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ABSTRACT

Background: Baricitinib is an oral selective Janus kinase 1/2 inhibitor approved for moderate-to-severe
atopic dermatitis (AD) in adults.

Objectives: To evaluate absolute Eczema Area and Severity Index (EASI) and SCORing of Atopic
Dermatitis (SCORAD) outcomes over 16 weeks and to link disease severity categories to quality of life
(Qol) improvements.

Methods: This post-hoc analysis included patients enrolled in Phase3 monotherapy (BREEZE-AD1/AD2)
and topical corticosteroid (TCS) combination therapy (BREEZE-AD7) trials and analyzed baricitinib 2
and 4mg vs. placebo. Categorical outcomes were analyzed using Fisher’s exact test.

Results: Significantly more baricitinib-treated patients reached EASI < 7 and SCORAD < 25 as early as
week 1 in monotherapy and week 2 in TCS combination therapy, compared to placebo. Significant
response vs. placebo was sustained until week 16 for EASI < 7 (AD1/2 [p-value vs. placebo]: 2mg =
19.9%, 4mg = 25.4% [p=0.001] and AD7: 2mg = 40.4% [p=0.087], 4mg = 48.6% [p=0.003]) and SCORAD
< 25 (AD1/2: 2mg = 12.2%, 4mg = 19.4% [p=0.001] and AD7: 2mg = 30.3% [p=0.025], 4mg = 34.2%
[p=0.004]) severity categories. These effects were accompanied by rapid improvements in QoL.
Conclusion: Baricitinib-treated patients rapidly achieved recommended absolute EASI and SCORAD
treatment outcomes which were sustained until week 16. Improvements in QoL were greater than
EASI severity categories reflected, indicating that physician-assessed scores do not necessarily correlate
with patients’ impression of AD severity.
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Task Force on AD (ETFAD) recommended using the SCORing of
Atopic Dermatitis (SCORAD), a composite score including
patient-reported itch intensity, sleep disturbances, and
physician-reported AD severity (8).

In RCTs, relative response outcomes, including the percentage
of patients having reached >75% improvement from baseline in
EASI or SCORAD, are usually used to determine AD severity over
time. However, relative outcomes might have limitations as they
depend on disease severity at baseline, which can be unknown
in clinical practice, particularly for patients switching to another
treatment option. Furthermore, as patients with severe disease
can achieve relative improvements from baseline despite having
residual skin lesions, relative improvements might not inform on
actual disease severity at the time of analysis. Therefore, absolute

Introduction

Atopic dermatitis (AD) is the most common chronic inflammatory
skin disease characterized by eczematous lesions and periods of
acute worsening with flares (1-3). The effects of AD extend beyond
cutaneous signs as patients experience intense pruritus, sleep
disturbances, and skin pain that ultimately reduce their quality of
life (QoL). Accordingly, AD has been ranked as the leading cause
of non-fatal health burden in skin conditions (4,5).

In the last decade, progress has been made in standardizing
the assessment of AD in randomized clinical trials (RCT) and clin-
ical practice. A recent report by the global Harmonizing Outcome
Measures in Eczema initiative recommends the Eczema Area and
Severity Index (EASI) as the preferred instrument to objectively

assess clinical signs of AD (6). This tool is widely used in RCTs
and assesses the severity of AD lesions, but does not perform
well in low disease severity (7). Also taking into account the impor-

disease severity can provide important information.
Accordingly, the consensus-based European guidelines for the
treatment of AD recommend defining AD severity using absolute

tance of subjective symptoms in defining AD severity, the European  SCORAD categories of mild (<25), moderate (25-50), and severe
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(>50) (9). Similar severity categories were defined for EASI: clear/
almost clear or mild (0.0-7.0), moderate (7.1-21.0), and severe
(21.1-72.0) (10). Additionally, minimal clinically important differences
(MCID) of =6.6 and =8.7-point improvements from baseline were
defined for EASI and SCORAD, respectively, to determine if changes
in absolute scores reflect a real change in disease severity (11).

