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Abstract: Baricitinib, an oral selective Janus kinase (JAK)1/JAK2 inhibitor, is approved as monother-
apy or in combination with methotrexate for treating adults with moderate-to-severe active rheuma-
toid arthritis (RA) and provides improvements in clinical signs, symptoms and patient-reported
outcomes. Currently, baricitinib is approved for treating RA in more than 75 countries. In several
pivotal Phase I and III RA trials (RA-BALANCE, RA-BEGIN, RA-BEAM, RA-BUILD, RA-BEACON,
RA-BEYOND), up to seven years of baricitinib treatment was well tolerated and provided rapid
and sustained efficacy, which was confirmed in real-world settings. Safety signals for another JAK
inhibitor, tofacitinib, have emerged, as observed in the post-marketing Phase IIIb/IV trial Oral
Rheumatoid Arthritis Trial (ORAL) Surveillance; safety signals were subsequently highlighted in
a retrospective study of baricitinib and consequently new recommendations and warnings and
precautions for all JAK inhibitors have been issued. Ongoing studies to further characterise and
clarify the benefit:risk of JAK inhibitors include registries and controlled trials. This capstone review
summarises clinical and real-world data outlining the benefit:risk profile of baricitinib, confirming
that the improved disease activity and physical function of patients with RA treated with this JAK
inhibitor observed in clinical trials is translated into effectiveness in clinical practice, with a low rate
of discontinuations.

Keywords: baricitinib; rheumatoid arthritis; real-world evidence; randomised controlled trial

1. Introduction

After two decades during which biologic disease-modifying antirheumatic drugs
(bDMARDs) revolutionised the treatment and prognosis of patients with rheumatoid
arthritis (RA), a new class of targeted synthetic DMARDS (tsDMARDs), Janus kinase
inhibitors (JAKis), have been recognised by international societies as effective and well-
tolerated treatment options. While conventional synthetic DMARDs (csDMARDs) remain
the recommended first-line ‘anchor therapy’ for patients with early RA [1,2], updated
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European Alliance of Associations for Rheumatology (EULAR) management guidelines
recommend adding a bDMARD or a JAKi to csDMARD therapy if symptoms are not
sufficiently improved. JAKis should be considered only after risk assessment (see also
Section 3.3. Safety below) but, in common with interleukin (IL)-6 inhibitors, may be
favoured if combination therapy is contraindicated [2].

JAKis are small-molecule, targeted oral treatments with a rapid onset of action [3].
Baricitinib, an oral selective, and reversible, JAK1/JAK2 inhibitor was the first in the JAKi
class to be approved to treat RA in the European Union (EU) [4] based on the demonstration
of superior efficacy compared with placebo and tumour necrosis factor inhibitors (TNFis)
in populations with an inadequate response (IR) to csDMARDs, including methotrexate
(MTX) [5,6]. Baricitinib also demonstrated superior efficacy to MTX monotherapy in
patients who had received no or minimal csDMARDs and who were naive to b(DMARD:s [7]
and was associated with clinical improvements in patients with an IR to bDMARD:s [8].

Baricitinib’s first global approval was in Japan, then the EU in 2017, as monotherapy
or in combination with MTX for the treatment of adults with moderate-to-severe active RA
who have responded inadequately to, or who are intolerant of one or more DMARD:s [4,9].
Following this, approval was received in the United States (US) in 2018 for the treatment
of adults with moderately to severely active RA who have had an IR to one or more
TNFis [10]. Baricitinib is now licenced in more than 75 countries for the treatment of RA.
In some markets, baricitinib is also approved as therapy for atopic dermatitis, COVID-19
and/or alopecia areata [9,10].

Five years after entering the market, evidence for baricitinib in long-term (up to seven
years) extension studies of integrated data sets and real-world data are available and new
data are emerging. Within this review, both clinical trial data and all current real-world
data for baricitinib in the treatment of RA published to date are summarised and discussed.

1.1. Pharmacodynamic and Pharmacokinetic Properties of Baricitinib

In vitro, baricitinib inhibits JAK1 (half-maximal inhibitory concentration [ICsp] 5.9 nmol/L)
and JAK2 (IC5q 5.7 nmol/L) but has lower potency against tyrosine kinase 2 (IC5y 53 nmol /L)
and JAK3 (ICsp 560 nmol /L) [4]. In vitro analyses also showed that baricitinib inhibited JAK1/3
signalling to a lesser extent than upadacitinib and tofacitinib, with all three JAKis inhibiting the
signalling of JAK2/2-dependent cytokines [11]. In the Phase III trial, RA-BUILD [5], patients
demonstrated reductions in levels of biomarkers associated with synovial inflammation (C1M,
C3M and C4M) and bone resorption (CTX-I), which together with clinical improvements and
radiographic data suggests that baricitinib inhibits key pathological processes in RA [12]. A
study assessing the effects of baricitinib and tofacitinib in mice also revealed that JAK inhibition
increases bone mass, while the robust up-regulation of markers for osteoblast function—such as
osteocalcin and Wnt signalling—were seen in osteoblasts exposed to JAKis in vitro; the anabolic
effect of JAKis was illustrated by the stabilisation of 3-catenin [13]. In people with RA, JAK
inhibition induced bone-anabolic effects as evidenced by the repair of arthritic bone erosions
after treatment with tofacitinib [13]. More recently, a prospective study reported for the first time
that baricitinib treatment increases resistance to mechanical load, with estimated failure load
and bone stiffness correlated with reduced cortical porosity, thereby improving the functional
properties of bone [14].

The relatively short half-life of baricitinib (12.5 h [9]), and convenient once daily oral
administration, brought a substantial change to the current treatment options for RA. Im-
provements in the American College of Rheumatology 20% (ACR20) response rate, the
Disease Activity Score in 28 joints (DAS28) and other clinical outcomes were seen as early
as the first week with baricitinib treatment as compared to MTX [7,9]. In humans, approxi-
mately 75% of the administered baricitinib dose is cleared in the urine and about 20% in
the faeces; drug metabolism is mediated by CYP3A4, with <10% of the dose identified as
undergoing biotransformation [9] (Table 1 [10,15-26]). This has a direct clinical implication
in patients with concomitant mild-to-moderate or moderate-to-severe renal impairment,
who should receive a 2 mg dose in some circumstances [9]. As a result of moderate hepatic
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metabolism, baricitinib has limited potential for drug—drug interactions, with interactions
evident only with probenecid (a strong organic anion transporter-3 [OAT3] inhibitor) [27].
This is in contrast to most other JAKis, which are associated with numerous drug-drug
interactions (Table 1). Thus, in patients concomitantly receiving baricitinib and medications
metabolised by the liver—such as ketoconazole, fluconazole or rifampicin—no dose adjust-
ment is required. The synthetic nature of baricitinib eliminates the risk of immunogenicity
(neutralising antibody response) and the temporary interruption of baricitinib does not
cause a loss of response [28]. Importantly, when there is a need for drug discontinuation,
90% of the baricitinib dose is eliminated within 24 h [9]. Although baricitinib is contraindi-
cated during pregnancy, in contrast to many other available therapies, it may be stopped as
late as one week prior to a planned pregnancy [9].

Table 1. Pharmacological characteristics of JAK inhibitors approved for the treatment of RA.

Baricitinib Tofacitinib Upadacitinib Filgotinib Peficitinib
[4,9,10,15] [16-18] [19-21] [22-24] [25,26]
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5 mg BID
. 200 mg QD 150 mg QD (100
Dose 2 or 4 mg QD (5mgQD?) 15 mg XR QD a
(100 mg QD ?) mg QD)
11 mg XR QD &
JAK1: 5.9, JAK1: 3.2, JAK1: 47, JAK1: 10, JAK1: 3.9,
JAK selectivity JAK2: 5.7, JAK2: 4.1, JAK2: 120, JAK2: 28, JAK2: 5.0,
(in vitro), IC5p, nM JAK3: 560, JAKS: 1.6, JAKS3: 2304, JAKS: 810, JAK3: 0.7,
TYK2: 53 TYK2: 34 TYK2: 4690 TYK2: 116 TYK2: 4.8
Half-life (hours) 12.5 ~3 8-14 7b 10-18
Parent and Parent and Parent and Parent and
. Unchanged parent: . . .
Excretion metabolites: 70% hepati metabolites: metabolites: metabolites:
cretio 75% renal, 30(:) Y ffr?alc’ 24% urine, 87% urine, ~37% urine,
20% faeces ’ 38% faeces 15% faeces 57% faeces
Strong CYP3A4
inhibitors or inducers, s
Drug—drug Strong (OAT3) moderate CYP3A4 St.r ong C YP3A4 CES2 inhibitors, P-gp inhibitor
. . A g . inhibitors or CYP1A2 or P-gp or .
interactions inhibitors inhibitors with strong inducer BCRP substrat verapamil
CYP2C19 inhibitors, ucers substrates
immunosuppressants

2 Selected populations. P The half-life of the active metabolite is 19 h. BCRP, breast cancer resistance protein; BID,
twice daily; CES, carboxylesterase; CYP, cytochrome P450; ICsg, half maximal inhibitory concentration; JAK, Janus
kinase; OAT3, organic anion transporter-3; P-gp, P glycoprotein; QD, once daily; RA, rheumatoid arthritis; TYK,
tyrosine kinase; XR, extended release.

