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ABSTRACT

Introduction: To evaluate long-term efficacy of
once-daily baricitinib 2 mg in patients with
active rheumatoid arthritis who had an inade-
quate response (IR) to conventional synthetic
disease-modifying antirheumatic drugs
(csDMARD) or biologic DMARDs (bDMARD).
Methods: Data from patients treated with
baricitinib 2 mg daily in two 24-week, phase III
studies, RA-BUILD (csDMARD-IR;

NCT01721057) and RA-BEACON (bDMARD-IR;
NCT01721044), and one long-term extension
study (RA-BEYOND; NCT01885078), were ana-
lyzed (120 weeks). The main outcomes were
achievement of low-disease activity (LDA; Sim-
ple Disease Activity Index [SDAI] B 11), clinical
remission (SDAI B 3.3), Health Assessment
Questionnaire Disability Index (HAQ-DI) B 0.5
and improvement from baseline of C 0.22, and
safety. Analysis populations included (1) all
patients and (2) never-rescued patients. Com-
pleter and non-responder imputation (NRI)
analyses were conducted on each population.
Results: In RA-BUILD, 684 were randomized
(229 to baricitinib 2 mg, 180 of whom com-
pleted RA-BUILD and entered RA-BEYOND). In
RA-BEACON, 527 were randomized (174 to
baricitinib 2 mg, 117 of whom completed RA-
BEACON and entered RA-BEYOND). In RA-
BUILD-BEYOND, 85.1% (63/74, completer) and
27.5% (63/229, NRI) of csDMARD-IR patients
treated with baricitinib 2 mg achieved SDAI
LDA; 40.5% (30/74, completer) and 13.1% (30/
229, NRI) were in SDAI remission; 62.2% (46/
74, completer) and 20.1% (46/229, NRI) had
HAQ-DI B 0.5 and 81.1% (60/74, completer);
and 26.2% (60/229, NRI) achieved C 0.22
change from baseline at week 120. In RA-BEA-
CON-BEYOND, 86.5% (32/37, completer) and
18.4% (32/174, NRI) of bDMARD-IR patients
treated with baricitinib 2 mg achieved SDAI
LDA; 24.3% (9/37, completer) and 5.2% (9/174,
NRI) were in SDAI remission; 50.0% (19/38,
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completer) and 10.9% (19/174, NRI) had HAQ-
DI B 0.5; and 73.7% (28/38, completer) and
16.1% (28/174, NRI) achieved C 0.22 change
from baseline at week 120. Rates of adverse
events of special interest were consistent with
previous reports.
Conclusions: Long-term treatment with barici-
tinib 2 mg demonstrated efficacy for up to
120 weeks and was well tolerated.
Trial registration: ClinicalTrials.gov identifier,
NCT01721057, NCT01721044, and
NCT01885078.
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Key Summary Points

Why carry out this study?

Baricitinib is a selective Janus kinase 1 and
2 inhibitor approved for the treatment of
adults with moderately-to-severely active
rheumatoid arthritis.

Data reported in this manuscript are
especially important to healthcare
providers and patients making treatment
decisions in Canada and the United
States, where baricitinib 2 mg is the
approved dose for the treatment of
rheumatoid arthritis, and China, where
baricitinib 2 mg and (recently) 4 mg are
the approved doses.

What did the study ask?

This study evaluated the achievement and
maintenance of low disease activity,
remission, and a normative state of
physical functioning in patients with
active rheumatoid arthritis and an
inadequate response to conventional
synthetic disease-modifying
antirheumatic drugs or biologic disease-
modifying antirheumatic drugs treated
with baricitinib 2 mg for up to 120 weeks.

What has been learned from the study?

Long-term treatment with baricitinib 2 mg
daily demonstrated efficacy for up to
120 weeks and was well tolerated.

A more comprehensive look at the safety
and efficacy profile for baricitinib gives
healthcare providers and patients crucial
data to inform on the long-term use of
this therapy for rheumatoid arthritis.

DIGITAL FEATURES

This article is published with digital features,
including a summary slide to facilitate under-
standing of the article. To view digital features
for this article go to https://doi.org/10.6084/
m9.figshare.14555526.

INTRODUCTION

Rheumatoid arthritis (RA) is a systemic inflam-
matory autoimmune disease characterized by
joint damage, loss of physical function, and
progressive disability [1, 2]. RA is a chronic and
progressive disease that can greatly impact a
patient’s quality of life; therefore, there is a
need for treatments that are both safe and effi-
cacious in the long term.

