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Baricitinib improves symptoms in patients with moderate-to-severe atopic
dermatitis and inadequate response to topical corticosteroids: patient-reported
outcomes from two randomized monotherapy phase lll trials

K. Reich®, A. M. DeLozier®, F. P. Nunes®, J. P. Thyssen®, L. F. Eichenfield®, A. Wollenberg®, J. A. Ross Terres®,
S. D. Watts®, Y.-F. Chen®, E. L. Simpson' and J. 1. Silverberg?

®Translational Research in Inflammatory Skin Diseases, Institute for Health Services Research in Dermatology and Nursing, University
Medical Center Hamburg-Eppendorf, Skinflammation® Center, Hamburg and Dermatologikum Berlin, Berlin, Germany; Eli Lilly and
Company, Indianapolis, IN, USA; “Department of Dermatology and Allergy, Herlev and Gentofte Hospital and University of Copenhagen,
Copenhagen, Denmark; “Departments of Dermatology and Pediatrics, University of California, San Diego and Radty Children’s Hospital, San
Diego, CA, USA; “Department of Dermatology and Allergology, Ludwig Maximilian University, Munich, Germany; 'Department of
Dermatology, Oregon Health and Science University, Portland, OR, USA; “Department of Dermatology, George Washington University
School of Medicine, Washington, DC, USA

ABSTRACT

Background: Itch, skin pain, and sleep disturbance are burdensome symptoms in atopic dermatitis
(AD) that negatively influence a patient’s quality of life (QoL).

Objective: To evaluate the impact of baricitinib on patient-reported outcomes (PROs) in adult patients
with moderate-to-severe AD, and explore the association between improvement in key signs and
symptoms of AD with improvements in QoL and patient’s assessment of disease severity.

Methods: Data were analyzed from two phase Il monotherapy trials (BREEZE-AD1/BREEZE-AD2) in
which patients were randomized 2:1:1:1 to once-daily placebo, baricitinib 1-mg, 2-mg, or 4-mg for
16 weeks and assessed using PRO measures.

Results: At week 16, baricitinib 4-mg and 2-mg significantly reduced itch severity (Itch Numeric
Rating Scale (NRS) (BREEZE-AD1: percent change from baseline —36.6% and —29.4% vs. placebo
(-12.0%), p<.001 and p<.05; BREEZE-AD2: —47.2% and —46.9% vs. placebo (-16.6%), p <.001).
Baricitinib significantly reduced SCORing AD (SCORAD) pruritus (4-mg in BREEZE-AD1 and 2-mg in
BREEZE-AD2) and Patient Oriented Eczema Measure (POEM) itch (both doses). Improvements in skin
pain severity and sleep disturbance were also observed. Improvements in AD symptoms showed
higher correlations with patients’ assessment of AD severity and QoL than improvements in skin
inflammation.

Conclusions: Baricitinib significantly improved symptoms in patients with moderate-to-severe AD.

ClinicalTrials.gov identifiers: NCT03334396 (BREEZE-AD1) and NCT03334422 (BREEZE-AD?2).
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Introduction anxiety, and depression among patients with moderate-to-
severe AD, all of which decreased QoL (9-11). Patients with AD
also experience: (1) a greater likelihood of comorbidities (e.g.
bronchial asthma and food allergies (12)); (2) skin infections

(13); (3) increased school and/or work absenteeism (14); (4)

Atopic dermatitis (AD) is a common, chronic, relapsing, and
highly symptomatic inflammatory skin disease (1). AD presents
with eczematous lesions with typical morphology and distribu-
tion (2). Patients with moderate-to-severe AD experience mul-

tiple, intense, debilitating symptoms that can profoundly affect
their quality of life (QoL) (3). AD is considered the most burden-
some skin disorder globally (4).

Intense, unrelenting itch is a hallmark of the disease, and can
lead to sleep disturbances (5,6). Patients commonly complain of
skin pain (due to itch, scratching, skin erosions or contact, such
as topical products or washing) and describe their symptoms
using terms resembling neuropathic pain (7,8). ltch, sleep distur-
bances, and skin pain contribute considerably to the burden of
AD. Recent studies showed a high prevalence of skin pain,

impaired mental health (15); and (5) impaired social inter-
action (3).

AD also presents a substantial socioeconomic burden to
caregivers, healthcare providers, and payers (16), including
increased healthcare resource utilization (17,18) and costs
(19,20). An estimated $5 billion is accrued annually in the
United States (US) from direct and indirect costs associated with
AD (19).