Both relative and absolute EASI and SCORAD scores, along with
patient-assessed outcomes, were recommended treatment goals
in a recent international treat-to-target consensus guiding systemic
treatment decisions in adults with moderate-to-severe AD (12).
Specifically, achieving absolute treatment targets of EASI < 7 and
SCORAD < 25, or relative EASI 75 and SCORAD 75, were recom-
mended six-month treatment goals in the consensus guide in
addition to an absolute patient global assessment (PGA)<2.
Disease domains evaluating itch or QoL were proposed alternatives
to EASI and SCORAD (12). These recommendations, along with
others (13), highlight the importance of considering not only
reductions in AD lesions but also other treatable traits. To assess
the full impact of the disease and to evaluate AD severity, both
physician-reported and patient-reported outcome measures should
be taken into account.

Baricitinib (BARI), an oral selective inhibitor of Janus kinase 1
and 2, is approved in the European Union, Japan, and several
other countries for treating adults with moderate-to-severe AD
who are candidates for systemic therapy. BARI demonstrated fast
and maintained efficacy on the clinical signs and symptoms of
moderate-to-severe AD in adults enrolled in randomized, placebo
(PBO)-controlled Phase 3 trials in both monotherapy (BREEZE-AD1,
BREEZE-AD2) and topical corticosteroid (TCS) combination therapy
(BREEZE-AD7) for 16 weeks, with data available up to 68weeks
from the long-term extension study (BREEZE-AD3) (14-16).

The objectives of this post-hoc analysis were to evaluate abso-
lute EASI and SCORAD outcomes in patients treated with BARI
monotherapy or TCS combination therapy by assessing absolute
changes from baseline, absolute treatment targets, and MCIDs
over the 16-week treatment period. Additionally, we aimed to
analyze the relationship between QoL improvements and objective
disease severity categories to help make informed decisions in
clinical practice using a holistic approach.

Materials and methods
Study design and participants

This post-hoc analysis included data from patients enrolled in the
monotherapy trials, BREEZE-AD1 (NCT03334396) (n=497) and
BREEZE-AD2 (NCT03334422) (n=490), and the TCS combination
therapy trial, BREEZE-AD7 (NCT03733301) (n=329). Detailed study
designs have been previously published (14,15). Briefly, BREEZE-AD1,
BREEZE-AD2, and BREEZE-AD7 were independent, 16-week ran-
domized, double-blind, parallel-group, PBO-controlled trials.
Patients were randomized 2:1:1:1 to receive once-daily PBO, BARI
1, 2, or 4mg in BREEZE-AD1 and BREEZE-AD2, and 1:1:1 to receive
once-daily PBO, BARI 2 or 4mg in BREEZE-AD?7. Enrolled patients
were >18years old, had an AD diagnosis for =12 months before
screening, and had a history of inadequate response to topical
treatments <6 months before screening. Patients had
moderate-to-severe AD defined as an EASI score =16, a Validated
Investigator’s Global Assessment of AD (VIGA-AD) score =3, and
>10% body surface area (BSA) at screening and baseline.

All patients discontinued topical and systemic therapies 2 and
4weeks before randomization, respectively. Topical therapies were

not allowed in BREEZE-AD1 and BREEZE-AD2 except as a rescue
therapy. Background moderate- and/or low-potency TCS use was
allowed in BREEZE-AD7 for active lesions. This analysis pooled
data from BREEZE-AD1 and BREEZE-AD2, while BREEZE-AD7 was
analyzed separately, and evaluated patients treated with either
PBO, BARI 2 or 4mg, which were tested within the primary end-
points of the studies, through W16 (14,15,17). All patients provided
written informed consent before enrollment. All studies were con-
ducted with the approval of each center’s institutional review
board or independent ethics committee and in accordance with
the guiding principles of the Declaration of Helsinki.

