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ABSTRACT

Introduction: Baricitinib has been shown to
improve patient-reported outcomes (PROs) in
patients with rheumatoid arthritis (RA) who are
inadequate responders (IR) to conventional
synthetic and biologic disease-modifying anti-
rheumatic drugs (csDMARDs and bDMARDs,
respectively). We assessed the ability of barici-
tinib 2-mg to maintain minimal clinically
important differences (MCIDs) in PROs until
week 24 among week 4 and 12 responders.
Methods: Data were from two phase 3 trials, RA-
BUILD (NCT01721057; csDMARD-IR patients)
and RA-BEACON (NCT01721044; bDMARD-IR
patients). PROs included Pain Visual Analogue

Scale, Health Assessment Questionnaire-Dis-
ability Index, Functional Assessment of Chronic
Illness Therapy-Fatigue, Short-Form 36 Physical
Component Score, and Patient’s Global Assess-
ment of Disease Activity. Outcomes were evalu-
ated by proportions of patients achieving MCID
improvements, number needed to treat (NNT) at
weeks 4, 12, and 24, proportions of patients
maintaining MCID responses at week 24 among
week 4 or 12 responders, and median time to
achieve substantial response with baricitinib
2-mg versus placebo.
Results: A higher proportion of baricitinib-
treated patients achieved MCID improvements,
with NNTs ranging from 5 to 8 for baricitinib
2-mg versus placebo at week 24. Generally, early
MCID responses in PROs at weeks 4 or 12 were
better maintained through week 24 in RA
patients treated with baricitinib 2-mg versus
placebo. Patients treated with baricitinib 2-mg
also achieved substantial PRO responses or
normative values more quickly than placebo.
Conclusions: These results suggest baricitinib-
treated patients with RA achieving MCID
improvement in PROs at weeks 4 and 12
maintained those improvements over time and
that substantial PRO responses were achieved
quickly.
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Key Summary Points

Why carry out this study?

Patient-reported outcomes (PROs), an
important measure of symptoms and
perceived disease severity, are included in
rheumatoid arthritis (RA) clinical trials in
order to assess treatment efficacy from the
patient perspective.

This study used PRO data from two clinical
trials of inadequate responders (IRs) to
conventional synthetic and biologic
disease-modifying antirheumatic drugs
(csDMARDs and bDMARDs, respectively)
to evaluate the maintenance of minimal
clinically important differences (MCIDs)
in PROs until week 24 and the time to
substantial response for the same set of
PROs in patients with RA treated with
baricitinib 2-mg.

What was learned from the study?

Early MCIDs in PROs were maintained
until week 24 in patients with active RA
treated with baricitinib 2-mg, and the
time to reach a substantial response in
PROs was shorter in patients treated with
baricitinib 2-mg vs. placebo.

These results support that treatment with
baricitinib 2-mg allows patients to quickly
achieve and maintain improvements in
PROs.

INTRODUCTION

Rheumatoid arthritis (RA) is a chronic,
immune-mediated inflammatory arthritis that
negatively affects patients’ health-related qual-
ity of life (HRQoL) [1–4]. HRQoL is defined by
patients’ self-perception of well-being and
encompasses pain, physical function, and fati-
gue, alongside psychosocial factors [4]. Patient-
reported outcomes (PROs), which reflect

different aspects of HRQoL, are evaluated by the
patient directly; therefore, serving as an
important measure of symptoms and overall
perceived disease severity [5–8]. PROs are
included in RA clinical trials as a way to evalu-
ate efficacy from the patient perspective along-
side endpoints measuring disease activity that
are interpreted by physicians [9].

The 2021 American College of Rheumatol-
ogy Guidelines for the Treatment of RA
emphasize the importance of shared decision-
making regarding treatment that considers
patients’ experiences and preferences [10].
Treating RA with the goal of reducing objective
markers of disease activity also improves PROs
and HRQoL as perceived by patients [2].

