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ABSTRACT

Introduction: Global clinical trials in rheuma-
toid arthritis (RA) often do not recruit enough
patients from diverse racial and ethnic back-
grounds to identify any potential differences in
treatment outcome across such groups. To
overcome this limitation, using data from five
previous clinical trials and two ongoing trial

extensions, this study aimed to assess the effi-
cacy and safety of filgotinib in patients with RA
across geographic regions.
Methods: This was a post hoc, exploratory
analysis of data from male and female patients
with RA meeting the 2010 RA criteria as defined
by the American College of Rheumatology
(ACR) and European Alliance of Associations for
Rheumatology. Data were analyzed from
phase 2 (DARWIN 1–2) and phase 3 (FINCH
1–3) clinical trials, as well as two long-term
extension studies (DARWIN 3, FINCH 4), of fil-
gotinib. Efficacy endpoints included ACR
20%/50%/70% improvement (ACR20/50/70)
responses, disease activity score in 28 joints
using C-reactive protein [DAS28(CRP)], Clinical
Disease Activity Index scores, Boolean remis-
sion, and change from baseline in Health
Assessment Questionnaire–Disability Index
(HAQ-DI). Safety data were presented as exposure-
adjusted incidence rates per 100 patient-years of
exposure of treatment-emergent adverse events.
Results: Compared with placebo, at week 12 a
greater proportion of patients receiving filgo-
tinib 200 mg (FIL200) or 100 mg (FIL100)
achieved ACR20 (p\0.01), with similar out-
comes in most regions. Overall, the reduction in
HAQ-DI with FIL200 or FIL100 was greater
than with placebo (p\ 0.05) at week 12. Com-
pared with placebo, at week 24 the proportions
of patients achieving DAS28(CRP) B 3.2 were
greater for both doses of FIL, as seen in most
regions (p\0.01). Safety outcomes did not
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indicate regional or ethnic differences in the
safety profile of filgotinib.
Conclusion: Filgotinib efficacy and safety in
patients with RA were generally consistent
across geographic regions.

ClinicalTrials.gov Trial Registration Numbers:
NCT02889796; NCT02873936; NCT0288
6728; NCT03025308; NCT01888874; NCT01
894516; NCT02065700.
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Summary

with RA were generally consistent across 
a broad range of geographic regions

Study Rationale
Clinical trials in RA often

lack diversity in racial and 
ethnic backgrounds

geographic regions could
address this limitation

A larger proportion of patients 

achieved ACR20 at Week 12 
(p<0.01) across almost all

geographic regions

Week 12 reductions in HAQ-DI

than placebo (p<0.05) in all 
regions except South and

Southeast Asia

Study Design
Post hoc analysis of
          clinical trials 

        patients with RA7
Pooled data from patients from 

countries grouped into   
seven geographic
regions49

Patient population
Patients with RA meeting the ACR/

EULAR 2010 RA criteria

100
mg

Filgotinib PlaceboFilgotinib

200
mg

Safety
Safety outcomes did not indicate regional

36 Rheumatol Ther (2023) 10:35–51



PLAIN LANGUAGE SUMMARY

Clinical trials in rheumatoid arthritis recruit too
few patients from diverse ethnic backgrounds to
be able to identify differences in treatment
outcomes. In adults with moderate-to-severe
active rheumatoid arthritis who do not tolerate
or have responded poorly to other advanced
treatments, the Janus kinase inhibitor filgotinib
can be used alone or in combination with the
immunosuppressant methotrexate. Using data
from 4695 patients with rheumatoid arthritis
from five previous clinical trials and two ongo-
ing trial extensions, this paper examined the
efficacy and safety of filgotinib in patients with
rheumatoid arthritis across geographic loca-
tions worldwide.

Patients were grouped by region: North
America, South and Central America, Western
Europe, Eastern Europe, East Asia, South and
Southeast Asia, and Other (South Africa, New
Zealand, Australia, and Israel). The efficacy of
filgotinib in treating the symptoms of rheuma-
toid arthritis was assessed using several mea-
sures of disease activity, with changes in patient
quality of life determined using a health
assessment questionnaire. Safety data were
reported as the rates of side effects experienced
by patients.