Efficacy endpoints

EASI was used as skin signs only score and SCORAD as a composite
score assessing skin signs and subjective symptoms. Efficacy end-
points in this post-hoc analysis included the mean change from
baseline in absolute EASI and SCORAD scores and the proportion
of patients achieving EASI < 7, SCORAD < 25, or an MCID in EASI
or SCORAD through W16. To investigate the clinical meaningfulness
of MCIDs, the proportions of patients reaching MCIDs in EASI and
SCORAD were categorized by predefined EASI and SCORAD sever-
ity categories, respectively, at W16 (9,10). To investigate the rela-
tionship between improvements in skin signs and Qol, the
proportion of patients with a baseline Dermatology Life Quality
Index (DLQI)>5 achieving a DLQI < 5 (indicates no/minimal impact
of AD on Qol) was stratified by EASI disease category and assessed
at W1, W4, and W16 (18).

Statistical analysis

Statistical software SAS version 7.1 was used in this analysis.
Continuous outcomes were compared using mixed models repeated
measures (MMRM) analysis with fixed effects for treatment, region,
baseline severity, visit, treatment-by-visit interaction, and baseline
value-by-visit interaction. Categorical outcomes were compared using
the Fisher’s exact test. Missing data (patients receiving rescue therapy
or discontinuing treatment) were imputed using non-responder impu-
tation for categorical variables. An MMRM analysis was performed
for missing data for continuous variables. Two-sided statistical tests
were performed where p<0.05 was considered statistically significant.
Due to the exploratory nature of these analyses, no correction for
multiplicity was performed.

Results
Patient baseline demographics and AD disease characteristics

In total, 1,316 patients were included in our analysis. Patients had
severe AD based on mean scores for EASI (=32.3 across treatment
arms for BREEZE-AD1 and -AD2, and >28.5 for BREEZE-AD7) and
SCORAD (=67.9 across treatment arms for BREEZE-AD1 and -AD2,
and >66.6 for BREEZE-AD?7), reflecting severe disease as per pre-
defined disease severity categories (21.1-72.0 for EASI and >50
for SCORAD) (9,10). A high proportion of patients demonstrated
severe AD with a VIGA-AD = 4 (>44.4% across treatment arms)
and widespread BSA involvement (=48.1% across treatment arms).
Severe AD had a substantial negative impact on patients’ QoL as
>83.7% and >84.4 of patients across treatment arms for BREEZE-AD1
and -AD2 and BREEZE-AD?7, respectively, had a DLQI > 5 (at least
moderate effect on Qol) (Table 1).



Table 1. Demographics and baseline disease characteristics.
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Monotherapy (BREEZE-AD1 and BREEZE-AD2)

TCS combination therapy (BREEZE-AD7)

PBO BARI 2mg BARI 4mg PBO+TCS BARI 2mg+TCS BARI 4mg+TCS
(n=493) (n=246) (n=248) (n=109) (n=109) (n=111)

Age (years) 354+£128 3521134 355+13.6 33.7+£13.2 33.8+12.8 339+114
Female gender, n (%) 191 (38.7) 99 (40.2) 83 (33.5) 38 (34.9) 39 (35.8) 36 (32.4)
Ethnicity, n (%)

Asian 145 (29.4) 72 (29.3) 79 (31.9) 57 (52.3) 57 (52.3) 54 (48.6)

White 316 (64.1) 160 (65.0) 152 (61.3) 46 (42.2) 50 (45.9) 54 (48.6)

Other 30 (6.0) 14 (5.6) 16 (6.4) 6 (5.5) 2 (1.8) 3 (2.7)
Time since AD 25.6+14.8 246+14.2 23.7+£149 22.0+£12.2 246+14.8 255+13.2