Baricitinib is a selective Janus kinase 1 and 2
inhibitor [3] approved for the treatment of adult
patients with moderately-to-severely active RA
at the 2-mg dose in Canada and the United
States, and China at the 2-mg and (recently)
4-mg doses. It is administered orally and pro-
vides a convenient and practical once-a-day
treatment option for patients.

The short-term efficacy and safety of barici-
tinib have been demonstrated in multiple
patient populations [4–7]. The efficacy and
safety of baricitinib 2 mg and 4 mg were asses-
sed in two 24-week clinical trials, RA-BUILD,
which studied patients with an IR to conven-
tional synthetic DMARDs (csDMARD) [6] and
RA-BEACON, which studied patients with an IR
to biologic DMARDs (bDMARD) [7].

These studies provided an initial safety and
efficacy profile of baricitinib. In an integrated
analysis of safety, incidence rates of death,
adverse events leading to discontinuation,
malignancies, major adverse cardiovascular
events (MACE), serious infections, and deep
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vein thrombosis (DVT)/pulmonary embolism
(PE) were consistent over time, with no increase
observed with prolonged exposure [8, 9].

A more comprehensive look at the safety and
efficacy profile for baricitinib will give health-
care providers and patients crucial information
on the long-term use of this therapy for RA. This
study evaluated the achievement and mainte-
nance of low disease activity (LDA), remission,
and normalization of physical functioning in
csDMARD-IR and bDMARD-IR patients treated
with baricitinib 2 mg for up to 120 weeks.

METHODS

Study Design and Patients

RA-BUILD (NCT01721057) and RA-BEACON
(NCT01721044) are completed phase III clinical
studies that evaluated the efficacy and safety of
baricitinib over 24 weeks in adults (C 18 years)
with moderate-to-severely active RA [6, 7].
Patients enrolled in RA-BUILD had an IR or
intolerance to C 1 csDMARD (including
methotrexate) and had not previously been
treated with a bDMARD. Patients enrolled in
RA-BEACON had an IR to prior treatment
with C 1 tumor necrosis factor (TNF) inhibitor
and were on stable doses of concomitant con-
ventional DMARD therapy.

RA-BEYOND (NCT01885078) is an ongoing,
phase III long-term extension (LTE) study to
assess the efficacy and safety of baricitinib in
patients who completed RA-BUILD and RA-
BEACON. Patients were not eligible for partici-
pation in RA-BEYOND if they demonstrated
laboratory abnormalities or significant uncon-
trolled medical conditions that, in the opinion
of the investigator, created additional risk with
the administration of baricitinib.

Patients enrolled in the originating studies
were initially randomized 1:1:1 to receive once-
daily doses of placebo or baricitinib 2 mg or
4 mg added to any stable background therapies
(Fig. 1). Rescue treatment (to baricitinib 4 mg)
was assigned at week 16 for non-responders
(patients whose tender joint counts [TJC] and
swollen joint counts [SJC] had less than a 20%
improvement from baseline at weeks 14 and

16). After week 16, rescue was at the discretion
of the investigator based on TJCs and SJCs.

Patients who completed RA-BUILD or RA-
BEACON and who were receiving baricitinib
2 mg or 4 mg continued blinded treatment in
RA-BEYOND. Treatment was switched to open-
label baricitinib 4 mg once patients were res-
cued or switched from placebo upon entry to
the LTE study. Rescue therapy (baricitinib 4 mg)
was available in RA-BEYOND for patients with a
Clinical Disease Activity Index (CDAI) score[
10 at 3 months or later following the LTE study
entry.

Studies included in this analysis were con-
ducted (RA-BUILD, RA-BEACON) or are being
conducted (RA-BEYOND) in accordance with
the principles of the Declaration of Helsinki and
Good Clinical Practice Guidelines and were
approved by each center’s institutional review
board (IRB) of ethics committee (Quorum
Review IRB, #27258, #27259, and #28020).
Written informed consent was provided by all
patients.

