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Capsule Summary (67/70 words):

For original articles please answer the following new statements in 2 or 3 bulleted statements (limit of 70 

words): What’s already known about this topic?  What does this study add?

 Atopic dermatitis (AD) is a chronic, heterogeneous inflammatory skin disease with few approved 

therapies for patients with moderate-to-severe disease. 

 These two Phase 3 trials show that baricitinib, an oral inhibitor of Janus kinase 1 and 2, significantly 

improved clinical signs and symptoms of AD compared to placebo within the first 16 weeks of 

treatment. 

 Baricitinib may represent a first-in-class oral treatment option for adult patients with moderate-to-

severe AD. 

A
cc

ep
te

d 
A

rt
ic

le



This article is protected by copyright. All rights reserved

SUMMARY (250/250 words)

Background: Baricitinib, an oral selective Janus kinase 1 and 2 inhibitor, effectively reduced atopic dermatitis 

(AD) severity in a Phase 2 study with concomitant topical corticosteroids. 

 Objectives: To evaluate the efficacy and safety of baricitinib in patients with moderate-to-severe AD and an 

inadequate response to topical therapies.

Methods: In two independent, multicentre, double-blind, Phase 3 monotherapy trials, BREEZE-AD1 and 

BREEZE-AD2, adults with moderate-to-severe AD were randomised 2:1:1:1 to once-daily placebo, baricitinib 

1-mg, 2-mg or 4-mg for 16 weeks. 

Results: At Week 16, more patients achieved the primary endpoint of Validated Investigator’s Global 

Assessment of AD (0, 1) on baricitinib 4-mg and 2-mg compared with placebo in BREEZE-AD1 (N=624; 4-mg 

16.8%, 2-mg 11.4%, 1-mg 11.8%, placebo 4.8%; P<0.001, P<0.05, P<0.05), and BREEZE-AD2 (N=615; 4-mg 

13.8%, 2-mg 10.6%, 1-mg 8.8%, placebo 4.5%; P=0.001, P<0.05, P=0.085). Improvement in itch was achieved 

as early as Week 1 for 4-mg and Week 2 for 2-mg. Improvements in night-time awakenings, skin pain, and 

quality-of-life measures were observed by Week 1 for both 4-mg and 2-mg (P≤0.05, all comparisons). The 

most common adverse events in baricitinib-treated patients were nasopharyngitis and headache. No 

cardiovascular events, venous thromboembolism, gastrointestinal perforation, significant haematological 

changes, or death were observed with any baricitinib dose.

Conclusions: Baricitinib improved clinical signs and symptoms in patients with moderate-to-severe AD within 

16 weeks of treatment and induced rapid reduction of itch. The safety profile remained consistent with prior 

findings from baricitinib clinical development in AD, with no new safety concerns.

ClinicalTrials.gov Identifiers: NCT03334396 (BREEZE-AD1), NCT03334422 (BREEZE-AD2)
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INTRODUCTION

Atopic dermatitis (AD) is a chronic, heterogeneous inflammatory skin disease affecting up to 25% of 

children and 2-7% of adults globally.1-3 AD is characterized by excessive T cell activation influenced by genetic 

and environmental factors, leading to significant skin infiltration by T cells and dendritic cells.4-7 Key cytokines 

in the pathogenesis of AD, such as thymic stromal lymphopoietin, interleukin (IL)-4, IL-13, IL-22, and IL-31, 

activate receptors which signal through intracellular Janus kinases JAK1/JAK2/tyrosine kinase 2.4,8-10 AD 

treatment with baricitinib, an oral selective JAK1 and JAK2 inhibitor, may modulate many cytokines involved 

in AD pathogenesis, thereby mitigating disease signs and symptoms.11

Baricitinib is under investigation as a therapy for moderate-to-severe AD patients with an inadequate 

response to topical corticosteroids (TCS). In a 16-week Phase 2 trial of baricitinib in moderate-to-severe AD, 

significantly more patients treated with baricitinib 4-mg and TCS achieved Eczema Area and Severity Index 

(EASI)-50 and improvements in pruritus and reduced sleep loss compared with placebo.12 The subsequent 

Phase 3 program explores baricitinib monotherapy, in combination with TCS, and as long-term therapy. Here 

we report the 16-week efficacy and safety data from the first two Phase 3 studies of baricitinib as 

monotherapy in moderate-to-severe AD.
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PATIENTS and METHODS 

Study Design and Oversight

BREEZE-AD1 (NCT03334396) and BREEZE-AD2 (NCT03334422) were independent 16-week 

randomised, double-blind, parallel-group, placebo-controlled trials conducted at 173 sites in Europe, Asia, 

Latin America, and Australia. Patients were randomised 2:1:1:1 to once-daily placebo, baricitinib 1-mg, 2-mg, 

or 4-mg (Fig. S1). Randomisation was stratified by geography and baseline disease severity. Treatment 

allocation was blinded to patients and investigators. At each visit, double-blind investigational products, 

including identical matching placebo tablets, were assigned by an interactive web response system.  The 

Investigator’s Global Assessment used was the Validated Investigator’s Global Assessment of AD [vIGA-

ADTM].13

Prior to randomisation, AD treatments were washed-out; 4 weeks for systemic and 2 weeks for 

topical treatments. Systemic and topical treatments were allowed as rescue therapy, initiated at any time, at 

the investigator’s discretion, if patients experienced worsening or unacceptable AD symptoms. Emollient use 

was required throughout the trials; at least twice daily use was recommended prior to rescue. Patients 

completing the studies could enter a double-blinded long-term extension (LTE) study, BREEZE-AD3 

(NCT03334435).

The trials were sponsored by Eli Lilly and Company (Lilly), under license from Incyte Corporation, and 

designed by Lilly personnel and an academic advisory board, including authors external to Lilly. The studies 

were conducted in accordance with ethical principles of the Declaration of Helsinki and Good Clinical Practice 

guidelines and approved by institutional review boards or ethics committees at each site (Table S1). Eligible 

patients provided written informed consent. BREEZE-AD1 was conducted from November 2017–January 

2019; BREEZE-AD2 was conducted from November 2017–December 2018. Patients were enrolled from 

December 2017–August 2018 in both trials. 

Patients

Patients were ≥18-years-old and had an AD diagnosis, defined by the American Academy of 

Dermatology criteria for ≥12 months before screening.14 Within 6 months before screening, patients had to 

have a documented history of an inadequate response to topical therapies (i.e., inability to achieve mild 

disease after use of at least a medium-potency TCS for ≥4 weeks, or for the maximum duration recommended 

by the product prescribing information [e.g., 14 days for super-potent TCS], whichever is shorter. Failure to A
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respond to systemic immunosuppressant therapies within 6 months of screening, or clinically significant 

adverse reactions to TCS, were considered surrogates for inadequate response to topical therapies. At 

screening and baseline, patients were required to have an EASI score ≥16, vIGA-AD score ≥3, and ≥10% Body 

Surface Area involvement. Exclusion criteria included history of other concomitant skin conditions that could 

affect assessment of AD lesions, history of eczema herpeticum (EH) within 12 months before screening or ≥2 

episodes of EH previously, a venous thromboembolic event (VTE) or major adverse cardiovascular event 

(MACE) within 12 weeks of screening or history of recurrent VTE, or clinically significant comorbidity at 

randomisation, and selected laboratory abnormalities. Additional criteria are available online as Supplemental 

Files.