Across different geographic regions, no major
differences in filgotinib treatment response
were observed. Rheumatoid arthritis disease
activity levels were consistently lower in
patients receiving filgotinib than in patients
receiving placebo. Across the regions examined,
quality-of-life scores also improved to a greater
degree in patients receiving filgotinib compared
with placebo. The rates of side effects, including
infections, were similar irrespective of region.
The number of deaths was low, mostly resulting
from cardiovascular events, infections, and
malignancies.

This study demonstrates that the efficacy and
safety of filgotinib are consistent in patients
with rheumatoid arthritis from a broad range of
geographic regions and ethnic backgrounds.

Keywords: Adverse effects; Disease-modifying
antirheumatic drug; Filgotinib; Outcomes;
Rheumatoid arthritis

Key Summary Points

Why carry out this study?

Most clinical trials in rheumatoid arthritis
(RA) do not adequately represent the race
and ethnicity of RA patient populations.

This study assessed the efficacy and safety
of filgotinib in patients with RA across
geographic regions.

What was learned from the study?

No major differences in filgotinib
treatment response were observed across
geographic regions.

Safety profiles were largely consistent
across regions, with reported differences
in safety outcomes likely the result of
small event numbers.

Filgotinib efficacy and safety in patients
with RA were therefore generally
consistent across geographic regions.

DIGITAL FEATURES

This article is published with digital features,
including a graphical abstract, to facilitate
understanding of the article. To view digital
features for this article, go to https://doi.org/10.
6084/m9.figshare.21108070.

INTRODUCTION

Clinical trials in rheumatoid arthritis (RA)
recruit too few patients from diverse ethnic
backgrounds to ensure generalizability across
ethnic groups and limiting the ability to iden-
tify any differences in treatment outcomes. This
is important as, while the global prevalence of
RA is reported to be between 0.24% [1] and
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0.46% [2], prevalence differs between geo-
graphic regions [2, 3] and between ethnic
groups, including indigenous populations [4–6].
Regional variations in placebo response and
adverse-event rates have also been reported in
clinical trials [7].

Consequently, some patient populations are
overrepresented in clinical trials, partly because
of economic factors, which can influence trial
access [8]. Importantly, there are also regional
inequities in treatment—often linked to
national economic factors and healthcare sys-
tems—especially with regard to access to bio-
logic disease-modifying antirheumatic drugs
(bDMARDs) [9, 10].

Filgotinib is a preferential Janus kinase
(JAK)-1 inhibitor approved for use in the Euro-
pean Union and Japan, alone or in combination
with methotrexate (MTX), for the treatment of
moderate-to-severe RA in adults who are intol-
erant or who have had an inadequate response
to DMARDs [11, 12]. The efficacy and safety of
filgotinib have been demonstrated in several
clinical trials in RA, including phase 2, phase 3,
and ongoing long-term extension (LTE) studies
[13–19].

The objective of this study was to assess the
efficacy and safety of filgotinib in patients with
RA across a range of geographic regions, using
pooled data from phase 2 and phase 3 clinical
trials and LTE studies to provide a larger popu-
lation of patients from different racial/ethnic
backgrounds.

METHODS

Study Design

This post hoc, exploratory analysis was con-
ducted using data from seven clinical trials of
filgotinib in patients with RA. Data were ana-
lyzed from patients who met the 2010 RA cri-
teria defined by the American College of
Rheumatology (ACR) and the European Alliance
of Associations for Rheumatology [20], from
phase 2 (DARWIN 1–2), phase 3 (FINCH 1–3),
and LTE studies (DARWIN 3, FINCH 4) [13–18].
The dates of safety data extraction were 16 July
2019 for DARWIN 3, and 18 December 2019 for

FINCH 4. These trials represent the randomized,
placebo-controlled data available for filgotinib
in patients with RA. For this analysis, patients
were grouped by geographic region: North
America, South and Central America, Western
Europe, Eastern Europe, East Asia, South and
Southeast Asia, and Other (Supplementary
Table S1). The efficacy and safety of filgotinib
200 mg and filgotinib 100 mg were compared
with those of placebo and evaluated across
regions.

