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Baricitinib in rheumatoid arthritis: evidence-
to-date and clinical potential
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Abstract: Biologics have changed expectation and outcomes for rheumatoid arthritis

(RA). However, the optimal duration and sequence of therapy for this disease has yet to be
determined. Also, a significant number of patients do not satisfactorily respond to currently
available therapies. The Janus kinase (JAK] inhibitors represent a new class of therapies for
RA. These drugs work uniquely by inhibiting intracellular pathways thought to be important
in the pathogenesis of RA. They are available as oral agents, which is also different from the
currently available biologics. Baricitinib has now been evaluated in four phase Il clinical trials,
and although safety concerns cannot fully be answered until the drug is studied over longer
periods of time, the data to date suggest that this drug with its once daily dosing, rapid onset
of action and efficacy as monotherapy represents an important addition to the RA therapeutic
armamentarium. Further study and experience will better define how baricitinib will be used

and by which patients.

Keywords: baricitinib, Janus kinase inhibitors, rheumatoid arthritis

Received: 8 December 2015; revised manuscript accepted: 29 November 2016.

Background

Biologic disease modifying antirheumatic drugs
(biologics) have substantially changed the land-
scape of therapy for rheumatoid arthritis (RA).
While they have significantly improved outcomes
in patients with RA who are DMARD incomplete
responders (IR), they require administration by
the subcutaneous or intravenous routes. Biologics
inhibit circulating or membrane-bound cytokines
(e.g. tumor necrosis factor alpha (TNF) and
interleukin 6) or cellular targets (B and T cells).
Recently, a new class of targeted, synthetic, small
molecules has been developed which interfere
with intracellular signal transduction by inhibit-
ing Janus kinase (JAK) enzymes.

JAK enzymes are part of the family of tyrosine
kinases that constitutively bind to the intracellular
domains of cytokine receptors.! When extracel-
lular cytokines and growth factors bind to these
receptors, JAKs are phosphorylated, leading to
activation of signal transducers and activators of
transcription. The result is modulation of a vari-
ety of signaling cascades involved in cytokine and
chemokine transcription, hematopoiesis and
innate and acquired immunity; many of which are
critically involved in the pathogenesis of RA.1:2

There at least four JAK enzymes — JAK 1, 2, 3,
and Tyk2. These are associated with a number of
paired receptors.!3 JAKI is expressed in lymphoid
cells, but also more widely in other systems,
including the central nervous system. It is associ-
ated with the beta chain of the interleukin 2 (IL-2)
family of receptors as well as with other cytokine
receptors including interferon-gamma (IFN-y),
IL-6, 10, 12, and IL.-23.! JAK?2 is expressed on a
wide variety of cells and inhibits signaling by
erythropoetin and growth hormones, and is
important in controlling the production of blood
cells from hematopoetic stem cells. JAK2 muta-
tions are associated with myeloproliferative syn-
dromes. JAK3 is expressed mostly in lymphoid
cells and binds primarily with the gamma chain of
the IL-2 family of receptors, including IL-2, 4, 7,
9, 15 and IL.-21.2 Tyk2 also has a somewhat ubig-
uitous expression and is a component of alpha-
and beta-IFN signaling as well as I1L.-6, 10, 12,
and IL-23 transduction.!»? Stimulation by IL.-6, a
key mediator in RA pathogenesis, also results in
the activation of JAK1, JAK2 and Tyk2 kinases.>
In summary, specific JAK kinases, either alone or
in combination, are preferentially activated,
depending on the type of the cytokine or growth
factor receptor that is being engaged.
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Tofacitinib versus baricitinib

Tofacitinib was the first JAK inhibitor approved
by the U.S. Food and Drug Administration (FDA)
in 2012% for adults with moderate-to-severe RA,
with an inadequate response to or intolerant of
methotrexate (MTX). Tofacitinib primarily inhib-
its JAK1 and JAK3.3 The recommended dose is 5
mg orally twice daily or 11 mg extended release
once daily.3 In contrast, baricitinib selectively and
reversibly inhibits JAK1 and JAK?2. It is adminis-
tered orally, once daily. Baricitinib is not yet avail-
able but was submitted in early 2016 to the FDA
for approval as an oral, daily treatment for moder-
ately-to-severely active RA.5