diagnosis (years)
VIGA-AD of 4, n (%) 226 (45.8) 114 (46.3) 114 (46.0) 48 (44.4) 50 (45.9) 50 (45.0)
EASI 323+£129 32.8+14.1 325+12.7 285+£123 29.3+119 30.9+12.6
% BSA affected 5251224 52.3+24.2 53.0+21.6 48.1+£244 50.6+£21.6 52.1+£233
SCORAD 67.9+13.3 68.6+13.1 67.9+13.2 66.6+13.8 66.8+14.0 68.3+13.2
Itch NRS 6.8+2.1 6.5+2.2 6.5+2.1 7417 7.0x2.1 7.0x2.0
ADSS Item 2 26+4.0 22+35 26+4.1 1.8£2.0 1.9+23 1.8+23
Skin pain NRS 6.1+£25 6.0+2.6 58x25 6.8+23 6.3+25 6.0+2.5
DLQI 144+7.7 13.8+7.7 13.7£7.7 15.0+£7.9 15.0+7.7 147+79
DLQI > 5, n (%) 422 (85.6) 206 (83.7) 210 (84.7) 92 (84.4) 96 (88.1) 99 (89.2)
Systemic therapy, n (%) 302 (61.3) 154 (62.6) 138 (55.9) 75 (68.8) 69 (63.3) 68 (61.8)
Prior cyclosporine 153 (31.1) 90 (36.6) 76 (30.6) 39 (37.9) 35 (32.7) 33 (30.6)

therapy, n (%)
Historical illnesses 38 (7.7) 19 (7.7) 22 (8.9) 8 (7.3) 10 (9.2) 14 (12.6)

(asthma), n (%)

AD: atopic dermatitis; ADSS: Atopic Dermatitis Sleep Scale; BARI: baricitinib; BSA: body surface area; DLQI: Dermatology Life Quality Index; EASI: Eczema Area and
Severity Index; IGA: Investigator’s Global Assessment; NRS: numeric rating scale; PBO: placebo; POEM: Patient-Oriented Eczema Measure; SCORAD: SCORing Atopic
Dermatitis; TCS: topical corticosteroid; vIGA-AD: Validated Investigator's Global Assessment for Atopic Dermatitis.

Data presented as mean +standard deviation unless otherwise indicated.

Reduction in absolute EASI score over 16 weeks

From as early as W1, patients treated with BARI 2mg and 4mg
monotherapy and TCS combination therapy had significantly
greater reductions in absolute EASI score from baseline, compared
with patients treated with PBO. At Week 4, EASI scores decreased
by —-9.4, —14.9, and —17.0 in monotherapy and by —10.6, —16.2,
and —19.3 in TCS combination therapy for patients treated with
PBO, BARI 2 and 4 mg, respectively, representing decrease in mean
EASI from severe to moderate severity category. This reduction
was sustained through to W16, where absolute mean EASI was
reduced to 15.5 for BARI 2mg and to 13.8 for BARI 4mg in mono-
therapy and to 12.3 for BARI 2mg and to 12.0 for BARI 4mg in
TCS combination therapy, continuing in mean moderate EASI range
(Figure 1(A,B)).

Importantly, these rapid reductions in absolute EASI scores
translated into significantly more patients treated with BARI 2 or
4 mg monotherapy (BREEZE-AD1 and BREEZE-AD?2) achieving EASI
< 7 vs. those treated with PBO at all timepoints from W1 through
W16 (Figure 1(C)). In the TCS combination therapy study
(BREEZE-AD?7), significantly more patients treated with BARI 4mg
achieved EASI < 7 vs. PBO at all timepoints from W2 through W16,
and almost half (48.6%) of BARI 4mg-treated patients achieved
EASI < 7 by W16 (Figure 1(D)).

Reduction in absolute SCORAD score over 16 weeks

Significantly greater reductions in absolute SCORAD score from
baseline in patients treated with BARI monotherapy or TCS com-
bination therapy vs. PBO were seen at all timepoints through W16.
The reduction in absolute SCORAD score had a similar time course
to the reduction in absolute EASI score, now combining measures
of both signs and symptoms of AD. Absolute SCORAD score
decreased rapidly by W1 and continued to decrease until W4, after
which, the reduction was maintained through W16. At Week 4,

SCORAD scores decreased by —9.9, —21.9, and —26.3 in monother-
apy and by —16.8, —29.1, and —35.0 in TCS combination therapy
for patients treated with PBO, BARI 2 and 4mg, respectively, rep-
resenting a decrease from mean SCORAD in severe to moderate
category. This reduction was sustained through to W16, where
absolute mean SCORAD was reduced to 44.3 and 39.7 in mono-
therapy and to 36.9 and 32.5 in TCS combination therapy, for BARI
2mg and BARI 4mg, respectively by week 16 (Figure 2(A,B)), con-
tinuing in mean moderate SCORAD range.