Efficacy and Physical Function

Efficacy was assessed by the proportion of
patients who achieved and maintained Simple
Disease Activity Index (SDAI) LDA (SDAI B 11)
and remission (SDAI B 3.3). Efficacy was asses-
sed by SDAI because it reflects a stringent mea-
sure of disease activity and includes patient,
physician, and inflammation (C-reactive pro-
tein) assessments. Normalization of physical
function was assessed by the proportion of
patients who reported scores that met or
exceeded the population normative value of
B 0.5 based on the Health Assessment Ques-
tionnaire-Disability Index (HAQ-DI) as well as a
minimum clinically important difference
(MCID) of HAQ-DI, which is defined as an
improvement from baseline C 0.22. Rates of
rescue and discontinuation (including reasons)
were summarized.

Statistical Analyses

Efficacy and physical function analyses were
based on two analysis populations: (1) the
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modified intention-to-treat (mITT) population
(hereafter, referred to as ‘‘All Patients’’) who
were randomized to baricitinib 2 mg or placebo
in the RA-BUILD and RA-BEACON studies and
had received C 1 dose of the study drug after
randomization; data after rescue were set as
missing and (2) all patients who were never
rescued from baricitinib 2–4 mg at any time
during the 120 weeks (hereafter, referred to as
‘‘Never Rescued’’ to reflect the population with
clinical response to the dose of interest).

For each analysis population, two sets of post
hoc analyses were conducted for the categorical
measures (SDAI B 11, SDAI B 3.3, HAQ-DI
B 0.5, and HAQ-DI MCID improve-
ment C 0.22): (1) a non-responder imputation
(NRI) analysis, which considered missing data
(including data set as missing after rescue) as

non-responders, and (2) a completer analysis
based on patients who had non-missing data
available on baricitinib 2 mg at the time of
analysis. All analysis results are only descriptive
with no statistical comparison. This approach is
consistent with the European League Against
Rheumatism recommendations for reporting
extension studies [10].

The data cut-off for these analyses was
February 13, 2018.

RESULTS

Patient Disposition

In RA-BUILD, 684 patients were randomized;
229 patients were randomized to baricitinib

Fig. 1 The treatment course is described for both
originating studies. aPatients enrolled in RA-BUILD had
an inadequate response or intolerance to C 1 conventional
synthetic disease-modifying antirheumatic drugs
(DMARD) and had not previously been treated with a
biologic DMARD; bPatients enrolled in RA-BEACON
had an inadequate response to prior treatment with C 1
tumor necrosis factor inhibitor and were on stable doses of
concomitant conventional DMARD therapy; cRescue
treatment (baricitinib 4 mg) was assigned at week 16 for
non-responders (patients whose tender and swollen joint
counts had improved by less than 20% from baseline at
both week 14 and week 16). After week 16, rescue was at

the discretion of the investigator based on tender and
swollen joint counts. Patients who completed RA-BUILD
or RA-BEACON and who were receiving baricitinib 2 mg
and 4 mg continued blinded treatment in the long-term
extension (LTE) study. Treatment was switched to open-
label baricitinib 4 mg once patients were rescued or
switched from placebo upon entry to the LTE study.
Please note, the focus of this manuscript was the treatment
course of baricitinib 2 mg, shown in light blue; dRescue
therapy was available for patients with a Clinical Disease
Activity Index score[ 10 at 3 months or later following
the study entry; eTotal duration of the ongoing LTE study,
RA-BEYOND, is 7 years
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2 mg, 180 of whom completed the study and
entered RA-BEYOND. Of the 90 patients never
rescued, 74 (82.2%) patients completed
120 weeks of treatment. Figure 2 displays com-
prehensive disposition of patients randomized
in RA-BUILD and RA-BEYOND.

In RA-BEACON, 527 patients were random-
ized; 174 patients were randomized to barici-
tinib 2 mg, 117 of whom completed the study
and entered RA-BEYOND. Of the 49 patients
never rescued, 36 (73.5%) patients completed
120 weeks of treatment. Figure 3 displays com-
prehensive disposition of patients randomized
in RA-BEACON and RA-BEYOND.

Efficacy

SDAI LDA
In both studies, response trends were similar
between the NRI and completer analyses; how-
ever, response rates based on the completer
analysis were consistently higher. This was
anticipated given that patients who discontin-
ued from the study were defined as non-re-
sponders in the NRI analysis but excluded from
the completer analysis.

In RA-BUILD, a greater proportion of
patients in the baricitinib 2 mg treatment group
achieved SDAI LDA compared to the group that
received placebo (Fig. 4a, b). At week 24, com-
pleter analyses showed that 58.6% of patients in
the baricitinib 2 mg (All Patients) group, 78.4%
of patients in the baricitinib 2 mg (Never

Fig. 2 The patient disposition for RA-BUILD describes
the frequency and reasons for discontinuation in the
originating study and in the long-term extension study.