Detailed methods for each clinical trial are
reported elsewhere and summarized in Table 1
[15–18, 21]. All trials were conducted in accor-
dance with the Declaration of Helsinki and the
International Council for Harmonisation Good
Clinical Practice guidelines. Trials were approved
by the institutional review board or ethics com-
mittee for each participating study center.
Patients provided written informed consent.

Efficacy

Efficacy analyses were conducted on data
pooled from three placebo-controlled phase 2
(DARWIN 1) and phase 3 (FINCH 1, FINCH 3)
trials, in which filgotinib was administered in
addition to MTX. In FINCH 1, patients elicited
an inadequate response to MTX, and in
FINCH 3, patients were MTX naı̈ve (Supple-
mentary Table S2) [13, 15, 21]. At week 12 in
DARWIN 1, patients in the placebo group
without at least 20% improvement in swollen
and tender joint counts were reassigned to fil-
gotinib (100 mg once daily or 50 mg twice
daily). In FINCH 1 and FINCH 3, such patients
moved to standard of care at week 14. For
analysis of each efficacy endpoint in this post
hoc analysis, patients were included as per ini-
tial randomization to treatment groups.

Binary efficacy endpoints were analyzed
using logistic regression. Subgroup analyses
using pooled data were conducted for
week 12 ACR 20%/50%/70% improvement
(ACR20/ACR50/ACR70) responses, week 24
disease activity score in 28 joints using C-reac-
tive protein [DAS28(CRP)] B 3.2 and\ 2.6,
week 24 Clinical Disease Activity Index
(CDAI) B 10 and B 2.8, and week 24 Boolean
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remission. Missing data were imputed using
nonresponder imputation. At week 12, change
from baseline in the Health Assessment Ques-
tionnaire–Disability Index (HAQ-DI) was ana-
lyzed using a mixed effects model for repeated
measures. There was no adjustment for
multiplicity.

Safety

Safety analyses were carried out on two sets of
pooled data from the seven trials. The first dataset
included as-randomized data from the 12-week
placebo-controlled period of DARWIN 1–2 and
FINCH 1–2. The second dataset included longer-
term as-treated data from all seven clinical
trials: FINCH 1–3, DARWIN 1–2, and the LTE
studies DARWIN 3 and FINCH 4 (Supplementary
Table S2).

Uncensored exposure-adjusted incidence
rates (EAIRs) per 100 patient-years of exposure
(PYE) were calculated for treatment-emergent
adverse events (TEAEs). EAIRs and correspond-
ing 95% confidence intervals (CIs) were deter-
mined using Poisson regression by treatment,
including study and treatment with an offset of
the natural log of exposure time. CIs for zero
counts were not presented. The Poisson model
was not adjusted by study, except when any
study had zero events within a treatment.

TEAEs of special interest were assessed. These
included infections, cardiovascular events, and
malignancies. Treatment-emergent major
adverse cardiovascular events (MACE), venous
thromboembolisms (VTEs; deep vein thrombo-
sis or pulmonary embolism), and arterial sys-
temic thromboembolism were adjudicated by
an independent committee for each trial.