Immunologic activity and pharmacokinetics

of baricitinib

Baricitinib potently inhibits JAK1 and JAK2
(approximately 100-fold) compared with JAK3,
through the binding of intracellular mechanisms,
similar to those described for tofacitinib.> As a
result, generation of cytokines such as IL-2, IL-6,
12, 23, as well as granulocyte-macrophage colony
stimulating factor and IFN-y are inhibited. In ani-
mal models of inflammatory arthritis, baricitinib
was shown to have significant anti-inflammatory
effects, but also led to preservation of cartilage and
bone, with no detectable suppression of humoral
immunity or adverse hematologic effects.6

Following oral administration in healthy human
volunteers, baricitinib attained a peak plasma
concentration within 1.5 h, and demonstrated
dose linear and time invariant pharmacodynam-
ics, with low oral dose clearance of approximately
17 1/hr and minimal systemic accumulation fol-
lowing repeat oral dosing.” Mean renal clearance
was approximately 2 1/hr.> The pharmacokinetics
correlated well with plasma concentrations.”

Phase Il clinical trials

A preliminary report of a phase II clinical trial in
patients with active RA despite DMARD therapy
was reported by Greenwald and colleagues.® In this
study, 127 longstanding, biologic-naive RA patients
were randomized to placebo, or 4 mg, 7 mg, or 10
mg of baricitinib in combination with DMARD:s.
The American College of Rheumatology (ACR)
response rate for ACR 20 was 32% for the placebo
group versus 52%, 59%, and 53% for the 4 mg, 7
mg, and 10 mg baricitinib groups respectively. The
percentage of patients achieving a Disease Activity
Score 28 Joints (DAS28) of <2.6 was 16% for the

placebo group compared with 23% for the 4 mg,
25% the 7 mg and 17% for the 10 mg baricitinib
group. Treatment emergent adverse events
(TEAEs) were fairly similar across groups, with
headache and diarrhea reported most commonly.
There were two cases of herpes zoster. Increases in
high density lipoprotein (HDL) and low density
lipoprotein (LDL) cholesterol were observed.

In a phase IIb trial by Keystone and colleagues,
301 RA patients with active RA despite MTX
were randomized 2:1:1:1:1 to receive placebo or
1 mg, 2 mg, 4 mg, or 8 mg of baricitinib once
daily for 12 weeks while continuing their back-
ground DMARDs.? After 12 weeks, patients
receiving placebo or 1 mg of baricitinib were
changed to baricitinib 2 mg or 4 mg daily, and all
patients were followed for an additional 12 weeks.
The primary endpoint (ACR20 response rate at
12 weeks) was significantly higher in the com-
bined baricitinib 4 mg and 8 mg groups compared
with placebo (76% wversus 41%; p < 0.01). Also at
week 12, significant differences between these
groups were observed for ACR50/70 response
rates, DAS28 < 2.6 rates, clinical disease activity
index (CDAI) and simplified disease activity
index (SDAI) response rates. Patients in the 2
mg, 4 mg, and 8 mg groups maintained or
improved all measures through 24 weeks. Adverse
events were similar across groups. A total of three
serious respiratory infections were observed (one
each of bronchitis and pneumonia in the barici-
tinib 2 mg group, and one pneumonia in the 8 mg
group). There were no cases of herpes zoster or
opportunistic infections. Mild decreases in hemo-
globin and neutrophil counts were seen and
appeared to be dose dependent. Increases in
HDL and LDL cholesterol, transaminases and
creatinine levels also occurred.’®

Phase Ill clinical trials

Preliminary data from three phase III clinical tri-
als have been recently published.!®-12 In one, the
RA-BUILD study, 684 RA patients with active
disease despite conventional DMARD treatment
were randomized 1:1:1 to placebo or baricitinib 2
mg or 4 mg once daily for 24 weeks.!? Placebo-
treated patients were switched to active treatment
at 16 weeks. Significantly higher ACR 20 response
rates compared with placebo were observed in
both baricitinib groups: 40% versus 66% and 62%
respectively (p < 0.001 for both, Table 1).
Significant improvements in both baricitinib
groups compared with placebo were also seen in

38

journals.sagepub.com/home/tab


http://journals.sagepub.com/home/tab

B Kuriya, MD Cohen et al.