1.2. Dose Flexibility

Baricitinib is available in two dosage strengths (2 mg and 4 mg), each administered
once daily. Baricitinib 4 mg is the indicated starting dose, with potential to taper to 2 mg,
in all countries except the US, Canada and China, where a dose of 2 mg is approved for
treating RA. Patients aged >65 years and those with a history of chronic or recurrent
infections should receive a dose of 2 mg according to EU recommendations [9]. Both
baricitinib 4 mg and 2 mg are efficacious among different treatment populations [5,8,9,29].

Elderly patients often have comorbidities and require multiple concomitant medications,
with concerns that treatments will be less effective, and the number of adverse events (AEs)
increased [30]. Subgroup analysis of data from two Phase III trials in patients with RA and an
IR to csDMARDs (csDMARD-IR)—RA-BUILD [5] and RA-BEAM [6]—demonstrated similar
clinical efficacy with baricitinib 4 mg once daily in patients aged <50 years and those aged
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>65 years [30]. In general, while efficacy is not affected by age, safety might be diminished,
with higher rates of discontinuation due to AEs in elderly patients aged >65 years, mainly
related to an increased risk of serious infections [30]. A reduced dosage of baricitinib 2 mg/day
is recommended in patients aged >65 years and those with moderate renal impairment, and
may be appropriate for patients with a history of chronic or recurrent infections [9], and is
also in line with the European Medicines Agency (EMA) Pharmacovigilance Risk Assessment
Committee (PRAC) recommendation to use a lower effective dose for all JAKs across all
indications when treating populations at risk of venous thromboembolism (VTE), cancer or
major cardiovascular (CV) problems [31]. Therefore, based on extrapolation from the Oral
Rheumatoid Arthritis Trial (ORAL) Surveillance [32] and the results of a retrospective analysis
of baricitinib data [33], the lower dose of baricitinib 2 mg is recommended for all patients at
risk of AEs of special interest (CV events, malignancy and deep vein thrombosis), with the
possibility to step up to a higher baricitinib dose of 4 mg if disease activity is not controlled.

2. Efficacy across RA Populations in Randomised Controlled Trials (RCTs)
2.1. RA Populations

In Phase III RCTs conducted in countries across the world, baricitinib was evaluated in
a range of patients with RA, including those who were bDMARD-naive in RA-BEGIN [7],
MTX-IR in RA-BEAM [6] and RA-BALANCE [34,35], csDMARD-IR in RA-BUILD [5] and
bDMARD-IR (27% >3 prior bDMARDs) in RA-BEACON [8]. Baricitinib has been evaluated
as monotherapy or in combination with MTX, with or without concomitant glucocorticoids.

2.2. Clinical Outcomes

In RA-BEGIN, baricitinib 4 mg/day, as monotherapy or in combination with MTX,
had a rapid response with superior and improved efficacy outcomes (ACR20 at 24 weeks),
clinically and functionally, when directly compared with MTX monotherapy in patients
predominantly naive to csDMARDs. Rates of remission (REM) and low disease activity
(LDA) were also higher with both baricitinib regimens than with MTX [7].

In RA-BALANCE [34,35], RA-BUILD [5] and RA-BEAM [6], baricitinib was established
as a treatment option for patients with an IR to one or more csDMARDs. In each trial,
baricitinib showed significant rapid improvements in ACR20 response rates and other
clinical outcomes relative to placebo [5,6,35], and for the first time, in RA-BEAM, versus
adalimumab [6]. Specifically, in patients on background MTX, baricitinib 4 mg/day was the
first JAKi to demonstrate clinical superiority by 12 weeks versus adalimumab with regard
to the proportion of patients achieving ACR20 and DAS28-C-reactive protein (DAS28-CRP)
change from baseline. In addition, patients treated with baricitinib demonstrated higher
rates of REM (Simplified Disease Activity Index [SDAI] <3.3) as compared to adalimumab
at 12 weeks [6].

In RA-BEACON, patients with an IR or intolerance to bDMARDs had significant
functional and clinical improvements with baricitinib treatment, achieving greater benefits
than those receiving placebo [8]. REM at 12 weeks, assessed by improvements in DAS28-
CRP, was achieved at a significantly higher rate with baricitinib 2 mg/day and 4 mg/day
than with placebo [8]. A post hoc analysis [36] reported that baricitinib was effective and
superior to placebo, regardless of the previous number or type of concomitant bDMARDs,
or glucocorticoid use.

In the long-term extension trial RA-BEYOND, baricitinib maintained efficacy and nor-
mative physical function for up to almost seven years in all three populations investigated
(csDMARD-IR, including MTX-IR, and bDMARD-IR patients) (Figure 1) [37,38].
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Figure 1. Long-term efficacy of baricitinib in RA-BEYOND according to originating study (RA-BEAM
or RA-BUILD) ?: (a) CDAI remission (>2.8); (b) CDAI LDA (>10). Adapted from a presentation by
Caporali and colleagues [37]. @ Data were also collected in RA-BEYOND from patients randomised
to placebo or adalimumab in the originating studies; the data shown here are from patients in the
baricitinib treatment groups for the entire study duration. © Year three corresponds to 156 weeks of
the originating study RA-BUILD and 160 weeks of the originating study RA-BEAM. € Year seven
corresponds to 360 weeks of the originating study RA-BUILD and 364 weeks of the originating
study RA-BEAM. ¢ Entry to RA-BEYOND was at 24 weeks of the originating study RA-BUILD and
52 weeks of the originating study RA-BEAM. ¢ Patients were analysed by treatment assigned at
randomisation in the originating study, regardless of rescue. CDAI, Clinical Disease Activity Index;
LDA, low disease activity; W, week.

There are currently no head-to-head trials comparing the efficacy of the JAKis. How-
ever, in non-inferiority studies, only baricitinib 4 mg [6] and upadacitinib 15 mg [39] have
shown superiority to adalimumab in prespecified endpoints, whereas tofacitinib [40] and
filgotinib have not [41].

2.3. Radiographic Outcomes

Before the era of bDMARDSs, radiographic progression was the main reason for dis-
ability and early retirement in difficult-to-treat (D2T) patients with RA. With new treatment
options and a treat-to-target approach focused on the reduction of inflammation, rapid
achievement of REM or LDA is accompanied by no or limited structural joint damage [1,2].

In csDMARD-naive patients (RA-BEGIN), radiographic progression seen with baric-
itinib plus MTX was significantly less than that seen with MTX monotherapy both at 24
and 52 weeks [7]. Post hoc analysis showed that patients achieving sustained clinical
response (DAS28-high-sensitivity CRP <3.2 or SDAI score <11) at 52 weeks were less
likely to experience structural damage progression and that patients achieving these
responses were less likely to progress if in the baricitinib or the baricitinib plus MTX
group compared to the MTX monotherapy group [42]. In MTX-IR patients (RA-BEAM),
the inhibition of radiographic progression (modified total Sharp score [mTSS]) was
significantly greater with baricitinib than with placebo at 24 weeks [6]. Progression
of bone erosion and joint space narrowing were each similarly inhibited by baricitinib
and adalimumab. Interestingly, in a post hoc analysis of RA-BEGIN and RA-BEAM, re-
duced structural progression (mTSS) was observed regardless of disease activity control
(Clinical Disease Activity Index [CDAI] REM and LDA versus CDAI moderate and high
disease activity) in baricitinib-treated patients, but not in those who received placebo
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or MTX [43], providing evidence of an uncoupling of the link between disease activity
and radiographic progression previously demonstrated with TNFis, IL-6 inhibitors and
rituximab [44-46].

In the seven-year, long-term extension study, RA-BEYOND [47], which included
patients initially randomised in RA-BEGIN [7], RA-BEAM [6] or RA-BUILD [5], approx-
imately 40-72% of patients, depending on their originating study and initial treatment,
treated with baricitinib 2 mg or 4 mg/day (monotherapy or combined with a csDMARD)
had no radiographic progression (threshold of mTSS < 0) over five years [47].

2.4. Patient-Reported Outcomes: Pain and Physical Function

Typically, clinicians focus on composite disease activity scores to assess disease control
with a view to preventing structural progression and optimising function in RA. However,
for many patients with RA, pain and fatigue are dominant symptoms [48,49]. Pain and
impairment of other subjective quality of life measures may persist even after clinical
targets for disease activity are achieved [50-52].