Baricitinib is an oral selective Janus kinase
(JAK)1/JAK2 inhibitor that is approved for the
treatment of moderate-to-severe RA in adults
who have had an inadequate response to
csDMARDs or, in the United States, one or more
TNFi [11]. In the phase 3 RA-BUILD
(NCT01721057) and RA-BEACON
(NCT01721044) trials, treatmentwith baricitinib
was associated with significant improvements in
PROs including pain, physical function, fatigue,
quality of life, and patient global assessment
compared to placebo in patients who were inad-
equate responders (IR) to csDMARDs and
bDMARDs, respectively [2, 3, 7, 9].

Using PRO (pain, physical function, fatigue,
health-related quality of life), and patient global
assessment data from the RA-BUILD and RA-
BEACON trials of inadequate responders (IR) to
csDMARDs and bDMARDs, post hoc analyses
were conducted to assess the ability of barici-
tinib 2-mg to quickly achieve and maintain
minimal clinically important differences
(MCIDs) until week 24 among those who
achieved PRO MCIDs at weeks 4 or 12, sepa-
rately. In addition, the time to substantial
response in the same set of PROs was evaluated.

METHODS

Study Design

Full study designs for RA-BUILD and RA-BEA-
CON have been published previously [2, 3].
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Both trials were phase 3, double-blind studies
randomizing patients 1:1:1 to placebo, barici-
tinib 2-mg, or baricitinib 4-mg once daily. The
present post hoc analyses focused on evaluating
baricitinib 2-mg, the recommended dose in the
United States and Canada. Patients enrolled in
either study were adults with active RA (C 6/68
tender joint count, C 6/66 swollen joint count).
Patients enrolled in RA-BUILD had high sensi-
tivity CRP levels greater than 3.6 mg/l and
inadequate response or intolerance to one prior
csDMARD; TNFi-experienced patients were
excluded from RA-BUILD [2]. Patients enrolled
in RA-BEACON had high sensitivity CRP levels
greater than 3 mg/l and prior treatment with at
least one TNFi discontinued due to an insuffi-
cient response after C 3 months on therapy or
intolerance [3]. RA-BUILD and RA-BEACON
were conducted in accordance with the princi-
ples of the Declaration of Helsinki and Good
Clinical Practice Guidelines and were approved
by each center’s institutional review board
(IRB): Quorum Review IRB, #27258 and #27259.
Written informed consent was provided by all
patients.

Assessments

Pain was measured by the Pain Visual Analogue
Scale (VAS) on a scale of 0 to 100 mm, with
higher scores indicating worse pain. Physical
functioning was measured by the Health
Assessment Questionnaire-Disability Index
(HAQ-DI) on a scale of 0 to 3, with higher scores
indicating worse physical function and disabil-
ity. Fatigue was measured by the Functional
Assessment of Chronic Illness Therapy-Fatigue
(FACIT-Fatigue) on a scale of 0 to 52, with lower
scores indicating worse fatigue. The Medical
Outcomes Study Short-Form-36 (SF-36; V.2,
Acute) was used to assess HRQoL in eight
domains scored from 0 to 100 that are normal-
ized into physical (PCS) and mental (MCS)
component scores, with lower scores indicating
worse quality of life. SF-36 PCS was used to
measure physical functioning. Patient global
assessment was measured by the Patient’s Glo-
bal Assessment of Disease Activity (PtGA) on a

scale of 0 to 100 mm, with higher scores indi-
cating worse disease activity.

The PRO maintenance analyses used MCIDs
as cutoffs. The MCID for Pain VAS was defined
as a reduction greater than or equal to 10 mm
[12]. The MCID for HAQ-DI was defined as a
score reduction greater than or equal to 0.22
units [13]. The MCID for FACIT-Fatigue was
defined as improvement greater than or equal
to 3.56 points [14, 15]. The MCID for SF-36 PCS
was defined as improvement greater than or
equal to 5 units [16, 17]. The MCID for PtGA
was defined as a score reduction greater than or
equal to 10 mm [12].

Substantial response in PROs was defined as:
(1) a decrease from baseline C 50% in Pain VAS,
(2) a normative score B 0.5 in HAQ-DI, (3) a
normative score C 43.5 in FACIT-Fatigue, (4) an
improvement from baseline C 5 in SF-36 PCS
(equivalent to MCID), and (5) a decrease from
baseline C 50% in PtGA [9, 18–20]. The time to
substantial response was assessed for Pain VAS,
HAQ-DI, FACIT-Fatigue, SF-36 PCS, and PtGA.