A higher proportion of patients treated with BARI 2 and 4mg
monotherapy achieved SCORAD < 25 compared to PBO as early as
W1. For patients treated with BARI 2 and 4mg TCS combination
therapy, significantly more patients achieved SCORAD < 25 com-
pared to patients treated with PBO from W2 onwards (Figure 2(C,D)).

Minimal clinically important differences in EASI and SCORAD

MCID for EASI and SCORAD have been calculated as >6.6- and
>8.7-point improvement from baseline, respectively, and represent
real changes in disease severity (11). When considering these
absolute changes from baseline, significantly more patients treated
with BARI 2 and 4mg monotherapy rapidly achieved an MCID in
EASI vs. PBO at W16 (Figure 3(A)). Similarly, significantly more
patients treated with BARI 4mg TCS combination therapy achieved
an MCID in EASI vs. PBO at W16 (Figure 3(B)). A higher proportion
of patients treated with BARI 2 and 4mg for monotherapy and
TCS combination therapy achieved an MCID in SCORAD compared
with patients treated with PBO (Figure 3(C,D)). Even though
SCORAD measures both AD signs and symptoms while EASI mea-
sures objective signs only, the proportions of patients achieving
an MCID were similar for both EASI and SCORAD.

The majority of BARI-treated patients who had reached an
MCID in EASI at W16 had achieved EASI < 7. Specifically, 62.0 and
58.3% of patients treated with BARI 2 and 4mg monotherapy,
respectively, compared with 38.9% of patients treated with PBO,



4 J.P.THYSSEN ET AL.

A Monotherapy
(BREEZE-AD1 and -AD2)

Weeks

0 ? 4} ? ? 1I0 1|2 114 16
0 Baseline: 32.3 (12.9), 32.7 (14.1), 32.5 (12.7)

o
£
°
)
3 5
g
2
% -10
<
i
£ 154
o
o
c
2 20+
o]
c
$ -25-

_e. PBO BARI BARI

(n=493) -~ 2mg - 4mg
(n=246) (n=248)
C Monotherapy
(BREEZE-AD1 and -AD2)

50—
2 o
W 40
T D
&ﬁ 30_ Kk
g g, T Hkk Hxk 25.4%
.% Z 20 RRK ke *&/,_*3’;%*19_9%
a5 o
E ® 10

0 T T T T T T T 1

Weeks
PBO BARI BARI
(n=493) -~ 2mg -~ 4mg
(n=248) (n=248)

B TCS combination therapy
(BREEZE-AD7)
Weeks
© 0 2 4 6 8 10 12 14 16
k= 0 1 1 1 1 1 1 1 1
s Baseline: 28.5 (12.3), 29.3 (11.9), 30.9 (12.6)
©
Q —
£ -5
2
% -104
o * 126
£ 154 X
[} 2
E) %k *kk ", 3 . 170
% -20- Hkk P - %% -18.9
c
8 -25-
PBO BARI 2mg BARI 4mg
-8~ +TCS - +TCS -0 +TCS
(n=108) (n=109) (n=111)
D TCS combination therapy
(BREEZE-AD?)
50 48.6%
*:
g .. 40 rd 40.4%
gl -
o 0N
..g'u“; 30+ 28.4%
cc
%:g 20
=
Qo
(<]
& % 10+
0 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16
Weeks
PBO BARI BARI
-~ +TCS 2mg 4mg
(n=109) +TCS +TCS
(n=109) (n=111)

Figure 1. Reduction in absolute EASI scores over 16 weeks in patients treated with BARI monotherapy or TCS combination therapy. Least square mean change
from baseline to W16 in absolute EASI scores in patients from (A) pooled monotherapy studies (BREEZE-AD1 and BREEZE-AD2) and (B) the TCS combination therapy
study (BREEZE-AD7). The proportion of patients achieving EASI < 7 through W16 from (C) pooled monotherapy studies (BREEZE-AD1 and BREEZE-AD2) and (D) the
TCS combination therapy study (BREEZE-AD7). *p <0.05, **p <0.01, ***p <0.001 vs. PBO. BARI: baricitinib; EASI: Eczema Area and Severity Index; PBO: placebo; TCS:

topical corticosteroid.