Topical corticosteroids and topical calcineurin inhibitors (21),
and broad systemic immunosuppressants like cyclosporine, aza-
thioprine, and methotrexate (22), are commonly used to treat
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moderate-to-severe AD. Many new therapies have been devel-
oped such as biologics like dupilumab, an interleukin 4 receptor
o antagonist (23), and Janus kinase (JAK) inhibitors, a novel class
of small molecules. The use of baricitinib, an oral selective JAK 1
and 2 inhibitor, recently showed improvement in signs and
symptoms of AD in two global phase lll trials (24).

Unlike psoriasis, AD is a disease where symptoms are inva-
sive and often difficult for clinicians to assess; therefore, patient-
reported symptoms are equally important in evaluating disease
severity (3,25). Most primary endpoints in clinical trials are clin-
ician-reported outcome measures (due to requirements for regu-
latory approval) that focus on improvement in skin
inflammation. The Harmonizing Outcome Measures for Eczema
initiative defined four core outcome domains as the minimum
components to be measured in all AD clinical trials and in rou-
tine practice: clinical signs, patient-reported symptoms, QolL,
and long-term control (26).

The multidimensional burden of moderate-to-severe AD is
not fully captured by clinician-reported outcome assessments.
To obtain further insight into baricitinib efficacy, we evaluated
its impact on the patient-reported outcomes (PROs) of AD,
including itch, sleep disturbance, and skin pain, and analyzed
the correlation of PROs and clinician-reported outcomes to
improvements in QoL and patient assessment of disease severity
in two phase lll placebo-controlled trials.

Patients and methods
Study design

BREEZE-AD1 (NCT03334396) and BREEZE-AD2 (NCT03334422)
were identical 16-week randomized, double-blind, parallel-
group, placebo-controlled trials (24). Eligible patients (>18 years
old with moderate-to-severe AD (validated Investigator Global
Assessment AD (VIGA-AD) >3; Eczema Area and Severity Index
(EASI) >16)) were randomized 2:1:1:1 to once-daily placebo, bar-
icitinib 1-mg, 2-mg, or 4-mg. Prior to randomization, treatments
for AD were washed out for four weeks for systemic treatments
and two weeks for topical therapies. Both studies were con-
ducted in accordance with the Declaration of Helsinki and Good
Clinical Practice guidelines and approved by the institutional
review board or ethics committee at each participating site. All
eligible patients provided written informed consent.

PRO measures

Select PROs were assessed in BREEZE-AD1 and BREEZE-AD2.
Patient assessment of severity was evaluated by the Patient
Oriented Eczema Measure (POEM) (27) and Patient’s Global
Impression of Disease Severity (PGI-S-AD). The PGI-S-AD is a glo-
bal patient assessment to evaluate severity of AD at a specific
point in time on a single-item, five-point scale ranging from (0)
no symptoms to (4) severe. ltch and skin pain severity were
assessed by an 11-point Numeric Rating Scale (NRS; 0 =no itch/
pain; 10 = worst itch/pain imaginable) (28) measuring the worst
itch and worst pain daily, while the SCORing AD (SCORAD) sub-
jective assessments of itch and sleep loss by a 0-10cm visual
analogue scale (VAS; 0=no itching/trouble sleeping;
10 =unbearable itching/a lot of trouble sleeping) assessed the
average severity over past three days (29,30).

Additional PROs were investigated here to better understand
the effect size of baricitinib on key signs and symptoms of AD
and their association with patient-reported severity and QoL.

Sleep disturbance due to itch was evaluated by the Atopic
Dermatitis Sleep Scale (ADSS) (31). The ADSS is a three-item
questionnaire that assesses the impact of itch on sleep includ-
ing difficulty falling asleep (0=not at all; 4=very difficult),
number of night time awakenings due to itch (0-29), and diffi-
culty getting back to sleep (0= not at all; 4 = very difficult).

Work Productivity and Activity Impairment (WPAI)-AD
measured overall work productivity and impairment during
the past seven days. Scores were calculated as percentages
of impairment; higher scores indicated greater impairment
and less productivity (32).

Health-related QoL (HRQolL) was evaluated using the
Dermatology Life Quality Index (DLQI) and EuroQoL 5-Dimensions
(EQ-5D). DLQI scores range from 0 to 30 with higher scores indicat-
ing greater impairment of QoL (33,34). The EQ-5D health state pro-
file consists of a descriptive system of the respondent’s health and
a rating of their current health state (0-100 mm VAS) (35).