Statistical Analyses

These post hoc analyses used data from patients
randomized to placebo and baricitinib 2-mg in
RA-BUILD and RA-BEACON. Analyses included
the proportion of patients achieving MCID for
each PRO at weeks 4, 12, and 24, the number
needed to treat (NNT) for PRO responders, the
proportion of patients who maintained PRO
improvements greater than or equal to MCID at
week 24 (calculated among PRO responders at
weeks 4 or 12), and median times to substantial
response or achievement of normative score.

For the proportion of patients achieving
MCID, p values for comparisons of baricitinib
2-mg versus placebo were determined for the
difference in MCID response rates using the
Newcombe–Wilson method, without continu-
ity correction.

The NNT for PRO responders was calculated
as the reciprocal of the difference in response
rates, with missing data imputed by NRI.

For MCID maintenance comparisons of pla-
cebo and baricitinib 2-mg, p values were deter-
mined by Chi-squared tests without multiplicity
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adjustment. Patients with baseline PRO scores
less than the MCID definitions for each measure
were excluded from the PRO maintenance
analyses, as the available PRO changes were
lower than the MCID threshold. Missing data
for the PRO maintenance analyses were impu-
ted by non-responder imputation (NRI).

Median times to substantial response (in
Pain VAS, HAQ-DI, FACIT-Fatigue, SF-36 PCS,
and PtGA) were calculated from baseline to
week 24 and assessed using a Kaplan–Meier
estimator. Cox proportional hazard models
were used to calculate the hazard ratios and
p values for baricitinib 2-mg vs. placebo, with-
out multiplicity adjustment. The model adjus-
ted for geographical region, baseline joint
erosion status (yes/no), and baseline PRO score.

RESULTS

Baseline Characteristics

In RA-BUILD, 457 csDMARD-IR patients were
randomized to placebo (N = 228) or baricitinib
2-mg (N = 229). In RA-BEACON, 350 bDMARD-
IR patients were randomized to placebo
(N = 176) or baricitinib 2-mg (N = 174). Base-
line characteristics were similar between treat-
ment groups in each trial (Table 1). Compared
to patients enrolled in RA-BUILD (csDMARD-
IR), patients enrolled in RA-BEACON
(bDMARD-IR) were older, had longer duration
of RA, had higher swollen joint count, higher
high-sensitivity CRP levels, and had worse PRO
baseline scores. Patients in both trials reported
substantial disease burden as evaluated by the
baseline PROs, which aligned with baseline

Table 1 Baseline characteristics and PRO scores of patients enrolled in RA-BUILD (csDMARD-IR) and RA-BEACON
(bDMARD-IR)

RA-BUILD (csDMARD-IR) RA-BEACON (bDMARD-IR)

Placebo
(N = 228)

Baricitinib 2-mg
(N = 229)

Placebo
(N = 176)

Baricitinib 2-mg
(N = 174)

Age, years 51.4 (12.5) 52.2 (12.3) 56.0 (10.7) 55.1 (11.1)

Female, n (%) 189 (82.9) 184 (80.3) 145 (82.4) 137 (78.7)

Time since RA diagnosis,

years

5.9 (6.8) 6.5 (7.6) 12.8 (9.4) 12.3 (7.5)

SJC, of 66 joints examined 13.1 (7.2) 13.6 (8.7) 17.2 (10.8) 18.6 (12.3)

High-sensitivity CRP 17.7 (20.4) 18.2 (21.5) 20.6 (25.3) 29.9 (22.5)

Pain VAS 57.1 (23.1) 59.5 (21.2) 64.7 (19.3) 62.4 (21.5)

HAQ-DI 1.5 (0.6) 1.5 (0.6) 1.8 (0.6) 1.7 (0.6)

FACIT-F 26.6 (11.1) 26.6 (11.5) 22.2 (10.6) 22.5 (10.0)

SF-36 PCS 32.2 (8.5) 32.5 (8.4) 28.2 (7.7) 28.7 (8.1)