Efficacy Outcomes   

The primary endpoint tested the superiority of 4-mg or 2-mg once-daily over placebo in the 

treatment of moderate-to-severe AD patients (i.e., the proportion of patients achieving a vIGA-AD score of 0 

[clear] or 1 [almost clear] with a ≥2-point improvement from baseline at Week 16). The vIGA-AD, a static, 5-

point scale from 0 (clear)–4 (severe), assesses the physician’s impression of overall disease severity.13 

Key secondary endpoints included: at 16 weeks, the proportion of 1-mg-treated patients achieving 

vIGA-AD (0, 1), proportion of baricitinib-treated patients achieving 75% and 90% improvement in EASI score 

(EASI75, EASI90), percent change from baseline in total EASI score, 75% improvement in the SCORing Atopic 

Dermatitis index (SCORAD75), mean change from baseline in the Skin Pain Numeric Rating Scale (NRS); at 

weeks 1, 2, 4, and 16, proportion of patients achieving a ≥4-point improvement in the Itch NRS; at weeks 1 

and 16, mean change from baseline in the Item 2 score of the Atopic Dermatitis Sleep Scale (ADSS). The Itch 

NRS and Skin Pain NRS were 11-point scales (0=no itch/pain and 10=worst itch/pain imaginable) where 

patients rated the worst severity in the previous 24 hours using a daily diary. Other patient-reported 

measures (Patient Oriented Eczema Measure [POEM] and the Dermatology Life Quality Index [DLQ]) were 

obtained at Weeks 1, 2, 4, 8, 12, and 16, with the exception of Week 12 for the DLQI.

Safety Assessments 

Clinical laboratory tests, vital signs, and other safety assessments were performed at scheduled visits. 

The incidence and description of all adverse events (AEs) were recorded. An independent data-monitoring 
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committee composed of members external to Lilly regularly reviewed safety data. An independent, blinded, 

clinical-event committee adjudicated potential cardiovascular events, VTE, and deaths.

Statistical Analysis   

Randomisation of approximately 600 patients in each independent study was estimated to provide 

>90% power to detect a difference in the comparison of vIGA-AD (0, 1) response rates at Week 16 between 4-

mg and placebo and 2-mg and placebo, assuming a placebo response rate of 10% and a 20% risk difference 

between 4-mg and placebo. Primary and key secondary endpoint testing was adjusted for multiplicity, 

through a graphical testing scheme,15 to control for the overall family-wise Type I error rate at a 2-sided alpha 

level of 0.05 (Figure S2 and S3). 

The intent-to-treat population included all randomised patients. A logistic regression model with 

region, baseline disease severity (vIGA-AD), baseline value of the variable of interest, and treatment group 

was used to compare categorical efficacy endpoints and health-outcomes variables. P-values from logistic 

regression models were reported. A mixed-model repeated measures analysis (MMRM) compared all 

continuous efficacy and health-outcomes variables with treatment, region, baseline disease severity (vIGA-

AD), visit, and treatment as fixed, categorical effects and baseline-by-visit interaction as fixed continuous 

effects. 

All efficacy and health-outcome data were analysed using two censoring rules. The primary censoring 

rule (‘monotherapy’) censored data after permanent study drug discontinuation or after rescue therapy with 

TCS (any potency) or systemic therapy.  For categorical endpoints, a nonresponder imputation was applied at 

censoring; for continuous endpoints, data after rescue were censored as missing and MMRM analyses were 

then performed. The secondary censoring rule (‘with TCS rescue’) did not consider data as missing after TCS 

use. Data were only censored as missing after permanent study drug discontinuation or after initiating 

systemic rescue therapies.

Safety analyses were performed on all randomised patients who received ≥1 dose of study drug 

based on initial study drug assignment. 

RESULTS 

Patients

624 patients were enrolled in BREEZE-AD1 and 615 patients were enrolled in BREEZE-AD2 (Fig. S4 and 

S5). Baseline demographic and clinical characteristics were similar among treatment groups (Table 1). At A
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baseline, 40% and 50% of patients had a vIGA-AD score of 4 in BREEZE-AD1 and BREEZE-AD2; however, the 

baseline EASI and SCORAD scores were similar between studies. Study discontinuation rates were numerically 

lower in in the 4-mg groups versus placebo (Fig S4). Of patients who completed BREEZE-AD1 and BREEZE-AD2, 

86.9% and 88.0% entered the ongoing, LTE study, BREEZE-AD3 (Figs S4 and S5).

Primary Outcome

The primary analysis was conducted using monotherapy data, adjusted for multiplicity. In both trials, 

baricitinib 2-mg and 4-mg achieved a significant improvement versus placebo for the proportion of patients 

achieving vIGA-AD (0, 1) at Week 16 (Table 2, Fig. 1). The percentage of patients achieving vIGA-AD (0, 1) was 

4.8% for placebo, 11.8% for 1-mg, 11.4% for 2-mg, and 16.8% (1-mg and 2-mg, P ≤0.05; 4-mg, P ≤0.001 vs. 

placebo) in BREEZE AD1, and 4.5% for placebo, 8.8% for 1-mg, 10.6% for 2-mg, and 13.8% for 4-mg (2-mg, P 

≤0.05;  4-mg, P ≤0.001  vs. placebo) in BREEZE AD2. 

Key Secondary Outcomes 

Baricitinib 4-mg showed significant improvement for all key secondary endpoints. Within the 

graphical testing scheme, key clinician-reported outcomes tested at Week 16 included percent change from 

baseline in EASI score, proportion of patients achieving EASI75 (Fig. 2), proportion of patients achieving 

EASI90 (Fig. S6), and proportion of patients achieving SCORAD75 (Fig. S7); patient-reported outcomes (PROs) 

included proportion of patients with ≥4-point improvement from baseline in Itch NRS at Weeks 1, 2, 4, and 

16; change from baseline of ADSS item 2 (reduction in the number of nighttime awakenings due to itch) at 

Weeks 1 and 16; and change from baseline in Skin Pain NRS at Week 16 (Figs. 3 and 4).

In BREEZE-AD2, 2-mg showed significant improvement for all key secondary endpoints when 

adjusting for multiplicity, except in the proportion of patients achieving ≥4-point improvement from baseline 

in Itch NRS at Week 1 (Table 2, Fig. S3). 

In BREEZE-AD1, 2-mg was positive within the graphical testing scheme for the proportion of patients 

achieving EASI75 (Fig. S2); all other gated endpoints failed. Outside of the graphical testing scheme for 

multiplicity, 2-mg achieved a nominal level of significance (P<0.05) compared  to placebo for several 

additional key clinician-reported outcomes and PROs, including EASI percent change from baseline, EASI90, 

SCORAD75, ADSS item 2 at Week 1, and proportion of patients with ≥4-point improvement in Itch NRS at 

Weeks 4 and 2. (Table 2, Fig 3). 
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Baricitinib 4-mg and 2-mg showed significant improvement for key secondary endpoints involving 

different AD domains; 1-mg treatment showed improvement in some secondary efficacy outcomes versus 

placebo, but did not achieve statistical significance consistently. Data with TCS rescue also showed 

inconsistent efficacy in the 1-mg dose. Summarizing across both trials, the numbers needed to treat (NNT) for 

2-mg and 4-mg, respectively, were 16 and 10 for vIGA (0,1), 10 and 7 for EASI75, and 14 and 8 for the 

proportion of patients with an Itch 4-point improvement (Table S2). Results from additional secondary 

endpoints are reported in Table S3 and Figure S10.

Additional Efficacy Analyses 

Baricitinib 4-mg and 2-mg were effective at improving health-related quality of life (HRQoL) from 

Week 1 and through Week 16 versus placebo. Significant improvements in the DLQI were seen at every time 

point assessed for the proportion of patients achieving DLQI total score of 0 to 1, indicating no effect on a 

patient’s HRQoL (P ≤0.05 vs placebo, all comparisons) (Fig. S8). For both 4-mg and 2-mg, the total change 

from baseline in the POEM score and the proportion of patients achieving ≥4-point improvement from 

baseline were greater than placebo at Week 1 and throughout the studies (P ≤.05, all comparisons; Fig. 5). 