(panunuoy)
%Y SNS49A %L
:0gaoe1d snsJan bw g
%Y SNSI9A % LE
:0g@oeyd snsuan bw v
%Y SNSJ49A %G1
:0gaoed snsuan bw g
%Y SNS49A %Y |
:0gaoeyd snsuan bl |
9°¢ >8¢svd
G0'0> %¢ SNS49A %0¢ 0L 4IV
G0'0> %01 SNSJ9A % 0% 06 IV
G0'0> :0ga2e1d snsJan bw g
G0'0> %¢ SNS49A %EC 0L YAV
G0'0> %01 SNsSJ9A %GE 06 YOV
G0 0> :0gaoe1d snsuan bu ¥
G0'0> %¢ SNsd9A %8 0L 4IV
G0'0> %01 SnsioA % /1 0G IV
SN :0gaoe)d snsuan bw g
SN %¢ SNS49A %l 0L HIV %Ly SNSI9A %9/
00> %01 SNSJ9A %€ 0G YOV :0gaoeyd snsuaa dnodb
G0'0> :0gade)d snsuan bul | Looo>d paulquiod bw g + bw ¥ X1LIN Ajiep asuo
0L Pue 0G YoV (%) 0C YoV punoubyoeg bugioy gl YI-XLN  g1's@UOISADY
%cCE SNSI9A %EQ
:0qade1d snsuan bu g
%CE SNSI9A %66
:0gaoe)d snsuan bul 4,
(S19e)1eAR %€ SNSI9A %G
J0U) W0y :0gade)d snsuaA bu 4 X1LIN Kjiep asuo
}oeasqy (%) 0C 42V punoubxoeg bw gl 10/ 'y dI-X1N gP1BMUB3I9
Il seyd
(ZL oamie) (Z1 Y93m 1e) ogaded
ogade)d snsJaA sasop SNSJ9A S3SOP SNOLIBA
snolJeA je Lieq buriedwod je 11eq bulaedwod (92uauajal)
anjea-d sjulodpua Auepuodas A3y anmea-d jultodpus Aiewiid Jojesedwo) (14eq) qiunilieg uoneindod Apnis

"V Ul qIURIDIIEq JO S|l 1B21UND ||| pUe || 8seyd jo Aewwing | 3)qel

39

journals.sagepub.com/home/tab


http://journals.sagepub.com/home/tab

Therapeutic Advances in Musculoskeletal Disease 9(2)

%% ¢ SNS49A % 0%

(%) 9°2>d¥9-82Svd
%L ¢ SNs49A % 0% 0L 4IV
%€y SNSI9A %E9 06 IV
X LN SNSJoA XN + buwl %

G0'0> Adesay| uoieuiquio)
500> %% SNSIaA %0Y (Adesay)
G0'0> (%) 9°C > d43-825vd 0qUIOd) X1 +
G0'0> %L SNS49A Y%y 0L IV %C9 Ajiep aouo bui v
G0'0> %EY SNSJ9A %09 05 YOV SNSJ3A %/ [ X 1IN SNSJaA SNS.JaA ainsodxa
G0 0> X LN SnsJaA bul 10°0> Adedsayjouow bw 4 Adedayjouow (Adedayrouow) ayvma ou
Adesayjouopy %0Z YOV XL Aliep aouo bui v JojewIUIN - 4 NI93d-VY
% | SNSJaA 9,9
:0gadeyd snsuan bw v
% SNSJ9A %9
:0gaoe1d snsian bw g
(%) 9°C > 8ZSvd
G0'0> %¢ SNS49A %l | 0L YIV
100> %8 SNS48A %8¢ 0§ YAV
100> :0gade)d snsuaa Bw ¢ %17 SNSJ9A % GG
100°0> %Z SNSJ9A %€ 0L YOV :0gadeyd snsuaa bw ¢
100°0> %8 SNS49A %0¢ 05 YAV 100°0> %LZ SNSI9A % 6Y
100> :0gaoe)d snsuan bw g 100°0> :0gaoe)d snsuan bul g X1W Kjrep aouo 2N02v3g
(%) 0L PUe QG ¥V (%) 0T 42V punoubxoeg bw v 40 bw z dI-ANL -vd
%¢ SNS19A %6
:0ga2e)1d snsJan bu ¥
%¢ SNS49A %l |
:0gade)d snsuan bw g
(%) 9°7>8Z5Va
100°0> %€ SNS49A %81 0L YIV
100°0> “%EL SNSJaA %EE 0G YAV
100 0> :0gadeyd snsuan bw ¢ %6E SNSI9A %79
L00°0> %€ SNSJ9A %8| 0L YOV :0g9de)d snsuaa bw 4
L00°0> “%EL SNSJ8A %YE 0G IV 100°0> %6€ SNSJ9A %99
100°0> :0gaoe)d snsuan bul g 100°0> :0gaoe)d snsuan bul g X1IN Ajiep asuo
(%) 0L PUB 0G YIV (%) 0C 4OV punoubyoeg b v 10 bw z dI-X1N 0d1INg-vy
111 @seyd
(2L Mo3amie) (21 M93Mm je) ogaded
ogade)d snsJaA sasop SNS.9A S3SOP SNOLIBA
sholleA je Lieq buriedwod je Lieq buraedwod (92uau3jal)
anjea-d sjulodpud Auepuodas A3y anmeaA-d jurtodpus Aiewild Jojesedwo) (14eq) qiundlieg uoneindod Apnmis