Patients treated with baricitinib (monotherapy or in combination with MTX) demon-
strated more rapid and greater pain relief relative to placebo, MTX monotherapy and
adalimumab in RCTs [5,6,36,53]. Relative to MTX monotherapy, baricitinib provided im-
provements in pain, health-related quality of life, Patient’s Global Assessment of Disease
Activity, fatigue and work and activity impairments in RA-BEGIN [54]. Additionally,
patients treated with baricitinib in RA-BEAM demonstrated greater improvements in
physical function than adalimumab, with more patients achieving Health Assessment
Questionnaire-Disability Index (HAQ-DI) score improvement >0.22 or >0.3 at 24 weeks,
an improvement considered as the minimally clinically important difference [6]. Further-
more, baricitinib-treated patients in RA-BEAM experienced a significant reduction in pain
as compared to those treated with adalimumab as early as 2 weeks and tiredness as early as
8 weeks [6], which was associated with improved daily activity and work productivity by
12 and 24 weeks [55]. Post hoc analysis of RA-BEAM demonstrated that the median time
needed for an improvement in pain of >50% was 4 weeks for baricitinib and 7.9 weeks with
adalimumab [56]. In patients with uncontrolled inflammation after 24 weeks, as measured
by a CRP level >10 mg/L, mean improvement in pain with baricitinib was significantly
larger than with either adalimumab or placebo, with the study authors suggesting an effect
of baricitinib on pain irrespective of inflammation control [56]. In exploratory analyses of
these data, patients in LDA or REM (DAS28-erythrocyte sedimentation rate [DAS28-ESR])
had improvements in pain and HAQ-DI scores with baricitinib that were significantly
larger than those seen with both placebo and adalimumab [57]. This finding led the authors
to suggest that, in patients with well-controlled RA, baricitinib may exhibit effects beyond
immunomodulation [57]. In a matching-adjusted indirect comparative analysis, the efficacy
of several DMARDSs on pain and HAQ-DI was assessed [54]. With the three matching
methods used, baricitinib monotherapy consistently showed greater reductions in pain
and improved physical function than tocilizumab and adalimumab monotherapy [54].
Statistically significant differences between baricitinib and tofacitinib treatment in pain
reduction and improved physical function were not consistently observed [54]. Signifi-
cantly greater improvements in most patient-reported outcomes (Short Form-36 Physical
Component Summary, EQ-5D 5L components, Functional Assessment of Chronic Illness
Therapy-Fatigue, Patient Global Assessment [PGA] and visual analogue scale [VAS] scores
for pain) were experienced at 24 weeks with baricitinib 2 mg/day and 4 mg/day versus
placebo in bDMARD-IR patients (RA-BEACON [58]).

As structural damage, reduced functionality and associated pain and reduction in
quality of life can begin early in the disease course, the superiority of baricitinib to TNFi
therapy may be of interest to healthcare providers and patients.
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2.5. Temporary Treatment Interruption and Tapering

Temporary interruption to RA therapy is a common occurrence in clinical trials due to
factors such as non-compliance, the necessity for surgery or AEs [28]. Analysis of the Phase
III baricitinib studies RA-BEAM, RA-BUILD and RA-BEACON showed that 8.5-18.1% of
patients interrupted their treatment through 24 weeks and that the most common cause of
baricitinib treatment interruption was AEs (79.2-91.9% of interruptions), with treatment
interruption lasting less than 2 weeks and generally occurring within the first two months
of baricitinib treatment. In MTX-naive patients, the first interruption occurred on average
at 4-5 months [28]. During the brief baricitinib interruptions, RA symptoms increased
in many patients (>59% for morning joint stiffness [MJS] duration and 86-90% for MJS
severity, worst tiredness and worst joint pain), albeit minimally (increase of <30 min
for MJS duration, increase of <2 units for other outcomes), and after the resumption of
baricitinib treatment, symptoms resolved. Although AEs were the most frequent reason for
baricitinib treatment interruption, these events infrequently reoccurred once treatment was
restarted [28]. This indicates that AEs were usually short-term and are unlikely to impede
efficacy, consistent with long-term efficacy outcomes that were not impacted by treatment
interruptions [28].

Guidelines from the American College of Rheumatology (ACR) [1] and the EULAR [2]
recommend that tapering DMARD therapy may be considered in patients who achieve
sustained REM. Results from the long-term study RA-BEYOND demonstrated that patients
with sustained LDA or REM on baricitinib 4 mg/day for >15 months, who then continued
on baricitinib 4 mg/day or tapered to 2 mg/day, maintained LDA (80% 4 mg; 67% 2 mg)
and REM (40% 4 mg; 33% 2 mg) at 48 weeks [59]. Dose reduction resulted in small, yet
statistically significant increases in disease activity at 12, 24 and 48 weeks and produced
earlier and more frequent relapse (loss of step-down criteria) over 48 weeks compared with
4 mg maintenance (23% 4 mg vs. 37% 2 mg, p = 0.001). At the same time, patients tapered
to baricitinib 2 mg/day had numerically fewer infections, including non-serious infections,
than those who continued on baricitinib 4 mg/day [59]. Overall, RA-BEYOND showed that
baricitinib 2 mg/day provided acceptable efficacy, with only one in five patients returned to
the 4 mg/day dose, which then resulted in disease control similar to that prior to tapering
in the vast majority [59]. This may be of particular interest for managing the treatment of
patients with safety concerns.

3. Baricitinib in Real-World Settings
3.1. Characteristics of Baricitinib-Treated Patients in Real-World Settings

Real-world evidence (RWE) helps health authorities and healthcare providers
(HCPs) gain further insights regarding treatment effectiveness and safety in real-life
settings as they focus on heterogenous patient populations (who can be older, more
treatment refractory, with more comorbid conditions and with more co-treatments than
clinical trial populations). RWE permits the identification of associations between treat-
ment and rare AEs and informs whether a drug’s performance as assessed in RCTs is
recapitulated in real-life settings. It also helps the medical community to better under-
stand treatment patterns, such as line of therapy utilisation, or to define risks associated
with lower effectiveness or poorer drug survival. Furthermore, RWE helps HCPs under-
stand whether drug utilisation reflects official guidelines such as those of EULAR [2]
and ACR [1]. Finally, RWE allows for longer drug exposure observations and com-
parisons with greater numbers of other drugs than RCTs typically provide. Below is a
comprehensive descriptive review of the literature regarding RWE for baricitinib that has
been reported to date; data were sourced from registries, monocentric and multicentric
clinical practice studies, administrative or insurance claim databases, or prospective
observational studies. At the time of writing, 41 published sources for RWE of baricitinib
in the treatment of RA were identified [29,33,60-98].

Due to the heterogeneity between each data source—such as patient characteristics
and outcomes reported—a meta-analysis was not feasible.
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Supplementary Table S1 summarises available baseline characteristics of baricitinib-
treated patients in real-world settings [29,33,60-98]. The typical patient in the various
RWE sources is aged about 60 years (which is older than the mean age of patients in
baricitinib RCTs). In the RWE sources, only a limited number of patients were bio-naive
and most tended to have several b/tsDMARD failures before initiating baricitinib. In
an observational Italian prospective study (IPS), patients treated with baricitinib who
were bDMARD-naive were younger with shorter disease duration and presented with
fewer comorbidities, including CV disease, hypercholesterolaemia and diabetes, than
those who were bDMARD-IR [64]. A study from the British Society for Rheumatology
Biologics Register for Rheumatoid Arthritis (BSRBR-RA) also showed that bDMARD-
naive patients treated with baricitinib had shorter disease duration and numerically
fewer comorbidities compared with the bDMARD-IR patients [29]. The proportion of
patients treated with baricitinib monotherapy varies significantly between countries;
for example, the proportion was 43% in Spain (ORBIT-RA registry) [60] and 87% in
Denmark (DANBIO registry) [66] but is overall around 50%. With regard to dosage,
most patients were using 4 mg (see Supplementary Table S1) and one study in bio-
naive patients included in a Spanish registry (BIO-1) reported that patients who received
baricitinib 2 mg were older than those who received baricitinib 4 mg (73 years vs. 56 years,
p < 0.0001) [61]. An older age of patients treated with baricitinib 2 mg versus 4 mg
(67.9 years vs. 61.7 years) was also identified in a Japanese post-marketing surveillance
(PMS) study in which >70% of patients had an IR to at least one prior b/tsDMARD [76], as
well as in the BSRBR-RA (67.6 years vs. 58.7 years) [29]. This reflects that rheumatologists
are cautious and apply label recommendations for a lower baricitinib dosage when
treating elderly patients.