PtGA 60.4 (21.4) 61.6 (20.2) 66.1 (18.8) 67.4 (19.3)

Data are mean (SD), unless otherwise stated
BARI baricitinib, CRP C-reactive protein, bDMARD biologic disease-modifying anti-rheumatic drug, csDMARD con-
ventional synthetic disease-modifying anti-rheumatic drug, FACIT-F Functional Assessment of Chronic Illness Therapy-
Fatigue, HAQ-DI Health Assessment Questionnaire-Disability Index, IR inadequate responder, PBO placebo, PtGA
Patient’s Global Assessment of Disease Activity, RA rheumatoid arthritis, SF-36 PCS Short Form-36 Physical Component
Score, SJC swollen joint count, VAS visual analog scale
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Table 2 Patients reporting PRO improvement greater than or equal to MCID at weeks 4, 12, and 24

RA-BUILD (csDMARD-IR) RA-BEACON (bDMARD-IR)

PBO
(N = 228),
n (%)

BARI 2-mg
(N = 229), n (%)

NNT,
(95% CI)

PBO
(N = 176),
n (%)

BARI 2-mg
(N = 174), n (%)

NNT,
(95% CI)

Week 4

Pain VAS 118 (51.8) 146 (63.8)** 8.3 (4.8,

33.2)

79 (44.9) 85 (48.9) 25.2 (N/A)

HAQ-DI 120 (52.6) 141 (61.6) 11.2 (N/A) 76 (43.2) 102 (58.6)** 6.5 (3.9,

19.6)

FACIT-

Fatigue

109 (47.8) 129 (56.3) 11.7 (N/A) 86 (48.9) 104 (59.8)* 9.2 (4.7,

187.9)

SF-36

PCS

73 (32.0) 104 (45.4)** 7.5 (4.5,

22.0)

52 (29.5) 81 (46.6)** 5.9 (3.7,

14.3)

PtGA 124 (54.4) 150 (65.5)* 9.0 (5.0,

45.7)

76 (43.2) 97 (55.7)* 8.0 (4.4,

46.0)

Week 12

Pain VAS 120 (52.6) 163 (71.2)*** 5.4 (3.7,

10.2)

69 (39.2) 95 (54.6)** 6.5 (3.9,

19.8)

HAQ-DI 124 (54.4) 158 (69.0)** 6.8 (4.3,

17.3)

75 (42.6) 102 (58.6)** 6.2 (3.8,

17.6)

FACIT-

Fatigue

134 (58.8) 145 (63.3) 22.0 (N/A) 85 (48.3) 111 (63.8)** 6.5 (3.9,

19.1)

SF-36

PCS

92 (40.4) 130 (56.8)*** 6.1 (3.9,

13.6)

56 (31.8) 86 (49.4)*** 5.7 (3.6,

13.4)

PtGA 124 (54.4) 160 (69.9)*** 6.5 (4.1,

14.9)

67 (38.1) 111 (63.8)*** 3.9 (2.8,

6.4)

Week 24

Pain VAS 99 (43.4) 148 (64.6)*** 4.7 (3.3,

8.1)

55 (31.3) 80 (46.0)** 6.8 (4.0,

21.5)

HAQ-DI 95 (41.7) 147 (64.2)*** 4.4 (3.2,

7.3)

52 (29.5) 87 (50.0)*** 4.9 (3.3,

9.6)

FACIT-

Fatigue

97 (42.5) 135 (59.0)*** 6.1 (3.9,

13.6)

66 (37.5) 87 (50.0)* 8.0 (4.4,

45.7)

SF-36

PCS

77 (33.8) 127 (55.5)*** 4.6 (3.3,

7.8)

37 (21.0) 68 (39.1)*** 5.5 (3.6,

11.6)

Rheumatol Ther (2022) 9:541–553 545



clinical disease activity as measured by CRP
levels and swollen joint count.