(Panunu0Y) °| 31qel

journals.sagepub.com/home/tab

40


http://journals.sagepub.com/home/tab

B Kuriya, MD Cohen et al.

‘asuodsal ayenbapeul isiuobejue eydie Joyoey

SIS0J29U Jown} ‘Y|-4N 1 ‘Xapul AyiAlzoe aseasip paynduwis ‘|ygs ‘uoissiwad ‘|NTY ‘Juedijiubis-uou ‘SN ‘asuodsal ajenbapeul a1exalioyiaw ‘Y|-X 1IN ‘91exalioyaw XN ‘ANAI}oe aseasip
MO] ‘Y@ ‘esuodsad ayenbapeul Bnap dizewnaydiiue buikyipow sseasip ‘Y|-ayVING ‘uleiold saizoeal-9 Buisn syuiof gz 8402s AJIAIIOe 8seasIp ‘dy)-82Sv( ‘Siulol §Z 8109s AllAlloe aseasip
‘8ZSV{ ‘xapul A}A1joe aseasip 1ea1uNd ‘[ya) ‘esuodsal ayenbapeul a1bojolq ‘Y|-oibojolg ‘gewnuwiepe ‘yqy ‘asuodsad 9,0/ 40 %0G ‘%0z Abojojewnayy jo 8681109 uedlswy ‘04/05/0Z YOV

600>

600>
600>
100>
600>
100>
600>

L0 SNSJaA
040 :bw g snsuen bw v

d¥0-82SvQ ul abueyy

9%GE SNSUBA oY
Y@V SnsJan lieg
(%) Ll = 1vdS
%EE SNSJaA %,0Y
YAV snsJan lieg
(%) 0L = 1vdd
61— SNSIaA T T~
Y@V SnsJaA lueg
dd9

-8ZSsvQ ul abueyo ues|y
%E| SNSJaA %4 |,
Y@V SnsJan lueg
(%) 04 Y3V

%GE SNSJaA %,GY
Y@V SnsJaA lueg
(%) 0§ ¥V

%09 SNSJaA %0/,
Y@V SnsJan lieg

(%) 0Z ¥V

SN
G0'0>

100°0>

%LE SNSJI9A % 6€
16w g snsuan bu ¥
(%) W3 Iv¥ad
%78 SNSJI9A %6
:bw z snsuen buw ¥

(%) va1I1vao

%07 SNs491 %04
:0gaoe1d snsuan bu ¥

(%) 0Z ¥V

Auiep
9ouo bw z 0}
11eq umop daig

vav
JOXIW

YI-21bojolg
HI-a¥vYINa
(8sop panunuod) ‘aneu
Kjlep aouo bw 4

91NOA3E
-ayvina -Vd

Ajiep aouo bw 4

dI-X1IN s1NV3Ig-Vd

anjea-d

(CL Md3M 1e)

ogade)d sns.aA sasop
snolJeA je Lieq bursedwod
sjulodpua A1epuodas A3y

anea-d

(Z1 Yo3m 1e) ogaded
SNSJ39A S3SOP SNOLIBA
1€ lieq bulsedwod
julodpus Asewrid

Jojesedwo)

(11eq) quupidLeg

(92uaiajal)
uonejndod Apnis

:uwDC_HCOO_ "L @1qel

41

journals.sagepub.com/home/tab


http://journals.sagepub.com/home/tab

Therapeutic Advances in Musculoskeletal Disease 9(2)

ACR 50 and ACR 70 response rates, DAS28 <
2.6 (Table 1) as well as health assessment ques-
tionnaire disability index (HAQ-DI), CDAI and
SDAI responses rates which were sustained
through week 24. Slowing of radiographic pro-
gression was also observed at week 24, with
changes in the mean modified total Sharp score
(mTSS) of 0.33 and 0.15 in the baricitinib 2 mg
and 4 mg group respectively, compared with
mTSS of 0.70 in the placebo group.!® Weekly
assessments early in this trial, demonstrated rapid
improvements in many patients, some as early as
week 1. TEAEs were similar across groups. There
were no serious infections and laboratory abnor-
malities were similar to those seen in the phase II
studies.!® Recent data from RA-BUILD demon-
strated that the baricitinib-treated patients also
exhibited significant improvement in patient-
reported outcomes across different domains
including pain, functional ability, and fatigue.!!