3.2. Treatment Outcomes for Baricitinib in Real-Life Settings

Despite baricitinib use in patients predominantly refractory to previous cs/b/tsDMARD
treatment, baricitinib demonstrated effectiveness in the majority of patients, as reflected
by DAS28-ESR, DAS28-CRP and CDAI LDA and REM rates after six months of treatment
(Figure 2). Significant improvements were reported in two Italian monocentric studies, which
used clinical and ultrasound evaluation (at Careggi University Hospital in Florence and at
Sapienza University of Rome in Rome) as early as at one month for joint scores and other
clinometric scores [78,83], as well as in a Japanese registry, Tsurumai Biologics Communication
Registry of RA patients (TBCR-RA), for DAS28-CRP change from baseline [74]. In one of the
monocentric studies from Italy, the clinical response to baricitinib was not affected by previous
bDMARD exposure [78]. Five observational studies—two prospective multicentric studies
from Italy, the IPS [64] and an analysis at Sapienza University of Rome [78]; a prospective,
monocentric real-world analysis in Erlangen, Germany [82]; a Lilly-conducted multicentre
prospective study [77]; and a study based on data from a Spanish registry, ORBIT-RA [60]—all
confirmed that baricitinib alleviates pain, while the Lilly-conducted study and a study using
data from the Swedish Rheumatology Quality (SRQ) register by the Anti-Rheumatic Therapy
in Sweden (ARTIS) Study Group reported that baricitinib improves physical function, as
highlighted by improvements in HAQ-DI scores [65,77].
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Figure 2. Treat-to-target goals of remission/LDA with BARI at six months of treatment in real-world
studies and in RCTs in patients with RA. The included studies are: BEAM [6], BEACON [8], BSRBR-
RA [29], ORBIT-RA [60], IPS [64], TBCR-RA [74], Iwamoto et al. [75], JPMS [76], RA-BE-REAL [77],
Sapienza University study [78], LTHT [81]. ® LDA was defined as DAS28-CRP <3.2, DAS28-ESR
<3.2, CDAI <10. b Remission was defined as DAS28-CRP <2.6, DAS28-ESR <2.6, CDAI <2.8. € Blue
bars indicate RWE reporting a pooled BARI dose group and red bars indicate RCT data from patients
on BARI 4 mg. d REM value extrapolated from a graph [60]. ©* LDA was defined as DAS28-CRP <3.1.
f 1.DA was defined as CDAI <11.0; remission was defined as CDAI <3.3. BARI, baricitinib; BSRBR-
RA, British Society for Rheumatology Biologics Register for Rheumatoid Arthritis; CDAI, Clinical
Disease Activity Index; DAS28-CRP, Disease Activity Score in 28 joints—C-reactive protein; DAS28-
ESR, Disease Activity Score in 28 joints—erythrocyte sedimentation rate; IPS, Italian prospective
study; JPMS, Japan post-marketing surveillance; LDA, low disease activity; LTHT, Leeds Teaching
Hospitals NHS Trust database; n = number of patients in the study-specific baricitinib group; RA,
rheumatoid arthritis; RCT, randomised controlled trial; RWE, real-world evidence; TBCR, Tsurumai
Biologics Communication Registry.

3.2.1. Factors Affecting Treatment Outcomes—Drug Discontinuation, Drug Survival and
Effectiveness

Understanding the risk factors associated with early discontinuation of drug treatment,
should it be for poor tolerance, lack of efficacy or other reasons, allows us to take a step
closer to personalised medicine. Several studies discussed below investigated factors
associated with a higher risk of JAKi treatment discontinuation; most studies investigated
baricitinib [60,62,74,82,85] and two considered baricitinib and tofacitinib [71,84].

Patients stratified by age (<65 years and >65 years) presented similar rates of barici-
tinib drug survival in ORBIT-RA [60], indicating no clear association between age and drug
survival, whereas increased age was associated with higher drug survival in a UK-based
(Southampton) study [85]. In the BSRBR-RA, during the first six months of treatment, there
seemed to be minimal difference in drug survival between patients aged below or above
65 years but over time, older patients tended to discontinue the drug more frequently [29].
A single centre study by Deprez and colleagues [84] found that increased age, glucocor-
ticoid usage at baseline and number of comorbidities were associated with an increased
risk of JAKi discontinuation. The ORBIT-RA registry supports that a greater number of
comorbidities is associated with a higher risk of baricitinib discontinuation [60] and a study
of patients with RA in the Swiss Clinical Quality Management in Rheumatic Diseases Foun-
dation (SCQM) register also identified that concomitant glucocorticoid use at baseline, as
well as higher disease activity, is associated with a higher risk of JAKi treatment discontinu-
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ation [62]. In line with this, the Japanese TBCR-RA [74] showed that higher disease activity
(measured by DAS28-CRP) was independently associated with lack of achievement of LDA
(EULAR response criteria) with baricitinib. In the German Erlangen cohort, prior bDMARD
use appeared to be associated with lower baricitinib continuation [82], a finding also seen
in the BSRBR-RA [29], while a trend for an increased number of bDMARDs and lower
continuation was observed in the ORBIT-RA study [60]. In the aforementioned Japanese
registry, no previous b/tsDMARD use was independently associated with the achievement
of EULAR LDA [74]. However, although high baseline HAQ-DI and a high number of
prior bDMARDs were associated with JAKi (tofacitinib and baricitinib) discontinuation
and resistance to JAKi treatment (the patient did not achieve LDA [CDAI score <2.8] after
24 weeks), these associations were not demonstrated for baricitinib alone in multivariate
logistic regression analyses in the Japanese FIRST registry (pharmaco-resistance hazard
ratio [HR] of 1.41; p = 0.09 [71]). In the IPS, the authors reported that bDMARD-naive
patients had greater improvements in CDAI scores compared with those who had an IR to
bDMARDs, and as a potential consequence, a higher treatment discontinuation rate in the
bDMARD-IR population was observed [64]. Most of these observations from RWE contrast
with baricitinib RCT data that showed no impact of prior biologic usage on baricitinib effi-
cacy [36]. Monotherapy showed similar drug survival as compared to combination therapy
in SCQM-RA [63] and this was confirmed in the BSRBR-RA up to six months [29]; however,
at 12 months follow-up in the BSRBR-RA, it seemed monotherapy was associated with
higher drug survival, but this was not statistically tested [29]. By contrast, a retrospective,
longitudinal cohort study of patient data from the Spanish ORBIT-RA registry showed that
baricitinib drug survival was higher with combination therapy, although again no formal
statistical analysis was performed [60].

In summary, high disease activity, concomitant glucocorticoids, increased number of
previous b/tsDMARDs and greater number of comorbidities are generally associated with
baricitinib treatment discontinuation. However, no consistent trends were observed with
regard to an effect of age and concomitant csDMARDs on treatment discontinuation.

3.2.2. Effectiveness of Baricitinib Monotherapy in RWE Settings

In the Swedish ARTIS study, baricitinib was as effective when used in monother-
apy as in combination with a csDMARD, as highlighted by a good EULAR DAS28-ESR
response, HAQ-DI improvement (defined as a decrease in HAQ-DI >0.2 at one-year evalu-
ation compared with baseline) and CDAI REM (CDAI <2.8 at one-year evaluation) [65].
Monocentric studies in Erlangen, Germany, and Sapienza University of Rome, Italy, also
found that baricitinib effectiveness was similar between monotherapy and combination
therapy [78,82]. Additionally, a multicentre Italian study showed that compared with
baricitinib monotherapy, the use of concomitant MTX was not associated with differences
in REM (DAS28-CRP <2.6 and CDAI <2.8) and LDA (DAS28 >2.6 and <3.2 and CDAI <10)
rates in both bDMARD-naive and -IR patients [64]. These results of no differences in effec-
tiveness between baricitinib monotherapy and combination therapy are consistent with
those of two Japanese RWE studies, one that used DAS28-CRP data from the multicentre
TBCR-RA [74] and a prospective, observational, multicentre study that used DAS28-ESR
outcomes [75]. Finally, studies utilising Italian claims databases showed that csDMARDs
could be tapered/discontinued in some baricitinib-treated patients [87,88]. In the analysis
of data from patients with a diagnosis of RA during 2018, 69.8% of patients were using con-
comitant csDMARD:s at baseline, which was reduced to 34.2% at follow-up, an effect most
frequently observed in bDMARD-naive patients [87]. In the analysis of data from patients
with a diagnosis of RA during 2019, concomitant csDMARD use was 73.9% at baseline
and 41.1% at follow-up; again, the reduction in csDMARD use was most pronounced in
bDMARD-naive patients [88].
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3.2.3. Effect of Baricitinib on Glucocorticoid Tapering

Italian studies and the multinational, prospective observational study, RA-BE-REAL,
demonstrated that baricitinib allows a reduction of glucocorticoid use [64,77,78], which is in
line with the latest EULAR recommendations [2]. Patients who are pharmaco-resistant are
usually taking more glucocorticoids [99], and baricitinib allowed tapering of glucocorticoids
in both bDMARD-naive and bDMARD-IR patients. In an Italian administrative claims
database, 87.9% of 149 baricitinib-treated patients were using concomitant glucocorticoids
at baseline, a number that was almost halved at the follow-up visit when 45.7% of patients
were still using glucocorticoids [87]. This finding was confirmed in a later analysis by
the same authors in 445 baricitinib-treated patients [88]. Furthermore, two cohort studies
(Italian and Japanese) also reported a reduction in glucocorticoid utilisation [74,83]. The
Italian monocentre study at Careggi University Hospital in Florence, Italy showed that
prednisone-equivalent was used at a mean daily dosage of 6.25 mg at baseline (with 74.4%
of patients using glucocorticoids), which decreased from baseline to 2.75 mg after three
months and to 1.86 mg after six months of treatment (p < 0.0001 for both) (with 40% patients
remaining on glucocorticoids) [83]. The Japanese study from the TBCR-RA, showed that
the dosage of prednisolone used (3.9 mg/week) decreased from baseline, when baricitinib
was initiated, to 24 weeks (3.2 mg/week; p = 0.006) [74].