Achievement of MCID in PROs at Weeks 4,
12, and 24 and Associated NNTs

As reported previously, csDMARD-IR and
bDMARD-IR patients enrolled in RA-BUILD and
RA-BEACON, respectively, treated with barici-
tinib 2-mg had significantly greater improve-
ments in PROs than those receiving placebo at
week 12. [2, 3] The proportions of patients in
each treatment group with MCID responses for
PROs at weeks 4, 12, and 24 with associated
NNTs are described in Table 2. Across both trials
at week 12, the incremental NNT ranged from 4
to 7 for all PROs, with the exception of FACIT-
Fatigue in RA-BUILD. At week 24, the incre-
mental NNT ranged from 5 to 8 in all PROs
across both trials.

Maintenance of PRO MCID Improvement

In both the RA-BUILD and RA-BEACON trials,
significantly more patients treated with barici-
tinib 2-mg maintained MCID improvement in
Pain VAS, HAQ-DI, SF-36 PCS, and PtGA at week

24 from week 4 responders than those receiving
placebo (Fig. 1A, 1B). Significantly more barici-
tinib-treated patients maintained MCID
improvement in Pain VAS, HAQ-DI, SF-36 PCS,
and PtGA in RA-BUILD and Pain VAS and HAQ-
DI in RA-BEACON at week 24 from week 12
responders compared to placebo (Fig. 1C, 1D).
In RA-BUILD, significantly higher proportions
of baricitinib-treated patients maintained
improvement in FACIT-Fatigue from week 4 to
24 compared to placebo, and in RA-BEACON,
numerically higher proportions of baricitinib-
treated patients maintained MCID improve-
ment in FACIT-Fatigue from week 4 to 24
compared to placebo. In RA-BUILD, numeri-
cally higher proportions of baricitinib-treated
patients maintained MCID improvement in
FACIT-Fatigue from week 12 to 24 than placebo,
and in RA-BEACON, numerically higher pro-
portions of baricitinib-treated patients main-
tained MCID improvement in FACIT-Fatigue,
SF-36 PCS, and PtGA compared to placebo
(Fig. 1).

Time to Substantial PRO Response

The median time to substantial PRO response
was shorter for both csDMARD-IR and

Table 2 continued

RA-BUILD (csDMARD-IR) RA-BEACON (bDMARD-IR)

PBO
(N = 228),
n (%)

BARI 2-mg
(N = 229), n (%)

NNT,
(95% CI)

PBO
(N = 176),
n (%)

BARI 2-mg
(N = 174), n (%)

NNT,
(95% CI)

PtGA 100 (43.9) 147 (64.2)*** 4.9 (3.4,

8.8)

56 (31.8) 88 (50.6)*** 5.3 (3.5,

11.6)

Missing data were imputed by NRI
NNT = 1/(probability of achieving MCID with BARI 2-mg—probability of achieving MCID with PBO). When the
difference in response rates was not statistically significant between treatments, the CI for NNT was not derived
p values were calculated for the difference in MCID response rates using the Newcombe–Wilson method without con-
tinuity correction. *p\ 0.05; **p\ 0.01; ***p\ 0.001
BARI baricitinib, bDMARD biologic disease-modifying anti-rheumatic drug, CI confidence interval, csDMARD conven-
tional synthetic disease-modifying anti-rheumatic drug, FACIT-Fatigue Functional Assessment of Chronic Illness Therapy-
Fatigue, HAQ-DI Health Assessment Questionnaire-Disability Index, IR inadequate responder, MCID minimally clinically
important difference, N/A not applicable, NNT number needed to treat, PBO placebo, RA rheumatoid arthritis, PtGA
Patient’s Global Assessment of Disease Activity, SF-36 PCS Short Form-36 Physical Component Score
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bDMARD-IR patients treated with baricitinib
2-mg compared to those receiving placebo
(Table 3). Hazard ratios calculated for each PRO
showed that patients treated with baricitinib
2-mg were overall more likely to achieve sub-
stantial response or normative value, except for
FACIT-Fatigue in csDMARD-IR patients
(p = 0.09) (Table 3).

Patients treated with baricitinib 2-mg
achieved substantial response or normative

value more quickly than patients receiving
placebo (Fig. 2).