Baricitinib 4-mg and 2-mg also showed improvement in EASI50 in both trials (Fig. 4E-F). Change from baseline 

in total EASI score is reported in supplementary Figure S9.
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Rescue Therapy

In both trials, more placebo-treated patients were rescued versus baricitinib-treated patients, with a 

higher overall rescue rate observed in BREEZE-AD2 versus BREEZE-AD1 (Table S4). Most patients required TCS 

as rescue therapy; rescue to systemic therapies occurred in 2.2%, 2.4%, 2.0%, and 0.4% of rescued patients in 

the placebo, 1-mg, 2-mg, and 4-mg groups. Placebo-treated patients required rescue much earlier than 

baricitinib-treated patients. This difference resulted in reduction in the amount of total sponsor-provided 

low-moderate TCS in BREEZE-AD1 and BREEZE-AD2 (Table S5).   

The endpoints with both the monotherapy and TCS rescue censoring rules are presented in Table 2 to 

show the overall pattern of response.  With the monotherapy rule, patients who met a categorical endpoint 

but were rescued to TCS were censored; because of the nonresponder imputation, the proportion of patients 

meeting the endpoint decreases over time. These data were not removed in the TCS rescue rule. With the TCS 

rescue rule, 4-mg also showed significant improvement versus placebo for key secondary endpoints (P <0.05). 

With TCS rescue censoring rules in BREEZE-AD1, 2-mg was superior versus placebo for Itch ≥4-point 

improvement from baseline and ADSS Item 2 at Week 16 (Table 2, Fig. 3).

Safety 

Treatment-emergent AEs were reported in 54%, 54%, 58%, and 58% of patients and in 56%, 53%, 

58%, and 54% of patients on placebo, 1-mg, 2-mg, and 4-mg in BREEZE-AD1 and BREEZE-AD2. 

Nasopharyngitis, upper-respiratory tract infections (URIs), creatine phosphokinase (CPK) elevations, and 

headaches were the most frequently reported AEs (>2% in any treatment group; Table 3). There was no 

increase in frequency of nasopharyngitis and URIs with baricitinib versus placebo. Headaches were reported 

in 8.0% and 8.9% of 4-mg-treated patients versus 6.4% and 2.0% of placebo-treated patients in BREEZE-AD1 

and BREEZE-AD2. Headaches were mild (76% of reported cases) and short-lived (median: 0.5 days), with none 

requiring study drug interruption or discontinuation. Herpes simplex was observed more often with 

baricitinib in BREEZE-AD1. Most cases were of mild-or-moderate severity in both studies and did not cause 

serious AEs (SAEs) or drug discontinuation (Table 3). Across the studies, there was 1 case (0.2%) of herpes 

zoster in the combined placebo group and 2 cases (0.8%) in the combined baricitinib 2 mg group. As seen in 

previous baricitinib studies, CPK elevations were asymptomatic and either resolved to below the upper limit 

of normal, or were resolving during the study without treatment interruption (16 of 20 cases with Common 

Terminology Criteria for Adverse Events [CTCAE] grade 3 or higher on baricitinib).12 Three baricitinib patients 

had temporary treatment interruption with resolution of CPK elevations; 1 patient discontinued the study. In A
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placebo, of 10 patients with CPK elevations (CTCAE grade 3 or higher), 8 patients resolved or were resolving 

during the study without treatment interruption; 2 patients required temporary treatment interruption. 

Grade 3 or 4 CPK elevations were seen in 1.6%, 2.4%, 3.3%, and 2.4% of patients and in 2.1%, 1.7%, 1.7%, and 

4.9% of patients on placebo, 1-mg, 2-mg, and 4-mg in BREEZE-AD1 and BREEZE-AD2.

During the 16-week placebo-controlled period, 6 (1.2%) placebo-treated, 9 (3.6%) 1-mg-treated, 4 

(1.6%) 2-mg-treated, and 3 (1.2%) 4-mg-treated patients discontinued the studies due to AEs. During the 

treatment period, 15 (3.0%) SAEs were reported with placebo versus 10 (4%), 3 (1.2%), and 3 (1.2%) in the 1-

mg, 2-mg, and 4-mg groups. Two malignancies (1 breast cancer and 1 papillary thyroid cancer) were reported 

on placebo; both patients discontinued from the study. There were no clusters of SAEs and no overall 

differences in frequency of SAEs by treatment (Table S6). No deaths, gastrointestinal perforations, MACE, VTE 

(deep vein thrombosis or pulmonary embolism) or opportunistic infections were reported in either trial. No 

clinically meaningful changes in haemoglobin, neutrophil, lymphocyte, and platelet counts were observed in 

the study groups. Figure S11 shows CTCAE grade increases for selected laboratory analytes through 16 weeks.
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DISCUSSION        

BREEZE-AD1 and BREEZE-AD2 are part of a larger clinical development program investigating the 

efficacy of baricitinib for adults with moderate-to-severe AD.  As the first trials of this program, baricitinib 

administered as monotherapy offered significant benefit over placebo on clinically important measures of 

disease severity, including skin inflammation (vIGA-AD [0,1], EASI75, SCORAD75), itch, sleep disturbance, and 

skin pain at multiple time points during the studies. For 4-mg, significant improvements were evident at Week 

1 for skin inflammation (EASI75), itch, sleep disturbance, and skin pain. The treatment benefits were larger 

with 4-mg in both trials than with 2-mg; 1-mg showed inconsistent efficacy.  

Availability of more-effective and safer options for long-term AD treatments remains an unmet 

need.5,16 Until recently, treatments for moderate-to-severe AD were mainly TCS and topical calcineurin 

inhibitors,17 with broad systemic immuosuppressants like cyclosporine, azathioprine, or methotrexate.18 

Dupilumab, a subcutaneously administered anti-IL-4 receptor α-antagonist monoclonal antibody, was 

approved for AD treatment in 2017.19,20 Baricitinib, a selective JAK1 and 2 inhibitor, is the first-in-its-class oral 

therapy showing significant improvement in AD signs and symptoms in Phase 3 trials in adults with moderate-

to-severe disease, widening therapeutic choices for this population. In addition to the current trials, a third 

trial of baricitinib in combination with TCS has recently completed (NCT03559270).21 Thus, the inhibition of 

JAK1/JAK2 appears to be an appropriate target in AD treatment. Additional placebo-controlled AD studies are 

ongoing for baricitinib as monotherapy (NCT03435081) and TCS combination therapy (NCT03428100).  

Pruritus, a major AD symptom,22 showed significant and rapid improvement with 4-mg as early as 

Week 1 and continued to show improvement through Week 16 versus placebo. Numerically higher 

improvements in pruritus were observed with 2-mg through Week 16. Two additional novel PROs were 

utilized to capture symptoms beyond itch: skin pain and the impact of itch on sleep.23 These studies support 

evidence that AD symptom burden extends beyond itch, with patients showing high baseline levels of patient-

reported skin pain (Skin Pain NRS at baseline range of 5.5–6.2 of 10) and difficulty in falling and staying asleep 

due to itch (average nightly awakenings of 1.6–3.4 events/night due to itch). In both studies, baricitinib 

improved pain and sleep at 1 week after starting therapy, with associated improvements in HRQoL 

assessment (DLQI) and patient-reported severity (POEM).

Overall, AEs and SAEs were similar between placebo and baricitinib groups. The common on-

treatment AEs reported with baricitinib were nasopharyngitis, headache, increased blood CPK levels, and URI. 