and 57.1, 59.3, and 44.9% of patients treated with BARI 2, 4mg,
or PBO in TCS combination therapy presented with EASI < 7
(Figure 3(A,B)). Similarly, among patients reaching an MCID in
SCORAD at W16, 39.5, 44.0, and 23.1% of patients treated with
BARI 2, 4mg, or PBO monotherapy and 39.3, 41.8, and 26.5% of
patients treated with BARI 2, 4mg, or TCS combination therapy
had achieved SCORAD < 25, respectively (Figure 3(C,D)).
Interestingly, small proportion of patients still presented with the
severe disease for both monotherapy and TCS combination therapy
based on disease severity categories at W16. This was observed
even though they had reached MCID in EASI or SCORAD, poten-
tially reflecting their high disease severity at baseline (Figure 3).

Improvements in patients’ QoL by objective disease severity

Consistent with previously published data, BARI-treated patients
demonstrated rapid improvements in QoL through W16 (Figure
4) (14). When the proportion of patients achieving a DLQI < 5
were stratified by EASI severity category, a small number of
BARI-treated patients still had severe disease at W1, W4, and W16,

indicating that patients can achieve no/minimal impact of AD on
QoL despite residual skin signs. However, the majority of
BARI-treated patients achieving a DLQI < 5 at W16 also achieved
EASI < 7 (Figure 4).

Discussion

Relative outcomes are commonly used to assess treatment response
over time in RCTs; however, relative outcomes might have limita-
tions in clinical practice and do not inform on actual disease sever-
ity at the time of assessment. Therefore, we designed this post-hoc
analysis to inform on improvements in AD scores over time in
patients treated with BARI monotherapy or TCS combination ther-
apy and to provide an interpretation of these improvements with
respect to clinical meaningfulness and patients’ QoL.

Overall, our results show that BARI treatment rapidly improved
AD signs and symptoms, when assessed in a composite score. In
BARI-treated patients, absolute SCORAD scores decreased rapidly,
as did absolute EASI scores when assessing skin signs only.
Thereafter, the reduction rate plateaued at W4 and improvements
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Figure 2. Reduction in absolute SCORAD scores in patients treated with BARI monotherapy or TCS combination therapy. Least square mean change from baseline
to W16 in absolute SCORAD score in patients from (A) pooled monotherapy studies (BREEZE-AD1 and BREEZE-AD2) and (B) the TCS combination therapy study
(BREEZE-AD?). The proportion of patients achieving SCORAD < 25 through W16 from (C) pooled monotherapy studies (BREEZE-AD1 and BREEZE-AD2) and (D) the
TCS combination therapy study (BREEZE-AD7). *p <0.05, **p<0.01, ***p<0.001 vs. PBO. BARI: baricitinib; PBO: placebo; SCORAD: SCORing of Atopic Dermatitis;

TCS: topical corticosteroid.

in absolute EASI and SCORAD scores were maintained through
W16. The rapid reduction in AD severity was confirmed in clinical
practice (19,20) and might be an early indicator as to whether
patients respond to BARI treatment.

Patients enrolled in the three BREEZE studies had
moderate-to-severe AD as per the studies’ design. However, mean
baseline EASI and SCORAD scores indicate predominantly severe
disease according to disease severity categories. This might relate
to washout periods of 2 and 4weeks before randomization for
topical and systemic therapies in BREEZE trials, respectively, which
may have resulted in more severe, active, or flaring disease and
might have increased rescue therapy use (21). With BARI treatment,
mean EASI and SCORAD rapidly decreased from severe to mod-
erate disease severity categories. Despite high baseline severity,
significant proportions of BARI-treated patients achieved EASI <
7 or SCORAD < 25, which encompasses patients achieving clear
to almost clear and mild disease. With BARI 4mg, one in four
patients achieved an EASI < 7 response in monotherapy, and one
in two in TCS combination therapy after 16 weeks of treatment.
Absolute EASI < 7 and SCORAD < 25 were recently proposed,