DISCUSSION

The results as supported by previously pub-
lished studies on the efficacy of baricitinib in RA
suggest PRO improvements with baricitinib
2-mg are maintained over time [2, 3]. In addi-
tion, most PROs assessed at weeks 12 and 24

Fig. 1 Proportion of patients maintaining PRO improve-
ments greater than or equal to MCID at week 24 among
week 4 responders (A, B) and week 12 responders (C, D).
N refers to the number of patients in each modified intent-
to-treat arm. The percentages presented in Fig. 1 are
fractions of the total number of MCID responders at
weeks 4 (A, B) and 12 (C, D). For the number of MCID
responders for each PRO at weeks 4 and 12, please see
Table 2. p values were from Chi-square tests comparing the
proportion of PRO MCID responders at week 24 between
BARI 2-mg and PBO groups among those who responded

at weeks 4 and 12; *p B 0.05, **p B 0.01, ***p B 0.001.
BARI baricitinib, bDMARD biologic disease-modifying
anti-rheumatic drug, csDMARD conventional synthetic
disease-modifying anti-rheumatic drug, FACIT-Fatigue
Functional Assessment of Chronic Illness Therapy-Fa-
tigue, HAQ-DI Health Assessment Questionnaire-Disabil-
ity Index, IR inadequate responder, MCID minimally
clinically important difference, N number of patients in
the treatment arm, PBO placebo, PtGA Patient’s Global
Assessment of Disease Activity, RA rheumatoid arthritis,
SF-36 PCS Short Form-36 Physical Component Score
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Table 3 Summary of median time to achieve substantial PRO responses and corresponding hazard ratios

RA-BUILD (csDMARD-IR) RA-BEACON (bDMARD-IR)

PBO
(N = 228)

BARI 2-mg
(N = 229)

PBO
(N = 176)

BARI 2-mg
(N = 174)

Pain VAS

Median time to response, weeks 15.6 8.0 N/Aa 14.3

Hazard ratio (95% CI) – 1.53 (1.21, 1.92)*** – 1.46 (1.08, 1.96)*

HAQ-DI

Median time to response, weeks

(SD)

N/A N/Aa N/Aa N/Aa

Hazard ratio (95% CI) – 1.72 (1.27, 2.35)*** – 1.59 (1.03, 2.47)*

FACIT-Fatigue

Median time to response, weeks

(SD)

N/A N/Aa N/Aa N/Aa

Hazard ratio (95% CI) – 1.29 (0.96, 1.74) – 1.75 (1.13, 2.70)*

SF-36 PCS

Median time to response, weeks

(SD)

9.0 8.0 15.3 8.0

Hazard ratio (95% CI) – 1.32 (1.08, 1.62)** – 1.69 (1.32, 2.17)***

PtGA

Median time to response, weeks

(SD)

14.0 8.0 N/Aa 14.0

Hazard ratio (95% CI) – 1.38 (1.09, 1.73)** – 1.59 (1.18, 2.14)**

Median time to response is defined as the time at which 50% of patients reached the response. This measure is not available
if\ 50% of patients reached the response at 24 weeks. Hazard ratio is defined as the ratio of the hazard rate (rate of
reaching response) at any point in time
Hazard ratios and p values are from a Cox proportional hazards regression model adjusted for region, baseline joint erosion
status (yes/no), and baseline score in RA-BUILD; region, history of bDMARD use (\ 3, C 3), and baseline score in RA-
BEACON
For Pain VAS, response was defined as a change from baseline of C 50%. For HAQ-DI, response was defined as a
normative score B 0.5. For FACIT-Fatigue, response was defined as a normative score of C 43.5. For SF-36 PCS, response
was defined as equivalent to the MCID, a score improvement C 5 units. For PtGA, response was defined as a change from
baseline C 50%
BARI baricitinib, bDMARD biologic disease-modifying anti-rheumatic drug, CI confidence interval, csDMARD conven-
tional synthetic disease-modifying anti-rheumatic drug, FACIT-Fatigue Functional Assessment of Chronic Illness Therapy-
Fatigue, HAQ-DI Health Assessment Questionnaire-Disability Index, IR inadequate responder, MCID minimally clinically
important difference, PBO placebo, PtGA Patient’s Global Assessment of Disease Activity, RA rheumatoid arthritis, SF-36
PCS Short Form-36 Physical Component Score
*p\ 0.05; **p\ 0.01; ***p\ 0.001
aN/A: unavailable or unable to be estimated because the response was not reached within 24 weeks
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resulted in NNTs of less than 8 patients, which
are generally considered favorable and demon-
strate the value of baricitinib 2-mg treatment
for both csDMARD-IR and bDMARD-IR patients
with RA [21, 22]. Early MCID responses in pain,
physical function, fatigue, HRQoL, and patient
global assessment (as measured by Pain VAS,
HAQ-DI, FACIT-Fatigue, SF-36 PCS, and PtGA,
respectively) at weeks 4 and 12 were maintained
up to week 24 in patients with active RA treated
with baricitinib 2-mg. The largest differences in
the proportions of placebo- and baricitinib-
treated patients who maintained MCID PRO
improvements were observed in pain and
physical function. Lastly, time to achieve a PRO
substantial response or normative score was
shorter in patients treated with baricitinib 2-mg
than patients receiving placebo over 24 weeks.