Headache and CPK elevation showed a numeric increase in frequency in baricitinib groups versus placebo. A
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Most headache events were short in duration and resolved in all groups, while CPK elevations were 

asymptomatic. CPK elevations are observed in most trials of JAK inhibitors.24,25 Although the mechanisms are 

unknown, there were no reported clinical effects associated with the CPK elevations in BREEZE-AD1 and 

BREEZE-AD2. Herpes simplex cases were reported more often with baricitinib in BREEZE-AD1 but not in 

BREEZE-AD2 (none resulted in study drug discontinuation). Further study will better quantify any potential 

increase in Herpes simplex with baricitinib. During the 16-week treatment period in these trials, no deaths, 

MACE, or VTE occurred with baricitinib, and two malignancies occurred with placebo. Based on mechanism of 

action, JAK2 inhibition could lead to reduction in haemoglobin and neutrophils.8,11 However, no grade 3 or 4 

anemia, neutropenia, or lymphopenia occurred during the initial 16 weeks of 2-mg or 4-mg treatment, 

suggesting the degree of JAK2 inhibition by the 4-mg dose did not result in clinically impactful changes in 

haematology parameters. Additional results from ongoing Phase 3 trials and long-term safety follow-up are 

required for a comprehensive safety assessment.

Limitations include the predominance of Caucasian patients in the large, global population. Patients 

in BREEZE-AD2 had higher baseline disease severity, with a larger proportion having severe disease by vIGA-

AD (~50%) compared to BREEZE-AD1 (40%). This may account for the higher rescue rate and lower response 

observed in BREEZE-AD2. Additionally, although a washout period from AD therapies is usually required for 

safety and to avoid rebound from previous treatments at randomisation, the combination of washout with 

TCS rescue during the studies at the investigator’s discretion may have contributed to a high rescue rate 

earlier during treatment, before some patients experienced benefit from baricitinib. In addition, a decrease 

over time in the response rate for categorical endpoints (e.g., EASI50 and POEM ≥4-point improvement from 

baseline) was observed with the monotherapy data in part because patients who had achieved these 

endpoints before rescue were considered missing when rescued later in the study. Higher and more sustained 

responses were noted when data after rescue therapy are used in the analysis as shown by the TCS rescue 

figures.

In summary, in two independent Phase 3 studies, once-daily, oral baricitinib monotherapy was 

superior to placebo for clinical signs, patient-reported symptoms, and HRQoL in moderate-to-severe AD. No 

unexpected safety concerns were reported with baricitinib. Baricitinib may represent a first-in-class oral 

treatment option for adult, moderate-to-severe AD patients. 
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Figure legends

Figure 1. Proportion of patients achieving validated Investigator’s Global Assessment of atopic dermatitis 

(vIGA-AD) of 0 or 1 in BREEZE-AD1 (a, c) and BREEZE-AD2 (b, d) trials. 

TCS, topical corticosteroids. 
aData were censored after rescue or after permanent study drug discontinuation and imputed using 

nonresponder imputation.
bIncludes observed values up to permanent study drug discontinuation.

* P≤0.05, ** P≤0.01 and *** P≤0.001 for analyses comparing baricitinib with placebo.

Figure 2. Percent change from baseline in total Eczema Area and Severity Index (EASI) score in BREEZE-AD1 

(a) and BREEZE-AD2 (b). Proportion of patients achieving 75% improvement in EASI (EASI75) in BREEZE-AD1 

(c, e) and BREEZE-AD2 (d, f).

TCS, topical corticosteroids.
aData collected after rescue therapy or after permanent study drug discontinuation are censored and set to 

missing.  For continuous endpoints, LS means are from MMRM analyses, which incorporates multiple 

imputation for missing data.  For categorical endpoints, a nonresponder imputation was applied at censoring.
bIncludes observed values up to permanent study drug discontinuation.

 * P≤0.05, ** P≤0.01 and *** P≤0.001 for analyses comparing baricitinib with placebo.

Figure 3. Percent change from baseline in Itch NRS in BREEZE-AD1 (a) and BREEZE-AD2 (b). Proportion of 

patients achieving a ≥4-point improvement in Itch NRSc in BREEZE-AD1 (c, e) and BREEZE-AD2 (d, f).

N, number of patients in the analysis population; NRS, Numeric Rating Scale; TCS, topical corticosteroids.
aData collected after rescue therapy or after permanent study drug discontinuation are censored and set to 

missing. For continuous endpoints, LS means are from MMRM analyses, which incorporates multiple 

imputation for missing data.  For categorical endpoints, a nonresponder imputation was applied at censoring
bIncludes observed values up to permanent study drug discontinuation.
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 cFor these analyses, placebo N=222, 1-mg N=105, 2-mg N=100 and 4-mg N=107 in BREEZE-AD1, and placebo 

N=213, 1-mg N=100, 2-mg N=106 and 4-mg N=107 in BREEZE-AD2, since not all patients had at least a 4-point 

score at baseline. 

* P≤0.05, ** P≤0.01 and *** P≤0.001 for analyses comparing baricitinib with placebo.

Figure 4. Mean change from baseline in ADSS Item 2 in BREEZE-AD1 (a) and BREEZE-AD2 (b), mean change 

from baseline in Skin Pain NRS in BREEZE-AD1 (c) and BREEZE-AD2 (d), and proportion of patients with 

EASI50 response in BREEZE-AD1 (e) and BREEZE-AD2 (f). 

ADSS, Atopic Dermatitis Sleep Scale; EASI, Eczema Area and Severity Index; NRS, Numeric Rating Scale.

Data reported from monotherapy analysis. Data collected after rescue therapy or after permanent study drug 

discontinuation are censored and set to missing.  For continuous endpoints, LS means are from MMRM 

analyses, which incorporates multiple imputation for missing data.  For categorical endpoints, a 

nonresponder imputation was applied at censoring. .

* P≤0.05, ** P≤0.01 and *** P≤0.001 for analyses comparing baricitinib with placebo

Figure 5. Mean change from baseline in total POEM score in BREEZE-AD1 (a) and BREEZE-AD2 (b); and 

proportion of patients achieving ≥4-point improvement in POEMc in BREEZE-AD1 (c) and BREEZE-AD2 (d). 

N, number of patients in the analysis population; POEM, Patient Oriented Eczema Measures.

Data reported from monotherapy analysis. Data collected after rescue therapy or after permanent study drug 

discontinuation are censored and set to missing.  For continuous endpoints, LS means are from MMRM 

analyses, which incorporates multiple imputation for missing data.  For categorical endpoints, a 

nonresponder imputation was applied at censoring. 
cFor these analyses, placebo N=247, 1-mg N=127, 2-mg N=123 and 4-mg N=125 in BREEZE-AD1, and placebo 

N=240, 1-mg N=124, 2-mg N=122 and 4-mg N=121 in BREEZE-AD2, since not all patients had at least a 4-point 

score at baseline. 

* P≤0.05, ** P≤0.01 and *** P≤0.001 for analyses comparing baricitinib with placebo.
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Table 1. Baseline patient demographics and disease characteristics

BREEZE-AD1 BREEZE-AD2

PBO 

(N=249)

Bari 1-mg 

(N=127)

Bari 2-mg 

(N=123)

Bari 4-mg 

(N=125)

PBO 

(N=244)

Bari 1-mg 

(N=125)

Bari 2-mg 

(N=123)

Bari 4-mg 

(N=123)

Age (year) 35 (12.6) 36 (12.4) 35 (13.7) 37 (12.9) 35 (13.0) 33 (10.0) 36 (13.2) 34 (14.1)

Female, n (%) 101 (40.6) 49 (38.6) 41 (33.3) 42 (33.6) 90 (36.9) 45 (36.0) 58 (47.2) 41 (33.3)

Race, n (%)

         Caucasian 147 (59.5) 74 (58.3) 75 (61.0) 70 (56.5) 169 (69.3) 85 (68.0) 85 (69.1) 82 (66.7)

         Asian 73 (29.6) 40 (31.5) 35 (28.5) 41 (33.1) 72 (29.5) 36 (28.8) 37 (30.1) 38 (30.9)

Duration since AD 

diagnosis (year)
26 (15.5) 27 (14.9) 25 (14.6) 25 (14.9) 25 (13.9) 24 (12.7) 24 (13.8) 23 (14.8)

Weight (kg) 73 (15.7) 74 (17.2) 75 (17.7) 74 (17.2) 72 (15.5) 75 (16.6) 72 (14.7) 73 (14.9)