RESULTS

Patients

A total of 4695 patients from seven studies were
included in the analyses (as-treated population).
The largest number of patients were from East-
ern Europe (n = 1807; 38.5%), followed by
North America (n = 985; 21.0%), South and

Central America (n = 748; 15.9%), East Asia
(n = 432; 9.2%), South and Southeast Asia
(n = 304; 6.5%), Western Europe (n = 274;
5.8%), and ‘‘Other’’ (i.e., South Africa, New
Zealand, Australia, and Israel; n = 145; 3.1%).
Baseline demographics were generally compa-
rable across geographic regions, except for race.
Some regional variability in prior exposure to
bDMARDs was observed, the lowest of which
was in South and Southeast Asia (Supplemen-
tary Tables S3–S9). Trials included in the pla-
cebo-controlled safety analysis set (N = 2346)
and pooled efficacy analysis set (N = 2135) are
presented in Supplementary Table S2. The
regional proportional representation within
these analysis sets was broadly similar to that in
the as-treated population described above.

Efficacy

In most regions, a larger proportion of patients
receiving filgotinib than placebo achieved
ACR20 at week 12 (p\0.01). This was true of all
regions, except for the category Other, which
had a relatively small sample of 69 (Fig. 1,
Supplementary Table S10). Similar results were
seen for ACR50 and ACR70 at week 12, which
were achieved by a greater proportion of
patients receiving filgotinib than placebo
(p\ 0.05) in all regions except South and
Southeast Asia and Other (Supplementary
Table S10). In most regions, numerically greater
proportions of patients receiving filgotinib
200 mg achieved ACR20 (exceptions South and
Central America and South and Southeast Asia),
ACR50 (exceptions were Western Europe and
South and Southeast Asia), and ACR70 (excep-
tions were Western Europe and Other) com-
pared with those receiving filgotinib 100 mg.
Week 12 reductions in HAQ-DI were greater for
filgotinib than placebo (p\ 0.05) in all regions
except South and Southeast Asia, with numeri-
cally greater reductions also apparent for
patients receiving filgotinib 200 mg compared
with filgotinib 100 mg (with the exception of
Other) (Fig. 1, Supplementary Table S11).

At week 24, the proportion of patients
achieving DAS28(CRP) B 3.2 was higher for fil-
gotinib than for placebo (p\ 0.01) in South and
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Central America, Western Europe, and Eastern
Europe. The proportion achieving
DAS28(CRP)\ 2.6 was greater for filgotinib
than placebo (p\0.05) in all regions except
Other (Fig. 1, Supplementary Table S12). For
most regions, a numerically greater proportion
of patients receiving filgotinib 200 mg com-
pared with filgotinib 100 mg achieved
DAS28(CRP) B 3.2 and DAS28(CRP)\2.6, with
the exception of South and Central America
and South and Southeast Asia (Supplementary
Table S12). For CDAI, the proportion of patients
achieving CDAI B 10 was greater for filgotinib
than placebo (p\ 0.05) in South and Central
America, Western Europe, and East Asia (Sup-
plementary Table S12). Numerically, a greater

proportion of patients in all regions other than
South and Southeast Asia achieved CDAI B 10
when receiving filgotinib 200 mg compared
with filgotinib 100 mg (Supplementary
Table S12). Week 24 Boolean remission rates
were higher for filgotinib than placebo
(p\ 0.05) in South and Central America and
Eastern Europe (Supplementary Table S13).

Safety

In placebo-controlled as-randomized analyses,
EAIRs of all TEAEs were higher for filgotinib
than placebo in North America and South and
Southeast Asia. In South and Central America,

Fig. 1 Pooled efficacy data for a ACR20, b HAQ-DI,
c DAS28(CRP) B 3.2, and d DAS28(CRP)\ 2.6.
Other = South Africa, New Zealand, Australia, and Israel.
For ACR20 and DAS28(CRP), 95% CIs and P values
were calculated from the logistic regression with treatment
groups, stratification factors, subgroup, study, and treat-
ment by subgroup included in the model. For HAQ-DI,
the MMRM included treatment, visit (as categorical
variable), subgroup, treatment by visit, treatment by
subgroup, baseline value, stratification factors, and study
as fixed effects, and patients as the random effect. LS mean,
95% CI, and P value were obtained from the MMRM.