The Hospital Anxiety and Depression Scale (HADS) evaluated
symptoms of anxiety and depression (36,37). Scores range from
0 to 21; higher scores indicate a greater probability of anxiety
or depression.

Statistical analysis

The intent-to-treat (ITT) population analysis set included all
randomized patients in each study. Comparisons of categor-
ical endpoints were made within the framework of a logistic
regression model with effects for treatment, region, baseline
disease severity (vVIGA-AD) and baseline value. Non-responder
imputation was used for visits where patients were discontin-
ued or rescued with topical corticosteroids (any potency) or
systemic therapies. Treatment comparisons of continuous
endpoints were made within the framework of a mixed-
model repeated measures (MMRM) analysis with effects for
treatment, region, baseline disease severity (VIGA-AD), visit,
and treatment-by-visit interaction as fixed categorical effects;
and baseline and baseline-by-visit interaction as fixed con-
tinuous effects. The treatment comparisons are not adjusted
for multiplicity.

Spearman’s correlation analysis by study was used to analyze
correlations (ry) at week 4 and week 16 between the change
from baseline (CFB) in PGI-S-AD and DLQI and Itch NRS, Skin
Pain NRS, ADSS Item 2, and EASI total score. Missing data were
imputed using a last observation carried forward method for
the most recent non-missing value prior to censoring.

Results

A total of 624 and 615 patients were enrolled in BREEZE-AD1
and BREEZE-AD2, respectively. Baricitinib met the primary end-
point of both trials. Baricitinib 2-mg and 4-mg achieved signifi-
cant improvement vs. placebo for the proportion of patients
achieving vIGA-AD (0,1) at week 16. Significant improvement for
patients treated with baricitinib 4-mg and 2-mg was observed
as early as weeks 1-2 for all PROs.
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Figure 1. DLQI total score <5 response rate in BREEZE-AD1 (a) and in BREEZE-AD2 (b). DLQI: Dermatology Life Quality Index; N: number of patients in the ana-
lysis population; NRS: Numeric Rating Scale. *p <.05, **p <.01, and ***p <.001 for analyses comparing baricitinib with placebo. For continuous endpoints, LS
means are from MMRM analyses. For categorical endpoints, a nonresponder imputation was applied at censoring.

Patient global index of severity - atopic dermatitis and
Dermatology Life Quality Index

Significant improvement in PGI-S-AD was observed at week 16
for baricitinib 4-mg with a least square mean (LSM) CFB of —0.8
and —1.0 for baricitinib 4-mg and —0.3 for placebo in both
studies (p<.001) (Table 1). In BREEZE-AD2, significant improve-
ment in PGI-S-AD was observed at week 16 for baricitinib 2-mg
with an LSM CFB of —0.9 (p<.001).

Significant improvements in DLQI were seen through
week 16 for patients achieving a DLQI total score of 0-1,
indicating no effect on HRQoL (24). At week 16, baricitinib 4-
mg and 2-mg significantly improved the proportion of
patients achieving DLQI of 0-1 compared to placebo
(BREEZE-AD1: 16.8% (4-mg) and 11.4% (2-mg) vs. 4.8%,
p <.0071 and p <.05; BREEZE-AD2: 15.4% (4-mg) and 11.4% (2-
mg) vs. 2.9%, p<.001 and p <.01). Baricitinib 1-mg showed
significant improvement at week 16 in BREEZE-AD2 only
(9.6% vs. 2.9% reduction, p <.01) (24).

Relative to placebo, the proportion of patients with DLQI
total score <5 (representing no to small effect on Qol) was sig-
nificantly higher with baricitinib treatment. At week 16, bariciti-
nib 4-mg showed significant improvement in DLQI <5 (BREEZE-
AD1: 40.9% (4-mg) vs. 9.7%, p<.001 and BREEZE-AD2: 27.0% (4-
mg) and 22.1 (2-mg) vs. 6.8%, p<.001) (Figure 1(a,b)).