The percentages are calculated based on the overall
modified intention-to-treat patients included in the orig-
inating study

Rheumatol Ther (2021) 8:987–1001 991



Rescued) cohort, and 45.5% of patients in the
placebo group were in SDAI LDA. Based on NRI
analysis, 47.6, 64.4, and 28.5% of patients
treated with baricitinib 2 mg (All Patients),
baricitinib 2 mg (Never Rescued), and placebo
(All Patients), respectively, were in SDAI LDA.
At week 120, completer analyses showed that
85.1% of patients in the baricitinib 2 mg (All
Patients) group and 86.1% of the baricitinib
2 mg (Never Rescued) cohort were in SDAI LDA.
The NRI analysis at week 120 showed that
27.5% of patients in the baricitinib 2 mg (All
Patients) group and 52.5% of the baricitinib
2 mg (Never Rescued) cohort were in SDAI LDA.

In RA-BEACON, a greater proportion of
patients in the baricitinib 2 mg treatment group
achieved SDAI LDA vs. the placebo group
(Fig. 4c, d). At week 24, completer analyses
showed that 35.1% of patients in the baricitinib

2 mg (All Patients) group, 54.0% of patients in
the baricitinib 2 mg (Never Rescued) cohort,
and 29.2% of patients in the placebo group were
in SDAI LDA. Based on NRI analysis, 23.0, 39.7,
and 14.8% of patients in the baricitinib 2 mg
(All Patients), baricitinib 2 mg (Never Rescued),
and placebo (All Patients) groups, respectively,
were in SDAI LDA. At week 120, completer
analyses showed that 86.5% of patients in the
baricitinib 2 mg (All Patients) group and 88.6%
of the baricitinib 2 mg (Never Rescued) cohort
were in SDAI LDA. The NRI analysis at week 120
showed that 18.4% of baricitinib 2 mg All
Patients and 45.6% of Never Rescued patients
achieved SDAI LDA.

Fig. 3 The patient disposition for RA-BEACON
describes the frequency and reasons for discontinuation
in the originating study and in the long-term extension

study. The percentages are calculated based on the overall
modified intention-to-treat patients included in the orig-
inating study
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SDAI Remission
In both studies, response trends were similar
between the NRI and completer analyses; how-
ever, response rates based on the completer
analysis were consistently higher. This was
anticipated given that patients who discontin-
ued from the study were defined as non-re-
sponders in the NRI analysis but excluded from
the completer analysis.

A greater proportion of patients in the
baricitinib 2 mg treatment group from RA-
BUILD achieved SDAI clinical remission vs. the
placebo group (Fig. 5a, b). At week 24, com-
pleter analyses showed that 19.9% of patients in
the baricitinib 2 mg (All Patients) group, 29.9%
of patients in the baricitinib 2 mg (Never Res-
cued) cohort, and 7.0% of patients in the

placebo group were in SDAI remission. The
percentages of patients in SDAI remission based
on NRI analysis were 16.2% (baricitinib 2 mg,
All Patients), 24.6% (baricitinib 2 mg, Never
Rescued), and 4.4% placebo (All Patients). At
week 120, completer analyses showed that
40.5% of patients in the baricitinib 2 mg (All
Patients) group and 41.7% of the baricitinib
2 mg (Never Rescued) cohort were in SDAI
remission. Based on the NRI analysis, 13.1% and
25.4% of patients in the baricitinib 2 mg (All
Patients) and baricitinib 2 mg (Never Rescued)
groups, respectively, were in SDAI remission.
The responses at week 24 in patients initially
treated with baricitinib 2 mg were generally
maintained (NRI analysis) or further improved
(completer analysis) at week 120.