The common stratification factor is prior exposure to
bDMARDs for the analysis through week 12 and includes
prior exposure to bDMARDs and presence of anti-cyclic
citrullinated peptide or rheumatoid factor for the analysis
through week 24. ACR20 American College of Rheuma-
tology 20% improvement, bDMARD biologic disease-
modifying antirheumatic drug, CI confidence interval,
DAS28(CRP) disease activity score in 28 joints using
C-reactive protein, FIL100/200 filgotinib 100 mg/200 mg,
HAQ-DI Health Assessment Questionnaire–Disability
Index, LS least squares, MMRM mixed effects model for
repeated measures, OR odds ratio
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EAIRs of all TEAEs were higher for placebo than
filgotinib 100 mg. In Western Europe, East Asia,
and Other, EAIRs of all TEAEs were higher for
placebo than filgotinib in some instances. EAIRs
of serious TEAEs were higher for filgotinib than
placebo in Eastern Europe and Other, and
higher for placebo than filgotinib in North
America and Western Europe. In South and
Central America, EAIRs of serious TEAEs were
higher than placebo in the filgotinib 200 mg
group, but lower than placebo in the filgotinib
100 mg group. In East Asia and South and
Southeast Asia, the opposite pattern was seen.
EAIRs of TEAEs leading to study discontinuation
were higher for filgotinib 200 mg than for pla-
cebo in North America, South and Central
America, Western Europe, and Other, and
higher for placebo than for either dose of

filgotinib in East Asia and South and Southeast
Asia (Table 2).

In as-treated analyses of longer-term data,
EAIRs of deaths were less than 1.0 per 100 PYE
in all regions. In the filgotinib 200 mg group,
deaths occurred in North America (n = 5), South
and Central America (n = 4), Western Europe
(n = 1), Eastern Europe (n = 5), and East Asia
(n = 1). Deaths in the filgotinib 100 mg group
occurred in South and Central America (n = 2),
Eastern Europe (n = 3), and South and Southeast
Asia (n = 1) (Supplementary Fig. S1). In all
regions, the CIs for EAIRs of deaths overlapped
between dose groups (although not presented
for zero counts), indicating that EAIRs of deaths
did not differ significantly between filgotinib
doses. The most common causes of death
overall were cardiovascular events (n = 11),

Fig. 2 EAIR of a serious infections, b herpes zosterb,
c malignancy other than NMSC (long-term, as-treated),
d major adverse cardiovascular events, and e venous
thromboembolism. Other = South Africa, New Zealand,
Australia, and Israel. aThe Poisson model was not adjusted

by study, except when any study had zero events within the
treatment. bData reported in Winthrop et al. 2022 [19].
CI confidence interval, EAIR exposure-adjusted incidence
rate, FIL100/200 filgotinib 100 mg/200 mg, NMSC non-
melanoma skin cancer, PYE patient-years of exposure
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infections (n = 8), and malignancies (n = 6).
Cardiovascular events accounted for most of the
deaths that occurred in North America, cardio-
vascular and respiratory events for deaths in
Eastern Europe, and infections for deaths in
South and Central America and East Asia.
Deaths due to malignancies occurred only in
Eastern Europe and North America.

EAIRs for infections were comparable across
filgotinib doses in most regions (Supplementary
Fig. S2). Across regions, the most common
infection was not consistently the same. Upper
respiratory tract infection (URTI) and urinary
tract infection (UTI) were the most common
infections in the Americas, whereas
nasopharyngitis and URTI were the most com-
mon in Europe and Asia. Bronchitis, influenza,
and latent tuberculosis were more common in
Eastern Europe, East Asia, and South and
Southeast Asia than other regions. URTI, UTI,
and gastroenteritis were the most common
infections in the Other category (data not
shown).