Itch

At week 16, significant reductions in LSM percent CFB Itch NRS
were observed with baricitinib 4-mg and 2-mg treatment
(BREEZE-AD1: —36.6% and —29.4% vs. placebo (-12.0%),
p <.001 and p <.05; BREEZE-AD2: —47.2% and —46.9% vs. pla-
cebo (-16.6%), p <.001), while a significant reduction of —31.3%
(p<.01) was observed with baricitinib 1-mg treatment in
BREEZE-AD1 (Figure 2(a,b)).

A consistent reduction from baseline in SCORAD pruritus VAS
at week 16 was observed with baricitinib 1-mg treatment vs.
placebo across both trials with a mean percent CFB at week 16
of —40.9% vs. —18.6% (p<.001) in BREEZE-AD1 and —42.1% vs.
—14.0% (<.001) in BREEZE-AD2 (Figure 3(a,b); Table 1).
Significant improvements at week 16 in BREEZE-AD2 (mean per-
centage CFB of —35.3% vs. —14.0% (p=.009) at week 16) were
observed with baricitinib 1-mg treatment.

At week 16, significant reductions in LSM percent CFB POEM
ltch were seen with baricitinibb 4-mg and 2-mg treatment
(BREEZE-AD1: —30.2% and —26.5% vs. placebo (-14.8%),
p=.0034 and p=.0379; BREEZE-AD2: —33.6% and —32.8% vs.
placebo (-12.3%), p=.0009 and p=.0025) (Figure 4(a,b); Table 1).

Skin pain

Significant reductions from baseline in Skin Pain NRS were
observed with baricitinib 4-mg and 2-mg relative to placebo at
week 16 in BREEZE-AD1. The LSM percent CFB in Skin Pain NRS
at week 16 for baricitinib 4-mg, 2- mg, and 1-mg was —33.2%,
—27.2%, and —33.1% vs. —14.5% (p=.002, p=.051, and p=.005,
respectively). In BREEZE-AD2, the LSM percent CFB in Skin Pain
NRS for baricitinib 4-mg and 2-mg was —41.1% and —43.1% vs.
—14.2% (p<.001) (Figure 5(a,b); Table 1). Skin Pain NRS >4
improvement response rates for patients in both trials are
shown in Figure 6(a,b).

Sleep disturbance

Baricitinib treatment resulted in improvement over placebo in
patients with a> 1-point reduction in ADSS Item 1 (difficulty
falling asleep due to itch) through week 16. The greatest reduc-
tions were seen after baricitinib 4-mg treatment at weeks 2, 4,
and 16 vs. placebo across both trials (BREEZE-AD1: 39.8% vs.
10.9% at week 2, p<.001, 43.9% vs. 11.9% at week 4, p<.001
and 31.6% vs. 13.9% reduction at week 16, p<.001 and BREEZE-
AD2: 29.2% vs. 8.7% at week 2, p<.001, 30.2% vs. 10.4% at
week 4, p<.001 and 28.1% vs. 6.0% at week 16, p<.001).

At week 16, treatment with baricitinib 4-mg resulted in
improvement in CFB of ADSS Item 2 (number of night time
awakenings due to itch) in BREEZE-AD1 (-1.4 vs. —0.8, p=.006)
and treatment with baricitinib 4-mg and 2-mg resulted in
improvement in BREEZE-AD2 (-1.1 and —1.0 vs. —0.5, p<.001
and p=.003, respectively) (24). Baricitinib also improved the pro-
portion of patients with a > 1.5-point reduction in ADSS Item 2
through week 16. At week 16, treatment with baricitinib 4-mg
improved ADSS Item 2 in BREEZE-AD1 (28.3% vs.15.2%, p—=.048)
and both baricitinib 4 mg and 2 mg improved the proportion of
patients with a > 1.5-point reduction in ADSS Item 2 in BREEZE-
AD2 (26.0% and 26.7 vs. 8.3%, p=.005 and p=.003).

All doses of baricitinib reduced SCORAD sleep loss from
baseline compared to placebo at week 16 across both trials; the
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Figure 2. Percent change from baseline in ltch NRS severity in BREEZE-AD1 (a) and BREEZE-AD2 (b). N: number of patients in the analysis population; NRS:
Numeric Rating Scale. *p <.05, **p <.01, and ***p <.001 for analyses comparing baricitinib with placebo. For continuous endpoints, LS means are from MMRM
analyses. For categorical endpoints, a non-responder imputation was applied at censoring.
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Figure 3. Percent change from baseline in SCORAD ltch in BREEZE-AD1 (a) and in BREEZE-AD2 (b). SCORAD: SCORing Atopic Dermatitis. Data reported as %
change in LS means from MMRM analyses. *p <.05, **p <.01, and ***p <.001 for analyses comparing baricitinib with placebo.
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Figure 4. Percent change from baseline in POEM ltch in BREEZE-AD1 (a) and in BREEZE-AD2 (b). POEM: Patient Oriented Eczema Measure. Data reported as %
change in LS means from MMRM analyses. *p <.05, **p <.01, and ***p <.001 for analyses comparing baricitinib with placebo.