Fig. 4 Patients who achieved Simple Disease Activity
Index B 11 in RA-BUILD and RA-BEACON trials. a,
b The efficacy over time based on the non-responder

imputation (NRI) and completer analysis in RA-BUILD.
c, d The efficacy over time based on the NRI and
completer analysis in RA-BEACON
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In RA-BEACON, a greater proportion of
patients in the baricitinib 2 mg treatment group
achieved SDAI clinical remission, compared to
those who received placebo (Fig. 5c, d). At week
24, completer analyses showed that 7.9% of
patients in the baricitinib 2 mg (All Patients)
group, 12.0% of patients in the baricitinib 2 mg
(Never Rescued) cohort, and 4.5% of patients in
the placebo group were in SDAI remission.
Based on NRI analysis, 5.2, 8.8, and 2.3% of
patients treated with baricitinib 2 mg (All
Patients), baricitinib 2 mg (Never Rescued), and
placebo (All Patients), respectively, were in SDAI
remission. At week 120, completer analyses
showed that 24.3% of patients in the baricitinib
2 mg (All Patients) group and 25.7% of the
baricitinib 2 mg (Never Rescued) cohort were in

SDAI remission. Based on the NRI analysis, 5.2%
of patients in the baricitinib 2 mg (All Patients)
group and 13.2% of those in the baricitinib
2 mg (Never Rescued) cohort were in SDAI
remission. The responses at week 24 in patients
initially treated with baricitinib 2 mg were, in
general, maintained NRI analysis) or further
improved (completer analysis) at week 120.

Physical Function (HAQ-DI)
In both trials, response rates were consistently
higher based on the completer analysis relative
to NRI. Patients who were discontinued or res-
cued were included in the NRI analysis as non-
responders but excluded from the completer
analysis. Maintenance of response was similar
between the NRI and completer analysis groups.

Fig. 5 Patients who achieved Simple Disease Activity
Index B 3.3 in RA-BUILD and RA-BEACON trials. a,
b The efficacy over time based on the non-responder

imputation (NRI) and completer analysis in RA-BUILD.
c, d The efficacy over time based on the NRI and
completer analysis in RA-BEACON
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In RA-BUILD, a greater proportion of
patients in the baricitinib 2 mg treatment group
achieved HAQ-DI B 0.5 vs. the placebo group
(Fig. 6a, b). At week 24, completer analyses
showed that 39.2% of patients in the baricitinib
2 mg (All Patients) group, 51.5% of the barici-
tinib 2 mg (Never Rescued) cohort, and 30.3%
of patients in the placebo group had HAQ-DI
B 0.5. Based on the NRI analysis, 32.3, 43.2, and
19.3% of patients treated with baricitinib 2 mg
(All Patients), baricitinib 2 mg (Never Rescued),
and placebo (All Patients), respectively, had
HAQ-DI B 0.5. At week 120, completer analyses
showed that 62.2% of patients in the baricitinib
2 mg (All Patients) group and 62.5% of the
baricitinib 2 mg (Never Rescued) cohort had

HAQ-DI B 0.5. Based on the NRI analysis,
20.1% of baricitinib 2 mg All Patients and
38.1% of patients in the baricitinib 2 mg (Never
Rescued) cohort had HAQ-DI B 0.5.

A greater proportion of patients in the
baricitinib 2 mg treatment group in RA-BEA-
CON achieved HAQ-DI B 0.5, compared to the
placebo treatment group (Fig. 6c, d). At week
24, completer analyses showed that 26.7% of
patients in the baricitinib 2 mg (All Patients)
group, 30.8% of the baricitinib 2 mg (Never
Rescued) cohort, and 12.1% of patients in the
placebo group had HAQ-DI B 0.5. Based on the
NRI analysis, 18.4% (baricitinib 2 mg, All
Patients), 23.5% (baricitinib 2 mg, Never Res-
cued), and 6.3% (placebo, All Patients had HAQ-

Fig. 6 Patients who reached Health Assessment Ques-
tionnaire-Disability Index (HAQ-DI) B 0.5 in RA-
BUILD and RA-BEACON trials. a, b The percent of
patients who met or exceeded HAQ-DI B 0.5 at week
120 based on the non-responder imputation (NRI) and

completer analysis in RA-BUILD. c, d The percent of
patients who met or exceeded HAQ-DI B 0.5 at week
120 based on the NRI and completer analysis in RA-
BEACON
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DI B 0.5. At week 120, completer analyses
showed that 50.0% of patients in the baricitinib
2 mg (All Patients) group and 50.0% of the
baricitinib 2 mg (Never Rescued) cohort had
HAQ-DI B 0.5. Based on the NRI analysis,
10.9% of patients in the baricitinib 2 mg (All
Patients) group and 26.5% of patients in the
baricitinib 2 mg (Never Rescued) group had
HAQ-DI B 0.5.