Serious infections were also comparable
across filgotinib doses in most regions but were
more common for filgotinib 100 mg than fil-
gotinib 200 mg in South and Central America
and in Eastern Europe (Fig. 2a). Pneumonia was
the most common serious infection in all geo-
graphic regions except South and Southeast
Asia and Other, where the most common seri-
ous infections were cellulitis and respiratory
tract infections, respectively (data not shown).
EAIRs for opportunistic infections were less
than 1.0 per 100 PYE for filgotinib in all regions
(Supplementary Fig. S3). Rates were highest in
East Asia (with filgotinib 200 mg) and in South
and Southeast Asia (with filgotinib 100 mg). No
active tuberculosis cases were reported with fil-
gotinib 200 mg in any region. Eastern Europe,
East Asia, and Southeast Asia each had one case
of tuberculosis reported with filgotinib 100 mg.

EAIRs for herpes zoster infection were mostly
comparable between filgotinib doses and were
highest in East Asia (Fig. 2b).

EAIRs for nonmelanoma skin cancer (NMSC)
were highest in the Other category (with filgo-
tinib 200 mg) and were not observed in Western
Europe, East Asia, or South and Southeast Asia

(Fig. S4). There was no discernible pattern of
malignancy occurrences.

EAIRs for malignancies (other than NMSC)
were highest in Western Europe and were not
observed in filgotinib groups in South and
Southeast Asia or Other (Fig. 2c).

EAIRs for MACE were highest in North
America for filgotinib 200 mg (n = 7; 1.5%), and
in South and Southeast Asia (n = 3; 2.7%) and
Other (n = 1; 2.1%) for filgotinib 100 mg
(Fig. 2d). EAIRs for VTE were low for filgotinib
200 mg in North America (n = 3; 0.65%), South
and Central America (n = 1; 0.26%), Western
Europe (n = 2; 1.39%), Eastern Europe (n = 1;
0.12%), and East Asia (n = 1; 0.51%). EAIRs for
VTE were generally higher for filgotinib 200 mg
versus 100 mg, since EAIRs for VTE for filgotinib
100 mg were recorded only in North America
(n = 1; 0.27%). No VTEs were reported in South
and Southeast Asia or Other (Fig. 2e).

DISCUSSION

These post hoc analyses of pooled data from
phase 2, phase 3, and LTE clinical trials evalu-
ated the efficacy and safety of filgotinib in
patients with RA from different racial/ethnic
backgrounds and by analyzing across different
geographic regions. Efficacy endpoints encom-
passed measures of disease activity and disease
remission. The magnitude of treatment
response was broadly consistent across regions.
Filgotinib efficacy was higher versus placebo for
most endpoints, and the efficacy of filgotinib
200 mg was generally higher than that of filgo-
tinib 100 mg. The evaluation of adverse events
included serious infections, opportunistic
infections, herpes zoster infections, VTEs, car-
diovascular events, malignancies, and deaths
[22].

Apart from race, patient demographics and
baseline characteristics were broadly compara-
ble across regions. Prior exposure to bDMARDs
was subject to regional variation. Body mass
index varied to a degree and was highest in
North America. Lower proportions of patients
in South and Southeast Asia and South and
Central America were aged 65 years or over and
75 years or over compared with in other
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regions. For South and Central America, this is
reflective of the younger age of the general adult
population and reports of earlier onset of RA in
this region, particularly in indigenous popula-
tions [5, 6]. Similarly, India, Malaysia, and
Thailand have relatively young adult popula-
tions [23–25] and a ‘‘sizeable’’ prevalence of RA
has been reported for younger adult patient
populations in India [26].

In South and Southeast Asia and Other, the
proportion of patients achieving ACR50 or
ACR70 at week 12 was not higher in the filgo-
tinib groups than in the placebo group. Simi-
larly, reductions in HAQ-DI were not greater
with filgotinib than with placebo in South and
Southeast Asia; however, DAS28(CRP)\ 2.6 was
higher in filgotinib- than placebo-treated
patients in all regions, including South and
Southeast Asia. As such, although significant
differences in all efficacy endpoints were not
apparent for filgotinib- versus placebo-treated
patients in each region, the data suggest that a
similar treatment effect was observed. As the
number of patients examined across the regions
was small, it cannot be excluded that race- or
ethnicity-dependent differences in treatment or
placebo effects exist. To this end, a previous
publication has reported differences in the
response to tumor necrosis factor inhibitors
that are dependent on race and ethnicity [27],
and a study conducted at a US university hos-
pital suggested that RA disease outcomes differ
by race and ethnicity [28].