3.2.4. Effect of Baricitinib on Ultrasound-Assessed Inflammation

Not only are clinical scores improved with baricitinib, but there is evidence to confirm
that inflammatory processes are decreased in baricitinib-treated patients. Two Italian
monocentric studies investigated the effect of baricitinib treatment on inflammation, as
measured by ultrasound [78,83]. Tesei and colleagues (2021) [83] reported that synovitis and
tenosynovitis analysed with greyscale or with power Doppler were significantly improved
as early as at one month of treatment, while erosion scores remained unchanged throughout
the six-month duration of the study, whereas Spinelli and colleagues (2021) [78] reported
reductions in US inflammatory scores, reflecting the joint inflammatory status, as early as
at one month of treatment. These observations were confirmed in another monocentric
study, in Daegu, Republic of Korea [86], and are in line with the observed decrease in
inflammatory biomarkers associated with joint destruction in RCTs of baricitinib [12].

3.2.5. RWE Effectiveness and Drug Survival of Baricitinib Compared to TNFi and Other
Mode of Action bDMARDs

Five real-world studies allowed comparison of the effectiveness of baricitinib ver-
sus TNFi treatment, four were register-based studies—SCQM-RA [62], ARTIS [65], DAN-
BIO [66] and BIO-1 [61]—and one was a prospective observational study—RA-BE-REAL [77],
that compared baricitinib with b/tsDMARDs (other than baricitinib). Table 2 shows that
baricitinib-treated patients were generally older, with a longer disease duration and more
previous treatments (statistical testing was not consistently reported). This suggests that
despite EULAR recommendations to either use a TNFi or, after risk assessment, a JAKi in
patients with an IR to csDMARD treatment [2], current practice is still to favour a TNFi as
first line, and then baricitinib as second line or later in the treatment algorithm. With regard
to effectiveness (see Table 3), CDAI LDA and REM rates at one year were similar between
patients in the SCQM-RA treated with baricitinib and TNFis [62], whereas the ARTIS study
reported greater improvements in CDAI and HAQ-DI after three months and one year
in baricitinib- versus TNFi-treated patients [65]. Six-month interim analysis of data from
RA-BE-REAL also suggested that a higher proportion of patients reached CDAI remission
with baricitinib compared with b/tsDMARDs (25.6% vs. 18.5%) but no formal statistical
testing was performed [77]. In these three studies and two other studies (Table 3), drug
survival was consistently higher with baricitinib, especially after adjusting for confounding
variables, which is critical when looking at unbalanced cohorts. Adjusted drug survival
was higher for baricitinib versus TNFis in the Spanish BIO-1 registry in which all patients
were bio-naive [61].
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Table 2. Baseline characteristics of baricitinib- and TNFi-treated RA patients in real-world studies.

Biomnve) (1]  SCOM-RA[62] RA-BE-REAL [77] ARTIS [65] DANBIO [66]
Patients, 1 BARI TNFi BARI? TNFi BARI b/tsDMARD P BARI TNFi BARI ETN ADA
’ 63 33 273 408 509 565 1420 6036 275 1830 1332
Age (years) 60 56 ¢ 59 52 ** 59 57* 61 584d 59 57d 574d
Disease duration d, 4 d d
. (years). . 8¢ 7 de 13 8 ** 10 9* 13 8 14 10 10
Dlse(aggj‘flt)“’”y NR NR ¢ 15 14°¢ 24 24¢ 20 184 435f  3759f 3
Smokers (%) NR NR 4 NR NR ¢ NR NR 4 11 124d 17 22d 23d
Bio-naive (%) 100 100 4 17 48 **8 48 614 Mostly 1 3 424 55d
>2 DMARD:s (%) NR NR ¢ 63 29 #+dg 39 294 Mostly 4" 86 264 22d
Comorbidities (%) NR NR 4 NR NR 4 NR NR 4 3 (VTE) 2 (VIE)d NR¢ NR¢ NR4

@ Three-way ANOVA also compared BARI with other mode of action bDMARDSs; statistical results are not
presented for these analyses in this table. P Data in this cohort are from recipients of TNFi (1 = 338), non-TNFi
bDMARD:s (1 = 161) and non-baricitinib tsDMARDs (1 = 66). © Not statistically significantly different from the
TNFi or b/tsDMARD group. ¢ Statistical analysis not reported /conducted. ¢ Calculated by subtracting age at BIO-
1 entry—age of diagnosis. f Disease Activity Score in 28 joints. 8 p-value was calculated for overall line of therapy.
" Median line of therapy was third for the BARI group and first for the TNFi group. * p < 0.05 for BARI vs. TNFi
or b/tsDMARD. ** p < 0.01 for BARI vs. TNFi or b/tsDMARD. ADA, adalimumab; ANOVA, analysis of variance;
BARI, baricitinib; bDMARD, biologic disease-modifying antirheumatic drug; CDAI, Clinical Disease Activity
Index; ETN, etanercept; n, number; NR, not reported; RA, rheumatoid arthritis; SD, standard deviation; TNFi,
tumour necrosis factor inhibitor; SCQM, Swiss Clinical Quality Management in Rheumatic Diseases Foundation;
tsDMARD, targeted synthetic disease-modifying antirheumatic drug; VTE, venous thromboembolism.

Table 3. Effectiveness and drug survival of baricitinib versus TNFi in real-world studies.

. Survival (Kaplan-Meier) . .
Real-World Study Effectiveness or % Discontinuation (Crude) Survival (Adjusted HR)
CDAI DAS28-ESR Overall Bio-Naive Overall Bio-Naive
BARI >> TNFi BARI > TNFi
ARTIS [65] at3 and BARI = TNFi NR BARI >> TNFi NR
12 mo at 3 mo
SCQM-RA [62] BARL > TNFiat NR BARI > TNFi BARI > TNFi BARI >> TNFi BARI >> TNFi
DANBIO [66] NR NR BARI = TNFi NR 2 BARI >> TNFi P NR @
BARI > BARI > BARI >
RA-BE-REAL[77]  b/tsDMARD € at NR b/tsDMARD at  b/tsDMARD € at NR NR
] ) 6mod 6 mo ¢ 6 mo 4
BIO-1 (Bio-naive) NR NR NR BARI > TNFi © NR BARI >> TNFi

[61]

2 Insufficient BARI-treated patients were bio-naive for analyses. P Statistically better than adalimumab, cer-
tolizumab, golimumab and infliximab. € Data in this cohort are from recipients of TNFi (n = 338), non-TNFi
bDMARD:s (1 = 161) and non-BARI tsDMARDSs (1 = 66). ¢ No statistical testing was performed. € p = 0.15 for
discontinuation rate (no crude Kaplan—-Meier analysis was reported). >, numerically but not significantly better
than comparator (either not tested or significance not reached). >>, better than comparator as indicated by 95%
CIs and/or <0.05. BARI, baricitinib; bDMARD, biologic disease-modifying antirheumatic drug; CDAI, Clinical
Disease Activity Index; CI, confidence interval; DAS28-ESR, Disease Activity Score in 28 joints—erythrocyte sedi-
mentation rate; HR, hazard ratio; mo, months; NR, not reported; SCQM-RA, Swiss Clinical Quality Management
in Rheumatic Diseases Foundation—rheumatoid arthritis; TNFi, tumour necrosis factor inhibitor; tsDMARD,
targeted synthetic disease-modifying antirheumatic drug.

Several other studies have investigated the effectiveness and drug survival of
baricitinib versus bDMARDs and other tsDMARDs. In the FIRST registry in Japan,
CDALI scores were lower for baricitinib versus tofacitinib after 24 weeks, at which time
significantly higher rates of CDAI LDA and REM were observed in the baricitinib cohort.
In this study, the risk of selection bias was reduced by use of the propensity score-based
inverse probability treatment weighted method [71]. In the study from the ARTIS Study
Group, baricitinib effectiveness, measured using DAS28-ESR, HAQ-DI and CDALI at
three months and one year, was compared to that of abatacept, IL-6 inhibitors, rituximab
and tofacitinib, and almost all comparisons showed at least similar, if not numerically
or significantly higher, rates of effectiveness with baricitinib versus the other mode
of action DMARD:s; the exception was DAS28-ESR, which showed significantly better
improvement and more ‘good” EULAR responders with IL-6 inhibitors versus baricitinib
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at three months and one year, respectively [65]. Notably, the study from the ARTIS Study
Group also reported that baricitinib as monotherapy was more effective for HAQ-DI
improvement than abatacept, IL-6 inhibitors, rituximab, TNFis and tofacitinib used as
monotherapy. Similar trends were also observed for CDAI REM rates, but differences
were not significant, with the exception of the comparison with rituximab [65]. In
the TBCR-RA, propensity score matched patients receiving baricitinib or tocilizumab
generally had similar improvements in tender and swollen joint count and serum CRP
levels, but PGA of disease activity was significantly more improved with baricitinib [73].
In addition, a significantly higher proportion of patients receiving baricitinib achieved
Boolean REM at 24 weeks as compared to tocilizumab (33% vs. 15%, p = 0.027) [73]. These
real-world findings support those of a matching-adjusted indirect comparison showing
better efficacy of baricitinib versus tocilizumab in HAQ-DI score and VAS pain using data
from RCTs [54]. Interestingly, when stratifying patients based on CRP decreases after
24 weeks of treatment, baricitinib, but not tocilizumab, was associated with improved
PGA in patients who did not achieve target reductions in CRP levels [73]. Since pain is
a dominant factor driving PGA [48,100], this observation appears to support the RCT
analysis from Taylor and colleagues (2019) that reported an effect of baricitinib on pain
irrespective of inflammation [56]. In the Kansai Consortium for Well-being of Rheumatic
Disease Patients (ANSWER) registry of patients with RA in Japan, no difference was
observed with regard to treatment discontinuation rates at 18 months between baricitinib,
tofacitinib and sarilumab [70]. The lack of difference in drug survival between baricitinib
and tofacitinib was also demonstrated in 24-week analyses from the FIRST registry in
Japan [71]. However, the HRs for discontinuation for baricitinib were significantly lower
compared with those for tofacitinib, IL-6 inhibitors and abatacept, but higher than those
for rituximab, after adjusting for confounding variables in the SRQ registry in the study
from the ARTIS Study Group [65]. In adjusted analyses, treatment discontinuation was
significantly less likely with baricitinib than with adalimumab, tofacitinib, abatacept,
certolizumab pegol, golimumab, sarilumab and infliximab in the study from the Danish
DANBIO registry, and the numerical lower risk of discontinuation versus etanercept and
tocilizumab did not reach significance; rituximab had a lower risk of discontinuation
than baricitinib, but this difference was not significant [66].