BMI (kg/m2) 25 (4.5) 25 (4.6) 25 (5.1) 25 (4.3) 25 (4.3) 26 (5.2) 25 (5.0) 25 (4.2)

Geographic Region, n (%)

          Europe 135 (54.2) 67 (52.8) 67 (54.5) 68 (54.4) 111 (45.5) 57 (45.6) 56 (45.5) 56 (45.5)

          Japan 45 (18.1) 23 (18.1) 21 (17.1) 22 (17.6) 45 (18.4) 22 (17.6) 22 (17.9) 23 (18.7)

          Othera 69 (27.7) 37 (29.1) 35 (28.5) 35 (28.0) 88 (36.1) 46 (36.8) 45 (36.6) 44 (35.8)

vIGA-ADb score of 4, n (%) 105 (42.2) 53 (41.7) 52 (42.3) 51 (40.8) 121 (49.6) 63 (50.8) 62 (50.4) 63 (51.2)

EASIc 32 (13.0) 29 (11.8) 31 (11.7) 32 (12.7) 33 (12.8) 33 (12.7) 35 (16.0) 33 (12.7)

SCORADd 68 (14.0) 66 (14.4) 68 (13.0) 68 (12.9) 68 (12.7) 67 (12.9) 69 (13.3) 68 (13.6)

Body surface area 

affected
53 (23.1) 47 (21.2) 50 (22.1) 52 (21.8) 52 (21.7) 55 (21.9) 55 (26.1) 54 (21.5)

Itch NRSe 6.7 (2.0) 6.1 (2.1) 6.4 (2.2) 6.5 (2.0) 6.8 (2.2) 6.4 (2.2) 6.6 (2.2) 6.6 (2.2)

Skin Pain NRSf 6.1 (2.5) 5.5 (2.4) 5.7 (2.6) 5.7 (2.4) 6.2 (2.5) 5.7 (2.7) 6.2 (2.5) 6.0 (2.6)

ADSS item 2g 3.4 (5.2) 2.5 (3.4) 2.3 (4.1) 3.3 (5.2) 1.8 (2.1) 1.6 (1.8) 2.1 (2.9) 1.9 (2.5)

POEMh 21 (5.6) 20 (5.6) 21 (5.6) 21 (5.6) 21 (6.3) 20 (6.5) 21 (6.0) 20 (6.3)

DLQIi 14 (7.4) 13 (6.8) 13 (7.7) 14 (7.1) 15 (8.1) 15 (8.1) 14 (7.7) 14 (8.4)

ADSS, Atopic Dermatitis Sleep Scale; Bari, baricitinib; BMI, body mass index; DLQI, Dermatology Life Quality Index; EASI, Eczema Area and Severity Index; 

NRS, Numeric Rating Scale; PBO, placebo; POEM, Patient Oriented Eczema Measures; SCORAD, SCORing Atopic Dermatitis; SD, standard deviation; vIGA-

AD, Validated Investigator’s Global Assessment of atopic dermatitis.

Data reported as mean (SD) unless otherwise noted.A
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aOther: For BREEZE-AD1: India, Mexico, and Taiwan and for BREEZE-AD2: Argentina, Australia, Israel, South Korea
bvIGA-AD measures the investigator’s global assessment of disease severity based on a static 5-point scale from 0 (clear skin) to 4 (severe disease).
cEASI scores range from 0 to 72, with higher scores indicating greater severity.
dSCORAD is a combined score of investigator-reported disease severity and affected body surface area and patient-reported symptoms of itch and sleep 

dysfunction; scores range from 0 to 103.
eItch NRS, ranging from 0 (no itch) to 10 (worst itch imaginable).
fSkin Pain NRS, ranging from 0 (no pain) to 10 (worst pain).
gADSS item 2 assesses the frequency of night-time awakenings due to itch the previous night on a scale of 0 to 29.
hPOEM is a composite measure of patient-reported symptoms, including the effect of symptoms on sleep and evaluates the frequency of symptoms 

(including itch) and the effect of atopic dermatitis on sleep on a scale of 0 to 28.
iDLQI evaluates health-related quality of life on a scale of 0 to 30.
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Table 2. Summary of primary and key secondary endpoints at Week 16 (Table 2a: BREEZE-AD1 and Table 2b: BREEZE-AD2)

Monotherapya With TCS rescueb

Table 2a. PBO Bari 1-mg Bari 2-mg Bari 4-mg PBO Bari 1-mg Bari 2-mg Bari 4-mg 

BREEZE-AD1 (N=249) (N=127) (N=123) (N=125) (N=244) (N=125) (N=123) (N=123)

vIGA-AD of 0 or 1, % (n) 4.8% (12) 11.8% (15) 11.4% (14) 16.8% (21) 10.0% (25) 16.5% (21) 17.1% (21) 22.4% (28)

   95% CI

   p-value vs. placebo

2.8%, 8.2% 7.3%, 18.6%

0.014

6.9%, 18.2%

0.020

11.3%, 24.3%

<0.001

6.9%, 14.4% 11.1%, 24.0%

0.065

11.4%, 24.7%

0.049

16.0%, 30.5%

0.002

   OR (95% CI) vs. placebo 2.7 (1.2, 6.0) 2.6 (1.2, 5.8) 4.1 (1.9, 8.7) 1.8 (1.0, 3.4) 1.9 (1.0, 3.6) 2.7 (1.5, 4.9)

EASI75, % (n) 8.8% (22)  17.3% (22) 18.7% (23) 24.8% (31) 19.7% (49) 28.3% (36) 32.5% (40) 36.0% (45)

   95% CI

   p-value vs. placebo

5.9%, 13.0% 11.7%, 24.8%

0.032

12.8%, 26.5%

0.006

18.1%, 33.0%

<0.001

15.2%, 

25.1%

21.2%, 36.7%

0.104

24.9%, 41.2%

0.007

28.1%, 44.7%

<0.001

   OR (95% CI) vs. placebo 2.0 (1.1, 3.9) 2.5 (1.3, 4.7) 3.7 (2.0, 6.9) 1.5 (0.9, 2.5) 2.0 (1.2, 3.3) 2.4 (1.5, 3.9)

EASI90, % (n) 4.8% (12) 8.7% (11) 10.6% (13) 16.0% (20) 6.8% (17) 11.8% (15) 13.8% (17) 20.0% (25)

   95% CI

   p-value vs. placebo

2.8%, 8.2% 4.9%, 14.8%

0.210

6.3%, 17.2%

0.029

10.6%, 23.4%

<0.001

4.3%, 10.7% 7.3%, 18.6%

0.151

8.8%, 21.0%

0.025

13.9%, 27.9%

<0.001

   OR (95% CI) vs. placebo 1.7 (0.7, 4.1) 2.5 (1.1, 5.7) 4.1 (1.9, 8.9) 1.7 (0.8, 3.6) 2.3 (1.1, 4.7) 3.7 (1.9, 7.3)

Percent change from baseline in total 

EASI score, LSM (SE)

-34.8 (3.6) -48.2 (4.5) -51.9 (4.3) -59.4 (3.8) -39.2 (2.3) -52.2 (3.2) -55.2 (3.2) -60.7 (3.1)

   LSM difference from placebo (SE) -13.4 (5.8) -17.1 (5.6) -24.5 (5.2) -13.1 (3.9) -16.0 (3.9) -21.6 (3.8)

   LSM Difference from placebo, 95% CI

   p-value vs. placebo

-24.8, -2.0

0.021

-28.1, -6.1

0.002

-34.8, -14.2

<0.001

-20.7, -5.5

<0.001

-23.7, -8.4

<0.001

-29.1, -14.0

<0.001

SCORAD75, % (n) 1.2% (3) 5.5% (7) 7.3% (9) 10.4% (13) 2.4% (6) 7.1% (9) 11.4% (14) 12.8% (16)