Safety profiles were largely consistent across
regions, with overlapping CIs observed for most
EAIRs. Similarly, although differences between
the filgotinib dose groups were observed for
some EAIRs (e.g., EAIRs for VTE were generally
higher for filgotinib 200 mg versus 100 mg), the
CIs for the two doses generally overlapped,
indicating lack of statistical significance. Any
differences in safety outcomes may have been
driven by small event numbers and/or regional
treatment differences. EAIRs of TEAEs were
generally lower, regardless of treatment group,
in South and Central America, Eastern Europe,
and South and Southeast Asia than in the other
regions. A similar pattern was observed in an
analysis of seven RA clinical trials [7]. The
slightly higher EAIRs for VTE observed in North

America and Western Europe, in comparison
with other regions, may partly be explained by
genetic variation in mutations of Leiden
factor V, since carrier frequency has been
reported to be higher in Caucasians than in
other ethnic groups [29]. It should be noted that
VTEs have been reported in studies of other JAK
inhibitors in patients with RA and other
immune-mediated inflammatory diseases [30].
Rates of herpes zoster infection during filgotinib
treatment were highest in East Asia; similar
results have been reported for other JAK inhi-
bitors, including baricitinib [31], tofacitinib
[32–34], and upadacitinib, for the Asian region
[34]. Of note, the rates for herpes zoster infec-
tion in this region appear lower for filgotinib
than for other JAK inhibitors [31–34].

Substantial variation in the EAIRs of serious
TEAEs by treatment group was apparent across
different regions, in some cases higher in the
filgotinib groups, and in other instances higher
in the placebo group. In some regions (e.g., East
Asia and South and Southeast Asia), EAIRs of
TEAEs were higher with filgotinib 100 mg than
with placebo, and lower with filgotinib 200 mg
than with placebo. Given the small number of
serious TEAEs reported, it is difficult to draw any
firm conclusions from these data.

Causes of death are aligned with geographic
differences in lifestyle (e.g., diet, physical
activity, tobacco use, alcohol use), with the
highest risk of cardiovascular disease evident in
North America and Eastern Europe [35]. EAIRs
of deaths did not differ significantly between
filgotinib doses. In South and Central America
and East Asia, there is a higher prevalence and
risk of infections [36].

Regional variations in safety outcomes were
evident with the use of placebo as well as fil-
gotinib, and it is therefore likely that these dif-
ferences arose, at least in part, from regional
and ethnic differences in genetics, lifestyle fac-
tors, and access to medical care resulting from
socioeconomic factors (as evidenced by regional
differences in the use of bDMARDs); for exam-
ple, the risk of infections was higher in regions
less likely to have access to medical care. How-
ever, overall, the study’s findings did not reveal
any particular safety signal(s) to indicate
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regional or ethnic differences in the safety pro-
file of filgotinib.

As a non-prespecified, exploratory analysis,
these findings are subject to certain limitations.
Randomization in the individual clinical trials
was not stratified by the geographic regions
evaluated in this analysis, and the numbers of
patients were not equal in all subgroups. In line
with previous reports [7], some regional varia-
tion in placebo response was observed, which
was reflected in regional variations in the size of
the treatment difference between filgotinib and
placebo. Analyses of the data based on sex or
age were not performed, since this was beyond
the scope of the current study. Patient demo-
graphics showed that most patients across
regions were female, which is in line with the
known epidemiology of RA.

CONCLUSION

This post hoc analysis of seven clinical trials
showed that filgotinib efficacy and safety in
patients with RA were generally consistent
across a broad range of geographic regions.
Ongoing LTEs, together with data collected
from real-world evidence studies, will help to
further understand the safety of filgotinib in
relation to infrequent adverse events.
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