Treatment of D2T RA is a great unmet need for clinicians. Analysis of data from
353 patients with D2T RA in the FIRST registry in Japan showed that JAKis significantly
improved CDAI compared to TNFis after adjustment using the propensity-based inverse
probability treatment weighted method whereas for IL-6 inhibitors and abatacept, CDAI
improvement was not significantly different from that of TNFi. The HRs of severe AEs
were comparable among the four treatment subgroups, JAKis, TNFis, IL-6 inhibitors and
abatacept, in both D2T and b/tsDMARD-naive patients [101].

3.2.6. To Cycle or to Switch?

It is important to initiate a treatment change when RA is not sufficiently controlled
since uncontrolled disease activity leads to an increased risk of comorbidities, including
major adverse CV events (MACE) [102], VTE [103], malignancies [104] and serious
infection [105]. EULAR recommendations for a treatment change allow for either cycling
within a drug class or switching the mode of action of b/tsDMARDs [2]. After a TNFi-IR,
both strategies have been shown to be valid [7,106-109]. However, an RCT showed that
after a primary TNFi-IR, switching to a DMARD with another mode of action led to
a higher percentage of patients attaining LDA at 24 weeks and one year as compared
with patients who cycled to another TNFi (45% vs. 28% at 24 weeks; odds ratio [OR],
2.09; 95% confidence interval [CI], 1.27 to 3.43; p = 0.004 and 41% vs. 23% at 52 weeks;
OR, 2.26; 95% CI, 1.33 to 3.86; p = 0.003) [110]. Another meta-analysis that included
RCTs and observational studies confirmed that switching to a different mode of action
DMARD after a TNFi failure is more effective and also associated with lower rates of
withdrawal than cycling to a different TNFi [111]. Finally, patients from RA-BEAM
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initiated on treatment with adalimumab who were either rescued because of lack of
efficacy or who were switched to baricitinib at entry into the long-term extension study
showed improved disease responses (CDAI, SDAI, DAS28-ESR) after the switch [112].
On the other hand, patients who are JAKi-IR and cycle to another JAKi were shown to
have higher drug survival than patients switched to bDMARD:s in an adjusted analysis
conducted on data from the SCQM-RA (JAKi vs. TNFi; HR 0.48; 95% CI 0.3 to 0.76) [91]
as well as in a pooled international consortium of 17 RA registries, JAK-pot (JAKi vs.
bDMARD HR 0.82; 95% CI 0.68 to 0.99; p = 0.04) [95]. Notably, in JAK-pot, it was
observed that if the first JAKi was discontinued due to an AE, it was more likely that the
second JAKi would also be stopped because of an AE; JAKi cyclers and TNFi switchers
showed similar treatment effectiveness [95]. A Japanese study from the FIRST registry
reported that JAKi cyclers were more likely than TNFi switchers to achieve CDAI LDA
(64.3% vs. 18.8%) and REM (39.3% vs. 0%) [72].

3.3. Safety

Due to the chronic nature of RA, patients with high levels of inflammation are at risk
of comorbidities including accelerated atherosclerosis [113], VTE [114], malignancy [115]
and serious infection [116]. Hence, it is crucial to assess the long-term safety profile of
baricitinib, and further studies are required to allow the differentiation between an adverse
reaction due to a drug and a comorbidity due to the natural course of the disease.

3.3.1. Baricitinib Safety in RCTs

In 2022, Taylor and colleagues reported on the largest integrated analysis database
of baricitinib safety data (from nine Phase III/1I/Ib clinical trials and one long-term ex-
tension study in RA) that included 3770 patients with RA and over 14,744 patient-years
of baricitinib exposure [117]. These patients covered the clinical continuum of RA within
the constraints of a clinical trial, and it was demonstrated that AEs were stable over time,
with no dose response and no new safety risks observed with prolonged treatment [117].
Moreover, the observed incidence rates of AEs with baricitinib in the RA clinical trials were
within the expected range for the typical RA population [118], with the exception of herpes
zoster (Figure 3 [76,117-121]). The most common treatment emergent AEs reported during
baricitinib treatment were nasopharyngitis, upper respiratory tract infections, bronchitis,
urinary tract infections and herpes zoster [117]. Due to the JAK2 inhibitory effects of
baricitinib, laboratory changes were also specifically considered in clinical trials. Inves-
tigations showed that changes in neutrophils, lymphocytes, platelets and haemoglobin
were generally moderate and usually transient or reversible, infrequently resulting in
permanent treatment discontinuation [122]. VTE was, however, considered an adverse
drug reaction [9] because of the imbalance observed during the placebo-controlled period
of RA-BEAM where six cases of VTE were observed in the baricitinib 4 mg group versus
none in the placebo group [123]. Although in one meta-analysis of RCTs, JAKis were not
reported to be associated with VTE during the placebo-controlled period [124], another
meta-analysis showed that an association was seen at later timepoints [125]. It needs to
be remembered when interpreting these data that clinical trials include a highly selected
patient population and that the possibility of survivor bias—where people who do not re-
spond to study treatment or who develop an AE would likely discontinue the study—could
affect the results of longer-term analyses.
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Figure 3. Rates of AEs of special interest with baricitinib in RCTs, a PMS study in Japan and in the
general RA population [76,117-120].  Herpes zoster incidence is higher in Asia compared to North
America and Europe [121]. AEs, adverse events; BARI, baricitinib; excl., excluding; IR, incidence
rate; MACE, major adverse cardiovascular events; NMSC, non-melanoma skin cancer; PMS, post-
marketing surveillance; PY, patient-years; RA, rheumatoid arthritis; RCT, randomised controlled trial;
VTE, venous thromboembolism; YFU, years follow-up.

In a post hoc analysis of baricitinib data pooled from clinical trials and long-term
extension studies in RA, it was demonstrated that patients with risk factors (one or more
of: age >65 years, atherosclerotic CV disease [ASCVD], diabetes mellitus, hypertension,
current smoking, high density lipoprotein cholesterol <40 mg/dL, body mass index [BMI]
>30 kg/m?, poor mobility on EQ-5D or history of malignancy) showed an increased
incidence of VTE, MACE, malignancy and serious infection as compared to patients without
such risk factors [126], highlighting the need to be cautious when treating older patients
with risk factors. When other indications for which baricitinib has been investigated
are considered (systemic lupus erythematosus, alopecia areata, atopic dermatitis and
COVID-19), incidence rates from RCTs for particular AEs are within the range expected for
corresponding typical populations with those diseases [118].

3.3.2. New EULAR Recommendations for Risk Management Regarding JAKi Safety

A meta-analysis of data from registries and administrative claims by Salinas and col-
leagues, discussed in more detail below, reported an increased risk of VIE with baricitinib
versus TNFis (IR ratio [IRR] 1.51), and trends towards an increased risk of MACE (IRR
1.54) and serious infection (IRR 1.36) that did not reach significance [33]. Around the time
when the results for the ORAL Surveillance [32] and the Salinas publication [33] were
shared, several health authorities, including the EMA, reviewed all JAKi data and, based
on data from these studies, required an update to the warnings and precautions for all
marketed JAKis indicated for inflammatory diseases [127]. Of note, the US Food and Drug
Administration (FDA) had already issued JAK-class box warnings in 2021 [128]. These
warnings and precautions highlight that, for patients aged over 65 years, present or past
smokers and patients presenting with risk factors for MACE, cancer, VTE and serious
infections, JAKis should only be used if no suitable alternative treatment is available [127].
The ORAL Surveillance subgroup analysis by age showed an increased risk of malignancies
and MACE in patients aged >65 years (vs. <65 years), and in these older patients, increased
risk in those treated with tofacitinib versus TNFis [32]. In a post hoc analysis of ORAL
Surveillance, it was shown that patients with a history of ASCVD are at increased risk
of MACE with tofacitinib, whereas in those with no history of ASCVD, no increased risk
relative to TNFis was observed [129]. Patients with, versus without, ASCVD were more
likely to be male, aged >65 years, past smokers and have a history of diabetes mellitus,
hypertension or hyperlipidaemia. Additionally, a separate post hoc analysis of ORAL
Surveillance showed that the risk of MACE, VTE and non-serious infections excluding
herpes zoster appeared higher for patients with active disease versus those in REM [130].
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3.3.3. Baricitinib Safety from RWE

Most of the RWE studies focusing on baricitinib only sporadically report AEs of special
interest and no new safety signals have been identified; the AEs reported correspond to
those observed in RCTs. However, this is based on limited data and no analysis involving
incidence rates for a given rate of patient-years. The exception is the PMS study of baricitinib
use in patients with RA from Japan (55% of patients were aged >65 years [mean 64 years]),
which reported incidence rates for MACE, VTE and malignancies that were generally
similar to those expected in an RA population; the rate of herpes zoster was higher than
that expected in an RA population (Figure 3) [76]. This higher rate of herpes zoster with
baricitinib versus the RA population has also been observed in RCTs.