Results from another phase III trial, the
RA-BEACON study, have recently been pub-
lished.!2 In this study, 527 RA patients with an
inadequate response to one or more TNF-
inhibitors were randomized 1:1:1 to placebo or
baricitinib 2 mg or 4 mg once daily in addition to
background non-biologic DMARDs for 24
weeks. Significantly higher ACR 20 response
rates compared with placebo were observed in
both baricitinib groups: 27% for placebo versus
49% and 55% for the baricitinib groups respec-
tively (p < 0.001 for both). Improvements, often
but not always statistically significant, were
observed in the baricitinib groups for ACR 50
and ACR 70 response rates, a proportion achiev-
ing DAS28 < 2.6, mean HAQ-DI, CDAI and
SDAI response rates (Table 1). Treatment ben-
efit was sustained at 24 weeks in the 4 mg dose
only. More TEAEs were seen in the baricitinib
groups, including infections, but serious adverse
events were similar across groups. There were
no opportunistic infections and laboratory
abnormalities were similar to those seen in prior
phase II studies.

Preliminary data demonstrated that in both
RA-BUILD and RA-BEACON a lack of early
clinical response, as indicated by a failure to
achieve a decrease in DAS28 > 0.6 or CDAI > 6
after 4 weeks of treatment, was associated with
lower attainment of low disease activity or remis-
sion at 12 or 24 weeks.13 In fact, larger decreases
in DAS28 or CDAI at week 4 were associated
with improved clinical responses. This potential
ability to identify patients very early who are not

likely to achieve significant clinical targets might
be useful in tailoring therapy to individual patients.

In a novel phase III trial (RA-BEGIN), baricitinib
was administered as monotherapy or in combina-
tion with MTX to patients with early, active RA
who had limited or no prior treatment with con-
ventional DMARDSs.!4 In this study, 584 active
RA patients with no prior DMARD treatment or
fewer than three doses of MTX were randomized
4:3:4 to MTX monotherapy (increased from 10
mg to 20 mg once weekly over 8 weeks), barici-
tinib 4 mg once daily, or baricitinib 4 mg once
daily plus MTX (increased as described) for up to
52 weeks. The primary outcome evaluated non-
inferiority of baricitinib 4 mg monotherapy com-
pared with MTX monotherapy for ACR 20
response at week 24 (using a 12% margin). A total
of 87% percent of the patients treated with MTX
monotherapy, 89% of the patients treated with
baricitinib monotherapy and 91% of the patients
treated with baricitinib plus MTX completed 24
weeks of the study. The ACR 20 response rate at
week 24 was higher in the baricitinib monotherapy
group compared with MTX monotherapy (77%
versus 62%, p < 0.01). Compared with MTX
alone, baricitinib monotherapy produced signifi-
cantly greater improvements in secondary meas-
ures of disease activity, including ACR 50 and
ACR 70 response rates, remission and low disease
states according to the DAS28, CDAI and SDAI
as well as HAQ-DI and Functional Assessment of
Chronic Illness Therapy scores; many seen as
early as week one (for all p < 0.05). Interestingly,
MTX in combination with baricitinib did not
appear to increase the benefit observed with baric-
itinib monotherapy in terms of response rates.
However, it is notable that the combination of
baricitinib with MTX demonstrated a greater
reduction in radiographic progression compared
with either monotherapy alone. TEAEs and SAEs
were similar across groups, with more infections
and one death noted in the MTX monotherapy
group compared with the baricitinib monotherapy
group. Through 24 weeks, 2 (1.0%), 6 (3.8%)
and 14 (6.5%) patients discontinued the study
because of an adverse event in the MTX, barici-
tinib 4 mg and baricitinib 4 mg + MTX groups
respectively. Anemia, lymphopenia, and transami-
nitis were generally less frequent in the baricitinib
monotherapy group compared with the other two
groups.!4