among others, as 6-month treat-to-target goals for patients initi-
ating systemic treatments (12). Our findings thus indicate that
BARI treatment is effective and rapid in achieving AD treatment
goals, even in more severely affected AD patients. In clinical prac-
tice, disease severity might even be lower than in RCTs as patients
do not require long washout periods before initiating BARI treat-
ment, and concomitant topical therapies are permitted (19,20,22,23).

Our analyses demonstrated that while many BARI-treated patients
achieving an MCID in EASI or SCORAD at W16 had clear/almost
clear or mild AD, a small proportion of patients still had severe
disease. This might again reflect high disease severity at baseline
and suggests that patients with severe AD can experience clinically
meaningful improvements before achieving clear/almost clear or
mild AD. Interestingly, EASI measures the objective signs of AD only
while SCORAD measures both the objective signs and subjective
symptoms; however, similar proportions of patients achieved MCIDs
in EASI and SCORAD, demonstrating that BARI treatment of AD
results in improvements in all aspects contributing to clinical sever-
ity in AD. In agreement with this, previous analyses demonstrated
that BARI-treated patients reported rapid improvements in itch
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Figure 3. Stratification of the proportion of patients achieving MCID by severity category. The proportion of patients achieving an EASI MCID of >6.6-point
improvement from baseline at W16 was stratified by EASI severity category from (A) pooled monotherapy studies (BREEZE-AD1 and BREEZE-AD2) and (B) the TCS
combination therapy study (BREEZE-AD7). The proportion of patients achieving a SCORAD MCID of >8.7-point improvement from baseline at W16 was stratified
by SCORAD severity category from (C) pooled monotherapy studies (BREEZE-AD1 and BREEZE-AD2) and (D) the TCS combination therapy study (BREEZE-AD7).
*p<0.05, **p<0.01, **p<0.001 vs. PBO. BARI: baricitinib; EASI: Eczema Area and Severity Index; MCID: minimal clinically important difference; PBO: placebo;

SCORAD: SCORing of Atopic Dermatitis; TCS: topical corticosteroid.

(measured by itch numeric rating scale, SCORAD-Itch visual analog
scale [VAS] and Patient Oriented Eczema Measure [POEM]-itch),
itch-associated sleep disturbances (measured by the Atopic
Dermatitis Sleep Scale), and overall impact of AD on sleep (mea-
sured by SCORAD-Sleep Loss VAS, POEM-Sleep Loss) as early as W1
(24,25). Together, these results indicate that patients in BREEZE-AD1
and -AD2 and BREEZE-AD7, which had the predominantly severe
disease at baseline, experienced rapid and sustained improvements
in disease severity based on MCIDs for EASI and SCORAD.
Importantly, improvements in skin signs and symptoms were
accompanied by rapid improvements in skin-related QoL as early
as one week after initiating BARI treatment. Improvements in QoL
continued to occur in parallel to skin clearance as most BARI-treated
patients achieving a DLQI < 5 at W16 also achieved clear/almost
clear or mild skin as measured by EASI. QoL improvements in
BARI-treated patients have also been confirmed in clinical practice
(19). A small proportion of patients reporting little or no impact
of AD on QoL at W16 still had severe skin involvement, which
highlights the complex interplay of objective signs and subjective
symptoms in patients with AD and the importance of assessing
both to fully understand patients’ experiences. Previously published
data demonstrated that improvements in disease signs may

contribute to some, but not all, improvements in QoL in patients
with AD and that itch has a more direct effect on and a higher
correlation with DLQI than EASI (25,26). In agreement with this,
our analysis demonstrates that at W1, most BARI-treated patients
had not yet achieved clear/almost clear or mild skin disease, how-
ever, patients still experienced significantly greater improvements
in QoL vs. PBO (except patients treated with BARI 2mg TCS com-
bination therapy) (26). Thus, early improvements in the symptoms
of AD extending beyond skin lesions, such as itch, sleep, and
functional impairment, may be responsible for improving QoL in
patients, and highlight important clinical aspects of AD disease
that are not captured by objective instruments, such as EASI, and
the importance of AD symptoms for patients’ QoL (14,27).