3.3.4. Baricitinib vs. TNFi Safety from RWE

RWE safety studies have the advantage of offering longer follow-up and allow compar-
isons between two or more drugs, but are without randomisation, which implies a higher
risk of bias. It is known from the ARTIS Study Group that patients using non-TNFi biologics
are older and have a higher disease activity and are less healthy (more likely to have a
history of malignancy, serious infection, diabetes and other diseases) than those using
TNFis, with the risk that non-TNFi biologics may appear more harmful than TNFis [131].
In line with this, we previously discussed that baricitinib is prescribed to patients who are
generally older, with longer disease duration and who have more treatment failures as
compared to those prescribed TNFis or b/tsDMARDs other than baricitinib, as highlighted
by five studies that investigated effectiveness (statistical testing was not consistently re-
ported) (Tables 2 and 3) [61,62,65,66,77]. Furthermore, in a safety study of data from the
French national health data system (Systeme National des Données de Santé [SNDS]) that
compared JAKIi users (tofacitinib and baricitinib) to TNFi users (adalimumab), JAKi users
were older, with more treatment failure and had numerically higher rates of comorbidities
versus TNFi users; however, no formal statistical testing of these data was performed [97].
A recent updated cohort study from the ARTIS Study Group SRQ registry also observed
that TNFis are prescribed to patients with less treatment failure, lower disease activity and
fewer comorbidities as compared to JAKis, but again no formal testing was performed [79].
An analysis from the JAK-pot study that included >9000 patients treated with JAKi and
about 25,000 patients treated with TNFi had similar findings with respect to a higher
number of prior b/tsDMARDs and longer disease duration and more comorbidities at
JAKI treatment initiation, a finding again not tested statistically [94]. The aforementioned
emphasises that patients treated with JAKi are different from patients treated with TNFi.
There are statistical approaches available to account for confounding variables and these
help to better compare two distinct populations; however, heterogeneity between models
used presents advantages and disadvantages and can lead to contradictory results, as
discussed here.

Salinas and colleagues (2023) conducted a meta-analysis of real-world data from
14 post-marketing data sources including registries and administrative claims in Europe,
the US and Japan [33]. Data regarding patients who experienced a VTE or MACE were
mainly accessed from two sources: the Swedish ARTIS Study Group SRQ registry, which
accounted for 39% of the total dataset, and a French national health data system (SNDS)
that accounted for 32% of the total registry. The meta-analysis showed a trend toward
an increased risk of MACE with baricitinib versus TNFis that was importantly driven
by data from the SNDS administrative claims database; however, their analysis of data
from the ARTIS registry did not show an increased risk. Interestingly, Hoisnard and
colleagues (2023) [97] also analysed data from more than 15,000 patients in SNDS and used
an alternative method to Salinas and colleagues (2023) [33] (Table 4; Figure 4). Whereas
Salinas and colleagues (2023) [33] used propensity score matching to match patients from
the two cohorts and remove the remaining patients from the analysis (16% of baricitinib
patients), Hoisnard and colleagues (2023) [97] used propensity score weighting to assign
patients” outcomes a weight based on their baseline characteristics (age, sex, concomitant
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csDMARDs or bDMARDs, utilisation of non-steroidal anti-inflammatory drugs [NSAIDS]
or glucocorticoids, comorbidities such as obesity and chronic obstructive pulmonary disease
[COPD] and history of CV or thromboembolic events within 10 years). Both unweighted
and weighted analyses by Hoisnard and colleagues revealed no increase in risk of MACE
with baricitinib versus TNFis with a weighted HR of 1.1 [97]. This was also shown in
sub-analyses of different populations, such as in patients aged >50 years with one CV risk
factor, patients aged >65 years with one CV risk factor or patients with one CV risk factor.
VTE risk assessed by Hoisnard and colleagues (2023) [97] before weighting matched that
determined by Salinas and colleagues (2023) [33] and showed an increased risk of VTE with
baricitinib; however, after weighting for covariables, the HR for VTE no longer showed
an increased risk with baricitinib, in contrast to the findings of Salinas and colleagues
(2023) [33].

Table 4. Design of real-world studies reporting differences in the reported risk of MACE with JAKi

versus TNFi in RA 2.
SNDS SNDS ARTIS ARTIS
(Hoisnard et al., 2023) (Salinas et al., 2022) (Salinas et al., 2022) (Frisell et al., 2023; [79]
[97] [33] [33] Molander et al., 2023 [80])
Cohort study Focused analysis on Focused analysis on Nationwide register-based
comparing new users (0 S0 o reanalyss of data from _ COhOT study compating
Study design of JAKis (tofacitinib or the SNyDS cohort stud the AR}"]FIS cohort stud individual b/tsDMARDs
baricitinib) and TNFi comparing new usersy comparing new usersy (baricitinib vs. individual
(adalimumab) of baricitinib and TNFi  of baricitinib and TNFi TNFY)
Eligible patients . Ehglbl? patients Eligible patients were All patients with RA in
. . included in the SNDS . e Sweden who started any
. included in the SNDS identified between
Study population data between 1 b/tsDMARD between 1
data between 1 Jul 2017 February 2017 and
and 31 May 2021 September 2017 and 31 December 2020 January 2010 and 31
December 2019 December 2020
1837 baricitinib recipients;
2859 baricitinib 1685 baricitinib 20,117 b/tsDMARD

Patients, n

8481 JAKIi recipients
(5065 baricitinib);
7354 TNFi recipients

recipients’ propensity
score matched with
TNFi recipients

recipients’ propensity
score matched with
TNFi patients

recipients in total (MACE);
1825 baricitinib recipients;
19,950 TNFi recipients
(VTE)

Exposure

JAKi median follow-up
b 1.2 years in SNDS

Baricitinib median
exposure 0.47 years in
SNDS

Baricitinib mean
exposure 1.38 years in
ARTIS

Baricitinib mean exposure
1.9 years in ARTIS (MACE);
NR (VTE)

Statistical analysis

Analysis results based
on propensity score
weighted (IPTW) Cox
regression

Analysis based on
propensity score
matched cohorts

evaluated with
modified Poisson
regression

Analysis based on
propensity score
matched cohorts

evaluated with
modified Poisson
regression

Crude and adjusted
incidence rates and Cox
regressions (VTE) adjusted
with stabilised IPTW
(MACE)