The RA-BEAM trial compared the efficacy of
baricitinib to adalimumab and placebo among
patients who were MTX-IR.!> Patients were
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randomized 3:3:2 to placebo, baricitinib 4 mg
once daily or adalimumab 40 mg bi-weekly with
background MTX. Nonresponders were rescued
from week 16 and patients on placebo were
switched to baricitinib 4 mg at week 24. The pri-
mary endpoint was ACR 20 response at week 12
for baricitinib compared with placebo. Major sec-
ondary endpoints included comparisons of barici-
tinib versus adalimumab for ACR 20 rates and
change in DAS28-CRP at week 12 as well as
response rates at week 24 comparing baricitinib
or adalimumab to placebo (Table 1). Of the 1305
randomized patients, 89%, 94% and 93% com-
pleted week 24 in the placebo, baricitinib and
adalimumab groups, respectively. An ACR 20
response was achieved at 12 weeks by 40% of
patients in the placebo group, 61% in the adali-
mumab arm and by 70% in the baricitinib group
(p < 0.001 for comparisons wversus placebo). At
week 12 and 24, significant improvements in
ACR 20/50/70, HAQ-DI response rates, and low
disease activity and remission rates (according to
DAS28, CDAI, and SDAI) were seen for barici-
tinib versus placebo (all p < 0.001).15 Significantly
more patients in the baricitinib plus MTX arm
achieved low disease activity, compared with pla-
cebo or with adalimumab plus MTX (Table 1).
Furthermore, inhibition of structural damage at
week 52 (defined as van der Heijde mTSS < 0.5),
was significantly higher for both the baricitinib
(85.2%) and adalimumab group (86.5%) com-
pared with placebo (70.4%, p < 0.001).

Baricitinib also demonstrated significantly higher
ACR 20/50/70 responses compared with adali-
mumab at 12 weeks and higher ACR 20 and ACR
70 responses at week 24. Rates of TEAE were
higher for the active treatment groups versus pla-
cebo: 47.3% for placebo, 52.8% for baricitinib
and 50.9% for adalimumab. Specifically, infec-
tion rates during weeks 0—12 were 17.8%, 21.8%
and 20% respectively. There were four malignan-
cies and two deaths reported in the baricitinib
group and none in the adalimumab group in
weeks 0-24.

Patients who completed RA-BUILD, RA-BEGIN
or RA-BEAM were eligible to complete a long-
term extension study called RA-BEYOND.1¢ In
this study, those who received baricitinib 4 mg
once daily for at least 15 months and who achieved
sustained low disease activity or remission
(defined by CDALI score at two consecutive visits
at least 3 months apart) were rerandomized in a
double blind manner to continue receiving barici-
tinib 4 mg once daily or to step down to a 2 mg

daily dose. Disease activity was assessed at 12
weeks. The majority of patients were able to sus-
tain a state of low disease or remission in both the
continued 4 mg and reduced 2 mg groups (Table
1). However, compared with the 4 mg group, the
reduction to 2 mg at week 12 was associated with
statistically significant increases in tender and
swollen joint counts, physician global assess-
ments, DAS28-CRP, CDAI and SDAI scores (all
p-values < 0.05). Consistent with other phase III
studies, these data indicate that 4 mg once daily is
the most efficacious dose of baricitinib.

Safety

An integrated analysis presented this year
reviewed safety of baricitinib across all phase I to
phase III studies and the RA-BEYOND study.!”
Among 3464 patients (4214 patient-years)
exposed to baricitinib, there have been no
increases in deaths, malignancies, serious infec-
tions, opportunistic infections or adverse events
leading to drug discontinuation. A statistically
higher rate of herpes zoster (4.3% in the first 24
weeks) in the baricitinib 4 mg group has been
reported compared with placebo. Baricitinib
treatment has been associated with changes in
hemoglobin, lymphocytes, transaminases, cre-
atine kinase and creatinine levels, but fewer than
1% have discontinued due to abnormal lab
results. Furthermore, there does not appear to be
an increased risk over time for adverse events with
longer exposure.

Conclusion

JAK inhibitors are a new class of targeted small
molecules that inhibit intracellular transduction
and represent an important addition to the treat-
ment of moderate-to-severe RA. Formal results
and publication of phase III trials and long-term
extension studies to assess the full efficacy and
safety profile of baricitinib are eagerly awaited.
For now, the early data suggest that baricitinib,
particularly with its once-daily oral dosing and
early-onset of efficacy, may be another important
treatment option in a competitive marketplace.
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