   95% CI 0.4%, 3.5% 2.7%, 10.9% 3.9%, 13.3% 6.2%, 17.0% 1.1%, 5.2% 3.8%, 12.9% 6.9%, 18.2% 8.0%, 19.8%
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   p-value vs. placebo 0.025 0.004 <0.001 0.034 <0.001 <0.001

   OR (95% CI) vs. placebo 4.3 (1.2, 15.2) 6.1 (1.8, 21.0) 8.8 (2.7, 28.6) 3.0 (1.1, 8.3) 5.1 (2.0, 13.0) 5.7 (2.2, 14.4)

≥4-point improvement in Itch NRS at 

Week 16, % (n)

7.2% (16) 10.5% (11) 12.0% (12) 21.5% (23) 20.3% (45) 25.7% (27) 31.0% (31) 29.9% (32)

   95% CI

   p-value vs. placebo

4.5%, 11.4% 6.0%, 17.8%

0.246

7.0%, 19.8%

0.169

14.8%, 30.2%

<0.001

15.5%, 

26.0%

18.3%, 34.8%

0.099

22.8%, 40.6%

0.032

22.1%, 39.2%

0.027

   OR (95% CI) vs. placebo 1.6 (0.7, 3.6) 1.7 (0.8, 3.8) 3.6 (1.8, 7.2) 1.6 (0.9, 2.8) 1.8 (1.1, 3.2) 1.9 (1.1, 3.2)

≥4-point improvement in Itch NRS at 

Week 4, % (n)

2.7% (6) 9.5% (10) 12.0% (12) 22.4% (24) 8.6% (19) 13.3% (14) 15.0% (15) 26.2% (28)

   95% CI

   p-value vs. placebo

1.2%, 5.8% 5.3%, 16.6%

0.009

7.0%, 19.8%

0.002

15.6%, 31.2%

0.001

5.5%, 13.0% 8.1%, 21.1%

0.103

9.3%, 23.3%

0.092

18.8%, 35.2%

<0.001

   OR (95% CI) vs. placebo 3.8 (1.4, 10.5) 4.6 (1.7, 12.2) 10.0 (4.1, 24.6) 1.8 (0.9, 3.8) 1.9 (0.9, 3.8) 3.9 (2.1, 7.5)

≥4-point improvement in Itch NRS at 

Week 2, % (n)

0 5.7% (6) 8.0% (8) 15.9% (17) 0.5% (1) 6.7% (7) 8.0% (8) 15.9% (17)

   95% CI

   p-value vs. placebo

0.0%, 0.0% 2.6%, 11.9%

0.019

4.1%, 15.0%

0.009

10.2%, 24.0%

<0.001

0.1%, 2.5% 3.3%, 13.1%

0.006

4.1%, 15.0%

0.003

10.2%, 24.0%

<0.001

   OR (95% CI) vs. placebo 29.0 (1.8, >100) 40.1 (2.5, >100) 88.3 (5.7, >100) 11.5 (2.0, 65.0) 13.3 (2.4, 73.8) 29.6 (5.7, >100)

≥4-point improvement in Itch NRS at 

Week 1, % (n)

0 1.9% (2) 0 6.5% (7) 0 1.9% (2) 0 6.5% (7)

   95% CI

   p-value vs. placebo

0.0%, 0.0% 0.5%, 6.7%

0.097

0.0%, 0.0%

0.681

3.2%, 12.9%

0.010

0.0%, 0.0% 0.5%, 6.7%

0.097

0.0%, 0.0%

0.681

3.2%, 12.9%

0.010

   OR (95% CI) vs. placebo 10.7 (0.7, >100) 2.1 (0.1, 78.1) 31.9 (2.3, >100) 10.7 (0.7, >100) 2.1 (0.1, 78.1) 31.9 (2.3, >100)

Change from baseline in Item 2 of the -0.84 (0.2) -1.21 (0.2) -1.04 (0.2) -1.42 (0.2) -0.87 (0.2) -1.65 (0.2) -1.54 (0.2) -1.79 (0.2)
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ADSS at Week 16, LSM (SE)

   LSM difference from placebo (SE) -0.4 (0.2) -0.2 (0.2) -0.6 (0.2) -0.8 (0.3) -0.7 (0.3) -0.9 (0.3)

   LSM Difference from placebo, 95% CI

   p-value vs. placebo

-0.8, 0.1

0.103

-0.7, 0.2

0.352

-1.0, -0.2

0.006

-1.3, -0.2

0.004

-1.2, -0.1

0.015

-1.5, -0.4

<0.001

Change from baseline in Item 2 of the 

ADSS at Week 1

0.11 (0.1) -0.32 (0.2) -0.30 (0.2) -0.91 (0.2) 0.03 (0.1) -0.39 (0.2) -0.37 (0.2) -0.98 (0.2)

   LSM difference from placebo (SE) -0.4 (0.2) -0.4 (0.2) -1.0 (0.2) -0.4 (0.2) -0.4 (0.2) -1.0 (0.2)

   LSM Difference from placebo

  (95% CI)

   p-value vs. placebo

-0.8, -0.1

0.019

-0.8, 0.0

0.031

-1.4, -0.7

<0.001

-0.8, -0.1

0.022

-0.8, 0.0

0.031

-1.4, -0.6

<0.001

Change from baseline in Skin Pain NRS, 

LSM (SE)

-0.84 (0.2) -1.92 (0.3) -1.58 (0.3) -1.93 (0.3) -1.73 (0.2) -2.27 (0.2) -2.29 (0.2) -2.57 (0.2)

   LSM difference from placebo (SE) -1.1 (0.4) -0.74 (0.4) -1.1 (0.4) -0.5 (0.3) -0.6 (0.3) -0.8 (0.3)

   LSM Difference from placebo, 95% CI

   p-value vs. placebo

-1.8, -0.3

0.005

-1.5, 0.0

0.051

-1.8, -0.4

0.002

-1.0, 0.0

0.039

-1.1, -0.1

0.032

-1.3, -0.3

0.001
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Monotherapya With TCS rescueb

Table 2b. PBO Bari 1-mg Bari 2-mg Bari 4-mg PBO Bari 1-mg Bari 2-mg Bari 4-mg 

BREEZE-AD2 (N=244) (N=125) (N=123) (N=123) (N=244) (N=125) (N=123) (N=123)

vIGA-AD of 0 or 1, % (n) 4.5% (11) 8.8% (11) 10.6% (13) 13.8% (17) 11.1% (27) 12.0% (15) 19.5% (24) 22.0% (27)

   95% CI

   p-value vs. placebo

2.5%, 7.9% 5.0%, 15.1%

0.108

6.3%, 17.2%

0.042

8.8%, 21.0%

0.003

7.7%, 15.6% 7.4%, 18.9%

0.710

13.5%, 27.4%

0.022

15.5%, 30.1%

0.003

   OR (95% CI) vs. placebo 2.1 (0.9, 5.0) 2.6 (1.1, 5.9) 3.6 (1.6, 8.1) 1.1 (0.6, 2.3) 2.1 (1.1, 3.8) 2.5 (1.4, 4.6)

EASI75, % (n) 6.1% (15) 12.8% (16) 17.9% (22) 21.1% (26) 18.9% (46) 28.0% (35) 36.6% (45) 35.8% (44)

   95% CI

   p-value vs. placebo

3.8%, 9.9% 8.0%, 19.8%

0.046

12.1%, 25.6%

<0.001

14.9%, 29.2%

<0.001

14.4%, 

24.2%

20.9%, 36.4%

0.036

28.6%, 45.4%

<0.001

27.9%, 44.6%

<0.001

   OR (95% CI) vs. placebo 2.4 (1.1, 4.9) 3.5 (1.7, 7.0) 4.4 (2.2, 8.8) 1.7 (1.0, 2.9) 2.6 (1.6, 4.3) 2.5 (1.5, 4.1)