LSM percent CFB in SCORAD sleep loss VAS at week 16 for bari-
citinib 4-mg, 2-mg, and 1-mg was —50.9%, —39.0%, and
—30.9% vs. —14.4% (p<.001, p=.003, and p=.004, respectively)
in BREEZE-AD1 and —51.7%, —47.6%, and —33.3% vs. —12.7%
(p<.001, p<.001, and p=.023) in BREEZE-AD2 (Figure 7(a,b);
Table 1).

All doses of baricitinib reduced POEM sleep disturbance from
baseline compared to placebo at week 16 across both trials; the
LSM percent CFB in POEM sleep disturbance at week 16 for bari-
citinibb 4-mg, 2-mg, and 1-mg was —46.1%, —43.2%, and
—41.4% vs. —18.9% (p<.0001, p=.0009, and p=.0024, respect-
ively) in BREEZE -AD1 and —51.1%, —51.8%, and —40.9% vs.
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Figure 5. Percent change from baseline in Skin Pain NRS in BREEZE-AD1 (a) and in BREEZE-AD2 (b). NRS: Numeric Rating Scale. Data reported as % change based
on the (CFB LSM from MMRM)x 100/(pooled baseline mean). *p <.05, **p <.01, and ***p <.001 for analyses comparing baricitinib with placebo.
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value, region and baseline disease severity (IGA) as factors. *p <.05, **p <.01, and ***p <.001 for analyses comparing baricitinib with placebo.
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Figure 7. Percent change from baseline in SCORAD Sleep Loss in BREEZE-AD1 (a) and in BREEZE-AD2 (b). SCORAD: SCORing Atopic Dermatitis. Data reported as
% change in LS means from MMRM analyses. *p <.05, *¥*p <.01, and ***p <.001 for analyses comparing baricitinib with placebo.

—229% (p<.0001, p=.0002,
(Figure 8(a,b); Table 1).

and p=.0197) in BREEZE-AD2

Anxiety and depression

In BREEZE-AD1, significant improvement in HADS total score
was observed at week 16 for baricitinib 4-mg and 2-mg

with a LSM CFB of —3.6 for baricitinib 4-mg, —3.2 for bari-
citinib 2-mg, and —1.2 for placebo (p=.001 and p=.008,
respectively) (Table 1). In BREEZE-AD2, significant improve-
ment in HADS was observed at week 16 for baricitinib 4-
mg with an LSM CFB of —3.7 for baricitinib 4-mg and —1.3
for placebo (p=.004) (Table 1). At week 16, significant
improvement relative to placebo was observed for the
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Figure 8. Percent change from baseline in POEM Sleep Loss in BREEZE-AD1 (a) and in BREEZE-AD2 (b). POEM: Patient Oriented Eczema Measure. Data reported
as % change in LS means from MMRM analyses. *p <.05, **p <.01, and ***p <.001 for analyses comparing baricitinib with placebo.

proportion of patients with a HADS Depression score <8 at
baseline and >8 at follow up (BREEZE-AD1: 35.7% (4-mg)
vs. 13.0%, p=.021 and BREEZE-AD2: 19.4% (2-mg) vs. 5.5%,
p=.024) and the proportion of patients with a HADS
Anxiety score <8 at baseline and >8 at follow-up (BREEZE-
AD1: 41.0% (4-mg) vs.12.0%, p<.001 and BREEZE-AD2:
25.6% (4-mg) vs. 11.4%, p=.036).

Health-related quality of life and work productivity

Significant improvement in EQ-5D was observed at week 16
with baricitinib 4-mg treatment (LSM CFB of 9.1 for baricitinib 4-
mg and 2.0 for placebo (p=.017) in BREEZE-AD1 and 11.2 and
10.5 for baricitinib 4-mg and 2-mg, vs. 2.3 for placebo in
BREEZE-AD2 (Table 1)). Significant improvement in the WPAI-AD
was observed with baricitinib 4-mg at week 16 in BREEZE-AD1
with an LSM CFB of —13.9 for baricitinib 4-mg and —2.6 for pla-
cebo (p=.010) (Table 1).