The importance of using composite scores to assess AD is
reflected by current recommendations of the ETFAD (28) and in
the guidance from an international treat-to-target consensus rec-
ommending the use of PGA and one other disease domain score
as the six-month treatment target (12). In agreement with this,
the International Eczema Council recommended that the decision
to start systemic treatment should include assessments of both
disease severity and impact on QoL (29). Our analysis supports
the importance of including QoL assessments in disease evaluation



A Monotherapy
(BREEZE-AD1 and AD-2)
100
£, 80
sV
T g
.g-a' 60
g .E’ Kk
£ 4 . 324
9=
es 22.3
S Y H
0 1 1 1
PBO Bari 2mg Bari 4mg
c Monotherapy
(BREEZE-AD1 and AD-2)
100
"g [T} 80
sV
g‘g 60 Kk
o
E g Hkk &
£3 40 31.6
as  —
S ® 90
e 9.2
0
T T T
PBO Bari 2mg Bari 4mg
E
Monotherapy
(BREEZE-AD1 and AD-2)
100
"‘g w 80+
gV
%g 60
g .E’ ek
£3 40 . 34.3
G
ow® 20 20.4
& 8.3
0 1 1 1
PBO Bari 2mg Bari 4mg
EASI Clear-almost clear or mild
categories (0.0-7.0)

JOURNAL OF DERMATOLOGICAL TREATMENT . 7

B TCS combination therapy
(BREEZE-AD7)
100
£, 807
gV
®C
,g-é, 60 .
SE 40- 38.4
T2
§.ﬁ 23.9 282 1]
Sl
0 1 1 1
PBO Bari2mg Bari 4mg
+TCS +TCS +TCS
D N
TCS combination therapy
(BREEZE-AD7)
100
£, 80 ek
gV
€5 63.6
24 60 * —
S5 47.9
s E
€3 1 04
8%
& 20
0 1 1 1
PBO Bari 2mg Bari 4mg
+TCS +TCS +TCS
TCS combination therapy
(BREEZE-AD?7)
100+
“g w80
'dq_: 1' kK
89 sod 56.6
58 *
s 40.6
£33 407
9= 26.1
Qo
(<]
& "® 204
0 T T T
PBO Bari 2mg Bari 4mg
+ TCS +TCS +TCS
Moderate Severe (21.1 -
B 71210 .. 720

Figure 4. The proportion of patients achieving a DLQI < 5 as stratified by EASI severity category. Among patients with a baseline DLQI > 5, the proportion of
patients achieving a DLQI < 5 at weeks 1, 4, and 16 was stratified by EASI severity category for (A,C,E) pooled monotherapy studies (BREEZE-AD1 and BREEZE-AD2)
and (B,D,F) the TCS combination therapy study (BREEZE-AD7). *p <0.05, **p<0.01, ***p <0.001 vs. PBO. BARI: baricitinib; DLQI: Dermatology Life Quality Index;

EASI: Eczema Area and Severity Index; PBO: placebo; TCS: topical corticosteroid.

and in guiding treatment decisions to enable the full impact of
AD on patients’ lives to be considered.

The limitations of this study are that it is a post-hoc analysis,
the stratification of EASI, SCORAD, and DLQI by disease severity
categories is descriptive only, and there are low numbers of
patients for some of these categories.

Overall, our results demonstrate that BARI monotherapy and TCS
combination therapy provided rapid and sustained improvements
in both the signs and symptoms of AD, with a significant proportion
of patients achieving clear/almost clear or mild disease based on
EASI and SCORAD severity categories despite high disease burden

at baseline. This was accompanied by rapid QoL improvements,
which were not adequately reflected in skin severity, indicating that
objective evaluations using physician-assessed scores do not nec-
essarily correlate with the patient’s impression of AD improvement.
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