nt

ion
Int

er
ve

nt
ion

 
do

se
/ti

m
e o

f 
ad

m
ini

str
at

ion

Du
ra

tio
n o

f 
int

er
ve

nt
ion

Co
-m

ed
ica

tio
n

(D
M

AR
Ds

)
Pr

im
ar

y 
en

dp
oin

ts
Se

co
nd

ar
y e

nd
po

int
s

 va
n d

er 
He

ijd
e 

et 
al.

RC
T p

ha
se

 II
NC

T0
31

17
27

0
TO

RT
UG

A

AS
 A

cti
ve

 di
se

as
e 

(B
AS

DA
I≥4

) 
Sp

ina
l p

ain
 ≥4

, 
Ina

de
qu

ate
 

res
po

ns
e, 

or 
int

ole
ran

ce
 to

 ≥2
 

NS
AID

s

11
6

(1:
1)

FIL
20

0 m
g d

aily
12

 w
ee

ks
40

% 
cs

DM
AR

Ds
, 

AS
DA

S 
(ch

an
ge

 fro
m 

ba
se

lin
e 

thr
ou

gh
 12

 
we

ek
s)

 A
SD

AS
 (c

ha
ng

e 
ov

er 
tim

e),
 A

SA
S2

0, 
AS

AS
40

, A
SA

S5
/6,

 
AS

AS
 pa

rtia
l re

mi
ss

ion
, 

BA
SD

AI,
 B

AS
FI,

 B
AS

MI
, 

SJ
C,

 TJ
C,

 S
PA

RC
C 

MR
I s

co
re,

 S
F-

36
, 

AS
Qo

L

Pla
ce

bo
Ta

ble
ts 

da
ily

38
% 

cs
DM

AR
Ds

Me
as

e e
t a

l.
RC

T p
ha

se
 II

NC
T0

31
01

67
0

EQ
UA

TO
R 

Ps
A

Mo
de

rat
e-t

o-
se

ve
re 

ac
tiv

ity,
 

ins
uffi

cie
nt 

res
po

ns
e, 

or 
int

ole
ran

ce
 to

 ≥1
cs

DM
AR

Ds
 

13
1

(1:
1)

FIL
20

0 m
g

16
 w

ee
ks

72
% 

cs
DM

AR
Ds

, 
AC

R2
0

(16
 w

ee
ks

)
AC

R2
0/5

0/7
0, 

DA
S2

8 
(C

RP
), P

sA
RC

, 
SP

AR
CC

 En
the

sit
is 

Ind
ex

, P
AS

I75
, m

NP
SI,

 
MD

A,
 pr

uri
tus

, H
AQ

-D
I, 

pa
in,

 fa
tig

ue
, F

AC
IT-

F, 
DA

PS
A,

 PA
SD

AS
, L

EI 

Pla
ce

bo
Ca

ps
ule

s d
aily

76
% 

cs
DM

AR
Ds

AC
R;

 A
me

ric
an

 C
oll

eg
e o

f R
he

um
ato

log
y, 

AS
; A

nk
ylo

sin
g S

po
nd

ylit
is,

 A
SA

S;
 A

ss
es

sm
en

t o
f S

po
nd

ylo
art

hri
tis

 In
ter

na
tio

na
l S

oc
iet

y, 
AS

Qo
L; 

An
ky

los
ing

 S
po

nd
ylit

is 
Qu

alit
y

of 
Lif

e, 
AS

DA
S;

 A
nk

ylo
sin

g S
po

nd
ylit

is 
Dis

ea
se

 A
cti

vit
y S

co
re,

 B
AS

DA
I; B

ath
 A

nk
ylo

sin
g S

po
nd

ylit
is 

Dis
ea

se
 A

cti
vit

y I
nd

ex
, B

AS
FI;

 B
ath

 A
nk

ylo
sin

g S
po

nd
ylit

is 
Fu

nc
tio

na
l In

de
x, 

BA
SM

I;  
Ba

th 
An

ky
los

ing
 S

po
nd

ylit
is 

Me
tro

log
y I

nd
ex

, c
sD

MA
RD

s; 
co

nv
en

tio
na

l s
yn

the
tic

 D
ise

as
e-M

od
ify

ing
 A

nti
rhe

um
ati

c 
Dr

ug
s, 

DA
S;

 D
ise

as
e 

ac
tiv

ity
 sc

ore
, D

AP
SA

; D
ise

as
e 

Ac
tiv

ity
 In

de
x f

or 
Ps

ori
ati

c 
Ar

thr
itis

, F
AC

IT-
F; 

Fu
nc

tio
na

l A
ss

es
sm

en
t o

f C
hro

nic
 Ill

ne
ss

 Th
era

py
 Fa

tig
ue

 S
ca

le,
 FI

L; 
Fil

go
tin

ib,
 H

AQ
-D

I; H
ea

lth
 A

ss
es

sm
en

t Q
ue

sti
on

na
ire

-D
isa

bil
ity

 In
de

x, 
LE

I; L
ee

ds
 en

the
sit

is 
ind

ex
, M

RI;
 

Ma
gn

eti
c 

Re
so

na
nc

e 
Im

ag
ing

, M
DA

; M
ini

ma
l D

ise
as

e 
Ac

tiv
ity,

 m
NP

SI;
 m

od
ifie

d 
Na

il P
so

ria
sis

 S
ev

eri
ty 

Ind
ex

, N
CT

; N
ati

on
al 

Cli
nic

al 
Tri

als
, N

SA
ID

s; 
No

n-
St

ero
ida

l A
nti

-In
fla

mm
ato

ry 
Dr

ug
s, 

PA
SD

AS
;  P

so
ria

tic
 Ar

thr
itis

 D
ise

as
e A

cti
vit

y S
co

re,
 PA

SI;
 Ps

ori
as

is 
Ar

ea
 an

d S
ev

eri
ty 

Ind
ex

, P
sA

; P
so

ria
tic

 Ar
thr

itis
, P

sA
RC

; P
so

ria
tic

 Ar
thr

itis
 R

es
po

ns
e C

rite
ria

, R
CT

; R
an

do
mi

se
d c

on
tro

lled
 tri

al,
 

SF
-3

6; 
Sh

ort
 Fo

rm
 36

, S
JC

; S
wo

llen
 jo

int
 co

un
t, S

PA
RC

C;
  S

po
nd

ylo
art

hri
tis

 R
es

ea
rch

 C
on

so
rtiu

m 
of 

Ca
na

da
, T

JC
; T

en
de

r jo
int

 co
un

t

FILGOTINIB IN RA