EASI90, % (n) 2.5% (6) 6.4% (8) 8.9% (11) 13.0% (16) 6.6% (16) 9.6% (12) 17.9% (22) 22.0% (27)

   95% CI

   p-value vs. placebo

1.1%, 5.3% 3.3%, 12.1%

0.053

5.1%, 15.3%

0.007

8.2%. 20.1%

<0.001

4.1%, 10.4% 5.6%, 16.0%

0.256

12.1%, 25.6%

<0.001

15.5%, 30.1%

<0.001

   OR (95% CI) vs. placebo 2.8 (1.0, 8.0) 3.9 (1.4, 10.4) 6.2 (2.4, 15.9) 1.6 (0.7, 3.4) 3.2 (1.6, 6.4) 4.2 (2.2, 8.2)

Percent change from baseline in total 

EASI score, LSM (SE)

-28.9 (4.3) -41.7 (5.3) -54.8 (5.0) -54.9 (4.6) -44.2 (2.5) -51.0 (3.5) -55.5 (3.5) -57.6 (3.4)

   LSM difference from placebo (SE) -12.8 (6.8) -25.9 (6.5) -26.0 (6.2) -6.8 (4.3) -11.3 (4.3) -13.4 (4.2)

   LSM Difference from placebo, 95% CI

   p-value vs. placebo

-26.2, 0.7

0.062

-38.8, -13.0

<0.001

-38.3, -13.7

<0.001

-15.2, 1.6

0.112

-19.7, -3.0

0.008

-21.7, -5.2

0.001

SCORAD75, % (n) 1.6% (4) 4.8% (6) 7.3% (9) 11.4% (14) 5.3% (13) 5.6% (7) 13.0% (16) 16.3% (20)

   95% CI 0.6%, 4.1% 2.2%, 10.1% 3.9%, 13.3% 6.9%, 18.2% 3.1%, 8.9% 2.7%, 11.1% 8.2%, 20.1% 10.8%, 23.8%

A
cc

ep
te

d 
A

rt
ic

le



This article is protected by copyright. All rights reserved

   p-value vs. placebo 0.086 0.006 <0.001 0.858 0.011 <0.001

   OR (95% CI) vs. placebo 2.9 (0.9, 9.8) 5.0 (1.6, 15.5) 7.4 (2.5, 21.8) 1.1 (0.4, 2.7) 2.7 (1.3, 5.6) 3.4 (1.7, 7.0)

≥4-point improvement in Itch NRS at 

Week 16, % (n)

4.7% (10) 6.0% (6) 15.1% (16) 18.7% (20) 23.0% (49) 18.0% (18) 34.9% (37) 33.6% (36)

   95% CI

   p-value vs. placebo

2.6%, 8.4% 2.8%, 12.5%

0.505

9.5%, 23.1%

0.002

12.4%, 27.1%

<0.001

17.9%, 

29.1%

11.7%, 26.7%

0.477

26.5%, 44.4%

0.014

25.4%, 43.0%

0.022

   OR (95% CI) vs. placebo 1.4 (0.5, 3.9) 3.6 (1.6, 8.3) 4.9 (2.2, 10.9) 0.8 (0.4, 1.5) 2.0 (1.2, 3.3) 1.9 (1.1, 3.2)

≥4-point improvement in Itch NRS at 

Week 4, % (n)

2.3% (5) 8.0% (8) 11.3% (12) 18.7% (20) 11.3% (24) 14.0% (14) 18.9% (20) 26.2% (28)

   95% CI

   p-value vs. placebo

1.0%, 5.4% 4.1%, 15.0%

0.016

6.6%, 18.8%

0.001

12.4%, 27.1%

<0.001

7.7%, 16.2% 8.5%, 22.1%

0.317

12.6%, 27.4%

0.036

18.8%, 35.2%

<0.001

   OR (95% CI) vs. placebo 3.9 (1.3, 11.6) 5.5 (2.0, 15.5) 9.9 (3.7, 26.4) 1.5 (0.7, 3.0) 2.1 (1.1, 4.0) 3.2 (1.7, 6.1)

≥4-point improvement in Itch NRS at 

Week 2, % (n)

0.9% (2) 3.0% (3) 6.6% (7) 10.3% (11) 1.9% (4) 4.0% (4) 8.5% (9) 13.1% (14)

   95% CI

   p-value vs. placebo

0.3%, 3.4% 1.0%, 8.5%

0.141

3.2%, 13.0%

0.007

5.8%, 17.5%

<0.001

0.7%, 4.7% 1.6%, 9.8%

0.204

4.5%, 15.4%

0.005

8.0%, 20.8%

<0.001

   OR (95% CI) vs. placebo 3.3 (0.7, 16.5) 7.1 (1.7, 29.5) 11.0 (2.8, 42.9) 2.4 (0.6, 8.8) 5.1 (1.6, 15.9) 8.2 (2.8, 24.2)

≥4-point improvement in Itch NRS at 

Week 1, % (n)

0.5% (1) 0 2.8% (3) 3.7% (4) 0.5% (1) 0% (0) 2.8% (3) 3.7% (4)

   95% CI

   p-value vs. placebo

0.1%, 2.6% 0.0%, 0.0%

0.839

1.0%, 8.0%

0.089

1.5%, 9.2%

0.033

0.1%, 2.6% 0.0%, 0.0%

0.839

1.0%, 8.0%

0.089

1.5%. 9.2%

0.033

   OR (95% CI) vs. placebo 0.7 (0.04, 14.3) 4.8 (0.8, 28.9) 6.7 (1.2, 38.0) 0.74 (0.0, 14.3) 4.8 (0.8, 28.9) 6.7 (1.2, 38.0)
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Change from baseline in Item 2 of the 

ADSS at Week 16, LSM (SE)

-0.50 (0.1) -0.78 (0.1) -1.03 (0.1) -1.13 (0.1) -0.83 (0.1) -1.10 (0.1) -1.21 (0.1) -1.38 (0.1)

   LSM difference from placebo (SE) -0.3 (0.2) -0.5 (0.2) -0.6 (0.2) -0.3 (0.2) -0.4 (0.2) -0.6 (0.2)

   LSM Difference from placebo, 95% CI

   p-value vs. placebo

-0.6, 0.1

0.123

-0.9, -0.2

0.003

-1.0, -0.3

<0.001

-0.6, 0.0

0.074

-0.7, -0.1

0.011

-0.8, -0.3

<0.001

Change from baseline in Item 2 of the 

ADSS at Week 1, LSM (SE)

-0.02 (0.1) -0.37 (0.1) -0.37 (0.1) -0.58 (0.1) -0.09 (0.1) -0.42 (0.1) -0.44 (0.1) -0.65 (0.1)

   LSM difference from placebo (SE) -0.4 (0.1) -0.4 (0.1) -0.6 (0.1) -0.3 (0.1) -0.4 (0.1) -0.6 (0.1)

   LSM Difference from placebo

  (95% CI)

   p-value vs. placebo

-0.6, -0.1

0.003

-0.6, -0.1

0.003

-0.8, -0.3

<0.001

-0.6, -0.1

0.005

-0.6, -0.1

0.003

-0.8, -0.3

<0.001

Change from baseline in Skin Pain NRS, 

LSM (SE)

-0.86 (0.3) -1.09 (0.3) -2.61 (0.3) -2.49 (0.3) -1.96 (0.2) -1.95 (0.2) -2.85 (0.2) -2.68 (0.2)

   LSM difference from placebo (SE) -0.2 (0.4) -1.8 (0.4) -1.6 (0.4) 0.0 (0.3) -0.9 (0.3) -0.7 (0.3)

   LSM Difference from placebo, 95% CI

   p-value vs. placebo

-1.1, 0.6

0.580

-2.5, -1.0

<0.001

-2.4, -0.9

<0.001

-0.5, 0.5

0.975

-1.4, -0.4

<0.001

-1.2, -0.2

0.006

ADSS, Atopic Dermatitis Sleep Scale; Bari, baricitinib; CI: confidence interval; DLQI, Dermatology Life Quality Index; EASI, Eczema Area and Severity Index; LSM, least squares mean, N, 

number of subjects in the analysis population; n, number of subjects in the specified category; NRS, Numeric Rating Scale; PBO, placebo; POEM, Patient Oriented Eczema Measures; 

SCORAD, SCORing Atopic Dermatitis; SE: standard error; vIGA-AD, Validated Investigator’s Global Assessment of atopic dermatitis.