In RA-BUILD, a greater proportion of
patients in the baricitinib 2 mg treatment group
achieved HAQ-DI MCID improvement C 0.22
vs. the placebo group (Fig. 7a, b). At week 24,
completer analyses showed that 78.8% of
patients in the baricitinib 2 mg (All Patients)
group, 83.8% of the baricitinib 2 mg (Never

Rescued) cohort, and 67.1% of patients in the
placebo group had HAQ-DI MCID improve-
ment C 0.22. Based on the NRI analysis, 65.1,
70.3, and 42.1% of patients treated with baric-
itinib 2 mg (All Patients), baricitinib 2 mg
(Never Rescued), and placebo (All Patients),
respectively, had HAQ-DI MCID improvement
0.22. At week 120, completer analyses showed
that 81.1% of patients in the baricitinib 2 mg
(All Patients) group and 81.9% of the baricitinib
2 mg (Never Rescued) cohort had HAQ-DI
MCID improvement C 0.22. Based on the NRI
analysis, 26.2% of baricitinib 2 mg All Patients
and 50.0% of patients in the baricitinib 2 mg
(Never Rescued) cohort had HAQ-DI MCID
improvement C 0.22.

Fig. 7 Patients who achieved Health Assessment Ques-
tionnaire-Disability Index (HAQ-DI) improve-
ment C 0.22 in RA-BUILD and RA-BEACON trials. a,
b The efficacy over time based on the non-responder

imputation (NRI) and completer analysis in RA-BUILD.
c, d The efficacy over time based on the NRI and
completer analysis in RA-BEACON
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A greater proportion of patients in the
baricitinib 2 mg treatment group in RA-BEA-
CON achieved HAQ-DI MCID improve-
ment C 0.22, compared to the placebo
treatment group (Fig. 7c, d). At week 24, com-
pleter analyses showed that 74.2% of patients in
the baricitinib 2 mg (All Patients) group, 76.9%
of the baricitinib 2 mg (Never Rescued) cohort,
and 58.2% of patients in the placebo group had
HAQ-DI MCID improvement C 0.22. Based on
the NRI analysis, 51.2% (baricitinib 2 mg, All
Patients), 58.8% (baricitinib 2 mg, Never Res-
cued), and 30.1% (placebo, All Patients had
HAQ-DI MCID improvement C 0.22. At week
120, completer analyses showed that 73.7% of
patients in the baricitinib 2 mg (All Patients)
group and 77.8% of the baricitinib 2 mg (Never
Rescued) cohort had HAQ-DI MCID improve-
ment C 0.22. Based on the NRI analysis, 16.1%
of patients in the baricitinib 2 mg (All Patients)
group and 41.2% of patients in the baricitinib
2 mg (Never Rescued) group had HAQ-DI MCID
improvement C 0.22.

Safety

Recently, an updated assessment of baricitinib
safety in patients with RA through a median of
3.1 years of treatment (maximum 7 years) was
published using pooled data from 3770
patients, totaling 10,127 years of patient expo-
sure [8]. In the ‘‘all-bari-RA’’ dataset, which
included all patients who were given C 1 dose
of baricitinib, incidence rates (IRs) of serious
infections (2.8/100 patient years [PY]), herpes
zoster (3.3/100 PY), MACE (0.5/100 PY), DVT
(0.3/100 PY), PE (0.2/100 PY), venous throm-
boembolism (i.e., DVT and PE combined) (0.5/
100 PY), and malignancy (excluding non-me-
lanoma skin cancer, 0.8/100 PY) were similar to
those previously reported for baricitinib [11]
and consistent with those observed in other RA
therapeutic programs. Among the patients in
this dataset, there were a total of 479 patients
originally randomized and treated with barici-
tinib 2 mg totaling 675.6 years of patient expo-
sure. In patients treated with baricitinib 2 mg,
IRs of serious infections (3.1/100 patient years
[PY]), herpes zoster (2.7/100 PY), MACE (0.3/

100 PY), DVT (0.6/100 PY), PE (0.2/100 PY),
venous thromboembolism (i.e., DVT and PE
combined) (0.6/100 PY), and malignancy (ex-
cluding non-melanoma skin cancer, 0.4/100 PY)
were also similar to those previously reported
for baricitinib [11].

DISCUSSION

RA is a chronic and progressive disease. The
main treatment goal of RA is clinical remission,
with LDA as the best possible alternative in
patients with established disease [12]. Despite a
variety of approved treatments for RA, complete
and sustained disease remission is rare. Disease
activity in RA can fluctuate and flares are com-
mon—up to 30% of patients experience them
on a regular basis [13].