Correlation between improvements in itch, skin pain, and
sleep disturbance and patient global index of severity —
atopic dermatitis and Dermatology Life Quality Index

In BREEZE-AD1, PGI-S-AD had substantial-to-excellent correla-
tions (0.757-0.808) with Itch NRS, substantial correlations with
Skin Pain NRS (0.736-0.793), and fair-to-moderate correlations
with ADSS Item 2 (0.352-0.474), but only fair correlations with
EASI (0.322-0.393) (Table 2). Similarly, DLQI had moderate-to-
substantial correlations (0.552-0.601) with Itch NRS, moderate-
to-substantial correlations (0.495-0.628) with Skin Pain NRS, and
fair-to-moderate correlations (0.342-0.481) with ADSS Item 2,
but fair correlations (0.302-0.376) with EASI. In BREEZE-AD2,
most correlations were consistent with BREEZE-AD1 except for
those with EASI, which showed fair-to-moderate correlations
(0.396-0.526) with PGI-S-AD and fair-to-moderate correlations
with DLQI (0.356-0.559).

Discussion

Effective long-term treatment options for AD that address
patients’ concerns remain a relatively unmet need (38-40). At
the Patient-Focused Drug Development meeting for eczema
held in 2019, 1508 survey respondents indicated that the most

challenging signs and symptoms of AD were itch (in 79% of
patients), red, inflamed skin (in 47% of patients), and sleep dis-
turbance (in 29% of patients) (41). In addition, patient-reported
symptoms and self-assessed disease severity may be discordant
with clinician disease severity assessment or response to ther-
apy. In a US cross-sectional survey with 678 patients, approxi-
mately one-third of patients rated severity of AD differently
from their physicians (42). Torrelo et al. also found poor agree-
ment in perceptions of AD severity by patients and physicians
(43). Emphasizing treatment targets that incorporate patient
input about their experience with AD and treatment response,
including symptoms, QoL, and long-term control of flares might
complement clinician-reported measures (26).

Rapid symptom control and speed of onset of treatment are
important elements in the treatment of AD. ltch can be signifi-
cantly disruptive to sleep and QoL for patients with AD and
caregivers and can impact a patient’s HRQoL and sleep (44,45).
Repeated scratching that breaks the skin can cause open
wounds and cracks, which increases the susceptibility of
patients to various infections. Skin pain in AD that is more fre-
quent and/or severe, has also been associated with decreased
QoL (8). Here, a higher correlation of AD symptoms with QoL
and patient assessment of improvement in disease severity was
observed earlier in the study (week 4) compared to later
(week 16).

While patient adherence is dependent on many factors, rapid
improvement in disease characteristics is desired by patients
with various chronic dermatological diseases in which the inten-
sity of symptoms typically fluctuates over time (46). Adherence
to treatment of chronic diseases with topical medications is typ-
ically poor (47) while overall dermatological adherence status is
significantly better for oral medications than for topical medica-
tions (48). In this first assessment of PRO and clinician-reported
outcome correlation to improvements in QoL and patient
assessment of disease severity in clinical trials, several important
points regarding the analysis should be noted. Although the
DLQI questionnaire includes a question that focuses on itch and
skin pain and questions that allude to the appearance of signs
of skin inflammation, there are no questions included in the
DLQI related to the impact of AD on sleep. Sleep disturbance
had a moderate correlation with DLQI, found to be similar, or at
times higher than improvements in skin inflammation (EASI)
despite inclusion of questions 2 and 4 in the DLQI. The results
of this correlation analysis further emphasize the importance of
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Table 2. Correlation between changes from baseline at week 4 and week 16 in Itch NRS, Skin Pain NRS, ADSS Item 2, and
EASI (LOCF) and changes from baseline at week 4 and week 16 in PGI-S-AD and DLQI (LOCF) and by baricitinib treatment®.