2 Figure 4 shows the results of these analyses.  Follow-up was defined as the time to the occurrence of each
event (MACE and VTE), death from any cause, exposure discontinuation or 31 December 2021, whichever came
first. ARTIS, Anti-Rheumatic Therapy in Sweden; BARI, baricitinib; bDMARD, biologic disease-modifying
antirheumatic drug; HR, hazard ratio; IPTW, inverse probability of treatment weighting; JAKIi, Janus kinase
inhibitor; MACE, major adverse cardiovascular events; NR, not reported; RA, rheumatoid arthritis; SNDS, Systéme
National des Données de Santé (French national health data system); TNFi, tumour necrosis factor inhibitor;
tsDMARD, targeted synthetic disease-modifying antirheumatic drug; VTE, venous thromboembolism.
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Figure 4. Differences in the reported risk of: (a) MACE; (b) VTE for baricitinib versus TNFis ? in
patients with RA according to different real-world analyses [33,79,80,97]. b Note that the reported
data are from different analyses (weighted HR, adjusted HR and IRR) and therefore cannot be
considered directly comparative. The side-by-side presentation is for illustrative purposes only.
2 All data are for baricitinib versus TNFis, with the exception of the ARTIS MACE analyses for
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which the comparator was the TNFi etanercept. ® Table 4 shows the designs of the reported analyses.
¢ Weighted using inverse probability of treatment weighting method and concomitant administration
of MTX as a time-varying variable. Propensity score included age, sex, use of >1 csDMARD and use
of bDMARD (within two years before index date and at index date), comorbidities (obesity, diabetes,
COPD, severe chronic renal disease, dyslipidaemia, hypertension, atherosclerosis of extremities and
history of CV or thromboembolic events within 10 years), use of systemic corticosteroids and NSAIDs
within two years before index date and at index date, antiplatelet agents, anticoagulants. d Calcu-
lated after nearest-neighbour propensity score matching of treatment groups (baricitinib:TNFi) to
balance baseline risk factors. Variables considered for inclusion in the propensity score models were
risk factors specific to each outcome, including patient demographics, medical history (including
comorbidities) and treatments for RA, where available from the original sources. ¢ Weighted using
baseline patient characteristics (age, sex, immigrant status, highest achieved education, rheumatoid
factor/anti-citrullinated protein antibodies, RA duration, previous b/tsDMARD use, co-medication
with conventional synthetic DMARDs and glucocorticosteroids, the 28-joint disease activity score, the
Health Assessment Questionnaire-Disability Index, history of malignancy, infections, joint surgery,
chronic pulmonary disease, diabetes, cardiovascular disease, depression and the sum of days hospi-
talized in last five years) from Cox regression adjusted with stabilised inverse probability of treatment
weights constructed as the inverse of the predicted probability to have received the treatment actually
received, multiplied by the sample proportion with the same treatment. f Estimated using Cox
proportional hazards regression, adjusted for age, sex, line of therapy, comorbidities, socioeconomic
variables, RA disease variables, civil status and smoking, using an indicator for missing variables. AR-
TIS, Anti-Rheumatic Therapy in Sweden; bDMARD, biologic disease-modifying antirheumatic drug;
COPD, chronic obstructive pulmonary disease; csDMARD, conventional synthetic disease-modifying
antirheumatic drug; CV, cardiovascular; HR, hazard ratio; IRR, incidence rate ratio MACE, major
adverse cardiovascular events; MTX, methotrexate; NSAIDs, non-steroidal anti-inflammatory drugs;
RA, rheumatoid arthritis; SNDS, Systeme National des Données de Santé (French national health data
system); TNFi, tumour necrosis factor inhibitor; tsDMARD, targeted-synthetic disease-modifying
antirheumatic drug; VTE, venous thromboembolism.

Additional analyses of the ARTIS Study Group SRQ registry data, which unlike
administrative claims data reports disease duration and activity, smoking status and
medical history (including comorbidities and line of therapy), also assessed individual
TNFis and compared them to other mode of action agents, including baricitinib [79,80]
(Table 4; Figure 4). No increased risk of MACE with baricitinib compared with each TNFi
individually was observed. Additionally, the discontinuation rate due to AEs for patients
using baricitinib was significantly lower than that for etanercept (HR 0.57; 95% CI 0.45
to 0.73 vs. etanercept) and lower than all TNFis investigated in the study, although this
was not tested statistically [79]. When compared with TNFis (as a class), the risk of VTE
was increased with baricitinib [80]. Adjusting for covariables is of importance knowing
that disease activity, smoking status and comorbidities will have an impact on the risk of
MACE, VTE, malignancies and serious infection [102-105].

Although there are a few RWE studies of baricitinib that report conflicting results
to those of Salinas and colleagues (2022) [33] with regard to MACE, two large, long-term
post-marketing RCTs have been initiated to give more information about the risk of this
particular event for baricitinib versus TNFi. RA-BRIDGE (NCT03915964) and RA-BRANCH
(NCT04086745) are being conducted in >2500 and >1000 participants, respectively, with RA
and >1 VTE risk factor with an IR or intolerance to >1 prior sDMARD or bDMARD. The
studies will primarily compare the risk of VTE in patients treated with baricitinib versus
TNFi, but are also planned to further inform rheumatologists about any MACE, cancer and
serious infection risk for patients using baricitinib.

3.3.5. JAKi Safety from RWE

Three RWE studies have shown an increased risk of VTE in patients treated with JAKis
versus TNFis or no JAKi, with data from one registry study [80] and two administrative
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claims data sets, one of which was a self-controlled case using data from the SNDS [96,98].
In contrast, two other studies did not report an increased risk of VTE with JAKis: one US
registry study comparing VTE in tofacitinib versus bDMARDs [132] and a population-
based cohort study, also using data from the SNDS [97]. When MACE was considered,
no association was reported with JAKi utilisation in the German RABBIT registry [68], in
multivariate analyses of the Argentinian BIOBADASAR 3.0 registry [90] or in an analysis
of the SNDS [97] as compared to TNFi users. Analysis of US registry data [132] and ad-
ministrative claims data [133] did not report an association between MACE and tofacitinib
utilisation compared with TNFi/bDMARD utilisation in the overall population, but a trend
was observed in an ORAL Surveillance-duplicated cohort in the latter study [133].

Analysis of the Spanish registry, BIOBADASER 3.0, and the Argentinian registry,
BIOBADASER 3.0, identified no increased risk of cancer in JAKi users compared with TNFi
users [89,90]: a finding similar to that of a study using the SNDS administrative claims
data [134]. Another study of administrative claims data investigating the association of
tofacitinib and cancer led to similar observations [135]. Serious infections have not been
reported to be associated with JAKis in the elderly [93], a finding supported by a study
using administrative claims data in Korea; in this analysis, the risk of serious infections
was not increased in a JAKi versus a TNFi cohort, with the exception of herpes zoster [136].
Finally, the recent publication from the ARTIS Study Group SRQ registry also showed no
increased rate of serious infection with tofacitinib or baricitinib versus etanercept, but an
increased rate of herpes zoster infection [79].

In the JAK-pot collaboration of 16 international RA registries with almost 35,000 pa-
tients, no increase in drug discontinuation rates due to AEs, a proxy for safety, was observed
in the JAKi cohort compared with the TNFi cohort (TNFi vs. JAKi adjusted HR 1.11; 95%
CI 0.98 to 1.25) [94].

3.3.6. Risk Assessment for Personalised Medicine for Patients with RA

While it is thought that the future of RA management will be towards personalised
medicine based on distinct phenotype and biomarkers [137], current risk mitigation strategies
already allow for the prescription of a particular treatment to a specific patient. When TNFis
were first used, tuberculosis (TB) was observed at a rate of almost 800 cases /100,000 patient-
years in 2002, which dramatically reduced to 38 cases/100,000 patient-years in 2015 after HCPs
implemented TB screening in daily practice [138]. Rheumatologists treating patients at risk of
demyelination disease, cardiac insufficiency (Type Il and IV) and bacterial or viral infections
(TB, hepatitis B and opportunist infections) should be cautious when using TNFis [139-143].
IL-6 inhibitors should be avoided for patients with hepatic insufficiency and JAKis should be
used with caution in patients aged over 65 years with CV, malignancy or VTE risk factors or
recurrent serious infection. JAKis and abatacept have been reported to be effective and safe in
patients with RA and interstitial lung disease [144].

Continued observational long-term studies will be required to assess and quantify the
safety profile of baricitinib, especially real-world studies in which patients are older, have
a longer disease duration and a greater likelihood of having a refractory condition [145].
New EMA warnings and precautions should have an impact on the way rheumatologists
prescribe baricitinib. RA-BRIDGE and RA-BRANCH will help the scientific community
understand whether the results seen in ORAL Surveillance, in particular those relating to
MACE or malignancies, [32] are solely related to tofacitinib or rather, are a JAKi class effect.

4. Future Directions

Baricitinib has demonstrated rapid efficacy that is consistent in both DMARD pre-
treated and naive populations in clinical trials of RA and it has a favourable overall
benefit:risk ratio, all of which have been thoroughly confirmed in the context of RWE.
Moreover, baricitinib has been shown to be superior to TNFi in randomised clinical trials.
In addition, a very recent pragmatic treat-to-target RWE study, which has the advantage of
studying baricitinib in real-life but with a randomisation step, confirmed the superiority
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of baricitinib versus TNFi with regard to the proportion of patients reaching ACR50 at
12 weeks [146]. Furthermore, DAS28-CRP remission rates favoured baricitinib over TNFi
at 12 weeks in this study (74% vs. 46%; p < 0.001). However, as in the case of many newly
introduced therapies, baricitinib has tended to be used relatively late in the treatment
paradigm. There is a compelling case for the earlier introduction of baricitinib in the
treatment algorithm with a view to optimising achievable outcomes relating to symptoms
and signs as well as patient-reported outcomes. In addition, use of baricitinib rather than
a bDMARD as the first b/tsDMARD has been shown to result in lower costs and higher
utility over a five-year period in patients with either moderate or severe RA and csDMARD-
IR [147]. This approach would also minimise exposure to the drug by older patients with
known CV risk factors, in whom the benefit:risk profile of baricitinib (and other JAKi) may
be less favourable. If to be used in patients aged >65 years, those with moderate renal
impairment or those at risk of AEs of special interest (CV events, malignancy, VTE and
serious infections), a reduced dosage of baricitinib 2 mg/day is recommended with the
possibility to step up to a higher baricitinib dose of 4 mg if RA is not controlled.

As knowledge grows with respect to the pathobiology of RA comorbidities and
the relationship to particular mechanisms of action of drugs, it is anticipated that this
will inform advances in a more personalised approach to treatment choice and improve
the positioning of baricitinib. With indications in RA, alopecia areata, atopic dermatitis
and COVID-19, baricitinib is now established as an effective treatment for controlling
dysregulated immune responses.
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