Additional treatment goals of RA include
prevention of joint damage accumulation,
maximization of physical function, and
improvement in quality of life [12]. Validated
clinical outcome parameters are critical to assess
the overall efficacy of RA therapies in clinical
trials. Assessments of disease activity include
the SDAI [14], clinical disease activity index
(CDAI [15]), and the Disease Activity Score
(DAS-28 [16]). Assessments of physical function
include the HAQ-DI [17] and 36-Item Short-
Form Health Survey (SF-36 [18]). Remission and
normalization of physical function are fre-
quently elusive goals in patients with estab-
lished and long-standing or refractory RA or
prior biologics use and LDA is acceptable goal.
Despite this, the results from this study
demonstrated the long-term maintenance of
clinically relevant treatment goals achieved
with baricitinib 2 mg including LDA (SDAI
B 11), remission (SDAI B 3.3), and normative
physical function (HAQ-DI B 0.5). These data
are especially important to healthcare providers
and patients making treatment decisions in
Canada and the United States, where baricitinib
2 mg is the approved dose for the treatment of
rheumatoid arthritis, and China, where barici-
tinib 2 mg and (recently) 4 mg are the approved
doses. Data presented here specific to the
baricitinib 2-mg dose adds to the body of
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published literature focusing on Janus kinase
inhibitors used for the treatment of RA [19–23].

LDA and remission were achieved in a
greater proportion of patients treated with
baricitinib 2 mg vs. placebo after 24 weeks.
Responses at week 120 in patients initially
treated with baricitinib 2 mg were generally
maintained from week 24. The response rates
based on the completer analysis in both studies
remained high during the LTE. However,
responses at week 120 decreased based on the
NRI analysis, mainly in csDMARD-IR patients
enrolled in RA-BUILD. One potential explana-
tion for this observation may be the stringent
rescue criteria for a non-responder employed in
the LTE, which potentially contributed to a
high rate of rescue (the rescue rate in RA-
BEYOND [50.0%] was much higher than in RA-
BUILD [9.2%] and all rescued patients were
analyzed as non-responders in the NRI
analysis).

Higher SDAI LDA and remission rates were
also observed in csDMARD-IR patients in RA-
BUILD compared to bDMARD-IR patients in RA-
BEACON (at week 120, 27.5% of csDMARD-IR
and 18.4% of bDMARD-IR patients treated with
baricitinib 2 mg were in SDAI LDA; 13.1% of
csDMARD-IR and 5.2% bDMARD-IR patients
were in SDAI remission). This was anticipated
given the composition of the analysis popula-
tion. RA-BUILD included patients who had
failed csDMARDs (25% with C 3 prior
csDMARD experience) and RA-BEACON enrol-
led patients who had failed at least one biologic
TNF inhibitor (27% with C 3 prior biologics
experience) [6, 7]. In addition, the time from RA
symptom onset was approximately 14 years for
patients enrolled in RA-BEACON [5] versus
7.5 years for patients enrolled in RA-BUILD [6],
suggesting patients in RA-BEACON had more
advanced disease. Patients with RA who have
had an inadequate response to TNF inhibitors,
such as those in RA-BEACON, usually achieve
lower response rates to other biologics than
patients never exposed to bDMARDs [24–29].

There are limitations to this analysis that
should be noted. Although the originating
studies were placebo-controlled and all patients
received background csDMARDs, no active
comparators were included in the study designs.

Additionally, in this post hoc analysis, not all
patients had data available from their originally
randomized treatment during the analysis per-
iod. This was due to discontinuation or rescue,
and, in these instances, data imputation was
required in the analysis. Another limitation is
the small number of never rescued patients
included in the analysis attributed to the
prompted rescue criterion (i.e., CDAI[ 10)
employed in RA-BEYOND. Despite these limi-
tations, these efficacy data, which assessed
parameters that are the current goals of treating
RA in the context of safety, are of clinical rele-
vance to patients and providers to inform on
the benefit-to-risk of long-term use of barici-
tinib 2 mg.

CONCLUSIONS

In conclusion, the long-term efficacy of barici-
tinib 2 mg was demonstrated and maintained
for up to 120 weeks in patients with inadequate
response to csDMARDs or TNFi. Baricitinib 2 mg
treatment continues to be well tolerated as
evidenced by low discontinuation rates 15% for
csDMARDs-IR; 17% for TNFi-IR) through
120 weeks of treatment.
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