PROs are recognized to be important in
evaluating treatment response alongside physi-
cian-reported measures [5, 8]. PRO measures
have been validated in the context of RA and
are similar in terms of reproducibility and sen-
sitivity to change compared to physician-re-
ported measures such as swollen and tender
joint counts [8]. Given the importance of
patient-centered care, the use of PROs to eval-
uate patients’ RA symptoms has become stan-
dard in randomized clinical trials and clinical
settings [5, 8]. MCID values for each PROs,
which are emphasized in the current analyses,
allow for interpretation of the scores within the
context of previously defined clinically mean-
ingful improvement in changes from baseline
over time and overall patient improvement [5].
The sensitivity of PRO measures and patients’
perceptions about their disease are particularly
useful in helping physicians determine whether
non-response to treatment is due to comor-
bidities or refractory disease [5].

RA-BUILD and RA-BEACON enrolled
patients with inadequate responses or intoler-
ance to csDMARDs, with a mean RA duration of
8 years, and bDMARDs, with a mean RA dura-
tion of 14 years, respectively; treatment with
baricitinib led to improved outcomes regardless
of previous csDMARD or bDMARD use [2, 3].
Previous studies have shown the long-term
efficacy and safety of baricitinib 2-mg in RA
[23–26].

Because RA treatment guidelines recom-
mend shared decision-making that includes
patient preferences, meeting these preferences
is a significant part of achieving treatment sat-
isfaction [1, 25]. Treatment satisfaction is an
important consideration as it influences treat-
ment adherence and continuation [26]. Patients
expect sustained improvement in RA and its
symptoms [26]. Improvement of the PROs pain,
physical function, and fatigue have been asso-
ciated with greater patient satisfaction and
perception of RA remission [25, 27].

One of this study’s strengths is its compre-
hensive assessment on outcomes important to
patients, conducted across csDMARD-IR and
bDMARD-IR patients. Limitations of this study
include the inability to separate confounding
factors that can affect PROs, such as comor-
bidities. For instance, fatigue (measured here by
FACIT-Fatigue) has a complex relationship with
disease activity, as physical function and pain
related to RA can cause fatigue along with psy-
chological and behavioral factors that may or
may not be related to RA [8]. Additionally, these
findings may not be generalizable to real-world
patients with RA, as patients were required to
have moderate-to-severe active RA and meet
other inclusion criteria for the RA-BUILD and
RA-BEACON trials. These analyses were also
limited as PROmaintenance was evaluated from
weeks 4 or 12 to week 24 (trial period), which is
a relatively short time in the context of RA, a
chronic disease. These analyses also applied NRI
for missing data, which may underestimate the
true response rate.

Overall, in this study of csDMARD-IR and
bDMARD-IR patients, early MCID in pain,
physical function, fatigue, HRQoL, and patient
global assessment at weeks 4 and 12 continued
to week 24 in patients with active RA treated
with baricitinib 2-mg. Additionally, the time to
achieve a PRO substantial response or norma-
tive score was shorter in patients treated with
baricitinib 2-mg than patients receiving placebo
over 24 weeks. Together, these results suggest
that treatment with baricitinib 2-mg allows
patients to maintain quickly achieved PRO
improvements over time.
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