BREEZE-AD1 BREEZE-AD2
PGI-S-AD Week 4 Week 16 Week 4 Week 16
Bari 4mg
Itch NRS 0.808 (0.73, 0.86) 0.784 (0.70, 0.84) 0.744 (0.65, 0.81) 0.804 (0.73, 0.86)
Skin Pain NRS 0.736 (0.64, 0.81) 0.748 (0.66, 0.82) 0.707 (0.60, 0.79) 0.726 (0.63, 0.80)
ADSS Item 2 0.458 (0.30, 0.59) 0.474 (0.32, 0.60) 0.307 (0.13, 0.46) 0.362 (0.19, 0.51)
EASI 0.328 (0.16, 0.48) 0.393 (0.23, 0.53) 0.396 (0.23, 0.54) 0.526 (0.38, 0.64)
Bari 2mg
Itch NRS 0.783 (0.70, 0.84) 0.757 (0.67, 0.82) 0.739 (0.64, 0.81) 0.760 (0.67, 0.83)
Skin Pain NRS 0.793 (0.71, 0.85) 0.777 (0.69, 0.84) 0.775 (0.69, 0.84) 0.778 (0.69, 0.84)
ADSS Item 2 0.352 (0.18, 0.50) 0.468 (0.31, 0.60) 0.479 (0.33, 0.61) 0.521 (0.38, 0.64)
EASI 0.333 (0.16, 0.48) 0.322 (0.15, 0.47) 0.414 (0.25, 0.55) 0.454 (0.30, 0.59)
BREEZE-AD1 BREEZE-AD2
DLQI Week 4 Week 16 Week 4 Week 16
Bari 4mg
Itch NRS 0.601 (0.47, 0.70) 0.552 (0,41, 0.66) 0.465 (0.31, 0.59) 0.518 (0.37, 0.64)
Skin Pain NRS 0.628 (0.51, 0.72) 0.656 (0.54, 0.75) 0.501 (0.35, 0.62) 0.518 (0.37, 0.64)
ADSS Item 2 0.481 (0.33, 0.61) 0.464 (0.31, 0.59) 0.342 (0.17, 0.49) 0.312 (0.14, 0.46)
EASI 0.350 (0.15, 0.47) 0.376 (0.21, 0.52) 0.509 (0.36, 0.63) 0.559 (0.42, 0.67)
Bari 2mg
Itch NRS 0.575 (0.44, 0.68) 0.573 (0.44, 0.68) 0.576 (0.44, 0.68) 0.681 (0.57, 0.77)
Skin Pain NRS 0.572 (0.44, 0.68) 0.495 (0.34, 0.62) 0.596 (0.46, 0.70) 0.695 (0.59, 0.78)
ADSS Item 2 0.342 (0.17, 0.49) 0.395 (0.23, 0.54) 0.337 (0.17, 0.49) 0.422 (0.26, 0.56)
EASI 0.315 (0.15, 0.47) 0.302 (0.13, 0.45) 0.356 (0.19, 0.50) 0.482 (0.33, 0.61)

ADSS: Atopic Dermatitis Sleep Scale; Bari: baricitinib; Cl: confidence interval; DLQI: Dermatology Life Quality Index; EASI: Eczema
Area and Severity Index; LOCF: last observation carried forward; NRS: numerical rating scale; PGI-S-AD: Patient Global

Impression of Severity-Atopic Dermatitis; r;: Spearman’s correlation coefficient.

Data presented in table are r; (95% Cl). According to Sackett's conventions: poor [0.0-0.2], fair [0.2-0.4], moderate [0.4-0.6],

substantial [0.6-0.8], and excellent [0.8-1.0].

sleep disturbance in AD, as captured by SCORAD or PO-
SCORAD (49).

Despite not having a specific mention of disease domains in
the question, the correlations found between PGI-S-AD and
DLQI follow a similar trend to those correlations observed with
the DLQI; itch and skin pain had the highest correlations while
skin inflammation had the lowest correlation.

Some limitations to this manuscript must be considered. The
studies included a large, diverse global population, though
patients were predominantly Caucasian. In addition, the choice
of weeks 4 and 16 as early and late time points in the correl-
ation analysis presented here may not be representative of the
moderate-to-severe disease time course.

Baricitinib rapidly improved skin inflammation, itch, skin pain,
sleep disturbance, QoL, and patient assessment of disease sever-
ity. Although primary endpoints in AD studies often focus on
clinician-reported outcomes, improvement in PROs for itch, skin
pain, and sleep disturbance showed a higher correlation with
improvements in QoL and patient assessment of disease severity
in this study. This emphasizes the importance of including the
PRO assessment to complement standard clinician-reported out-
comes in both clinical practice and clinical trials to identify
treatments that can manage the full patient experience of AD.
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