Data reported as least squares mean change from baseline ± SE unless otherwise indicated. Endpoints assessed at Week 16, unless otherwise specified.

a Data collected after rescue therapy or after permanent study drug discontinuation are censored and set to missing.  For continuous endpoints, LS means are from MMRM analyses, 

which incorporates multiple imputation for missing data.  For categorical endpoints, a nonresponder imputation was applied at censoring 
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Table 3. Safety Data

BREEZE-AD1 BREEZE-AD2

PBO (N=249) Bari 1-mg 

(N=127)

Bari 2-mg 

(N=123)

Bari 4-mg (N=125) PBO (N=244) Bari 1-mg 

(N=124)

Bari 2-mg 

(N=123)

Bari 4-mg 

(N=123)

Summary of Safety

TEAE, any 135 (54.2) 69 (54.3) 71 (57.7) 73 (58.4) 137 (56.1) 66 (53.2) 71 (57.7) 66 (53.7)

TEAE, by severity

          Mild 67 (26.9) 36 (28.3) 41 (33.3) 48 (38.4) 91 (37.3) 37 (29.8) 47 (38.2) 44 (35.8)

          Moderate 61 (24.5) 28 (22.0) 27 (22.0) 23 (18.4) 37 (15.2) 23 (18.5) 19 (15.4) 19 (15.4)

          Severe 7 (2.8) 5 (3.9) 3 (2.4) 2 (1.6) 9 (3.7) 6 (4.8) 5 (4.1) 3 (2.4)

Serious adverse events 6 (2.4) 1 (0.8) 0 2 (1.6) 9 (3.7) 9 (7.3) 3 (2.4) 1 (0.8)

AEs leading to discontinuation 4 (1.6) 2 (1.6) 1 (0.8) 1 (0.8) 2 (0.8) 7 (5.6) 3 (2.4) 2 (1.6)

MACEa 0 0 0 0 0 0 0 0

Death 0 0 0 0 0 0 0 0

Infectious AEs

Nasopharyngitis 26 (10.4) 22 (17.3) 12 (9.8) 12 (9.6) 30 (12.3) 13 (10.5) 16 (13.0) 10 (8.1)

Upper respiratory tract infection 6 (2.4) 1 (0.8) 3(2.4) 4 (3.2) 5 (2.0) 6 (4.8) 5 (4.1) 4 (3.3)

Herpes

    Herpes simplexb 3 (1.2) 7 (5.5) 4 (3.3) 9 (7.2) 11 (4.5) 6 (4.8) 7 (5.7) 5 (4.1)

    Herpes zosterc 1 case 2 cases

Urinary tract infection 4 (1.6) 1 (0.8) 2 (1.6) 4 (3.2) 3 (1.2) 0 0 2 (1.6)

Gastroenteritis 1 (0.4) 1 (0.8) 0 3 (2.4) 3 (1.2) 0 0 0

Rhinitis 2 (0.8) 1 (0.8) 0 3 (2.4) 1 (0.4) 2 (1.6) 0 0

Skin Infection requiring antibiotic 

treatment

11 (4.4)   1 (0.8)  6 (4.9)      4 (3.2)  19 (7.8)  6 (4.8)   9 (7.3)     6 (4.9)  
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Non-infectious AEs

Headache 16 (6.4) 7 (5.5) 14 (11.4) 10 (8.0) 5 (2.0) 6 (4.8) 9 (7.3) 11 (8.9)

Blood CPK increased 2 (0.8) 1 (0.8) 1 (0.8) 4 (3.2) 1 (0.4) 4 (3.2) 1(0.8) 7 (5.7)

Diarrhoea 7 (2.8) 9 (7.1) 0 4 (3.2) 4 (1.6) 2 (1.6) 3 (2.4) 3 (2.4)

Abdominal pain, upper 1 (0.4) 1 (0.8) 2 (1.6) 3 (2.4) 7 (2.9) 3 (2.4) 4 (3.3) 4 (3.3)

Ocular AEsd 

Conjunctivitis/Keratitis 4 (1.6) 1 (0.8) 2 (1.6) 1 (0.8) 2 (0.8) 6 (2.8) 2 (1.6) 0

AE, adverse event; Bari, baricitinib; CPK, creatine phosphokinase; MACE, major adverse cardiovascular event; N, number of subjects in the safety population; n, number of subjects in the specified category; PBO, 

placebo; TEAE, treatment-emergent adverse event.

Events occurring at a ≥2% frequency in any treatment group. Data reported as n (%) unless otherwise noted.
aA major adverse cardiovascular event was defined as cardiovascular death, myocardial infarction, or stroke, as adjudicated by an independent clinical event committee.
bHerpes simplex include all Herpes simplex related terms and not events occurring at a ≥2% frequency in any treatment group.
cHerpes zoster cases are not yet unblinded to investigators and treatment groups cannot be reported.
dIdentified using conjunctival disorders SMQ20000175.
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Platelets from the combined BREEZE-AD1 and BREEZE-AD2 studies

Table S1. List of study investigators and sites for BREEZE-AD1 and BREEZE-AD2*

I. BREEZE-AD1

Czech Republic

Petr Arenberger, Fakultni nemocnice Kralovske Vinohrady, Praha 10, Hl. m. Praha

Petra Cetkovska, Fakultni Nemocnice Plzen, Plzen, Jizni Predmesti, Plzensky kraj

Olga Filipovska, Krajska zdravotni a.s. - Masarykova nemocnice v Usti nad Labem, o.z., Usti nad

Labem, Ustecký kraj

Jana Hercogova, Nemocnice Na Bulovce, Praha 8, Hl. m. Praha

Otakar Komarek, Clintrial, s.r.o., Praha 10, Hl. m. Praha

Alena Machovcova, Fakultni Nemocnice v Motole, Praha 5, Hl. m. Praha

Lucie Petru, Kozni ambulance Kutna Hora, s.r.o., Kutna Hora, Stredocesky kraj

Marie Selerova, Nemocnice Novy Jicin a.s., Novy Jicin, Moravskoslezsky kraj

Vladimir Vasku, Fakultni Nemocnice U svate Anny, Brno, Jihomoravský kraj

Denmark

Mette Deleuran, Aarhus Universitehospital Marselisborg Centret, Aarhus

France

Sébastien Barbarot, CHU De Nantes Hotel-Dieu, Nantes Cedex 1
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Jean-David Bouaziz, Hopital Saint-Louis, Paris, Cedex 10

Jean-Philippe Lacour, CHU de Nice Hopital de L'Archet, Nice Cedex 3

Laurent Misery, CHRU de Brest - Hôpital Morvan, Brest

Audrey Nosbaum, Centre Hospitalier Lyon Sud, Pierre Benite Cedex

Carle Paul, Hopital Larrey, Toulouse

Pauline Pralong, CHU Grenoble Alpes, Grenoble Cédex 9

Julien Seneschal, CHU de Bordeaux Hopital Saint Andre, Bordeaux Cedex

Germany

Stefan Beissert, Universitätsklinikum Carl Gustav Carus, Dresden, Sachsen

Birka Brauns, Universitätsmedizin Rostock, Rostock, Mecklenburg-Vorpommern

Timo Buhl, Universitätsmedizin Göttingen, Göttingen, Niedersachsen

Thomas Dirschka, Praxis Dr. Thomas Dirschka, Wuppertal, Nordrhein-Westfalen

Beatrice Gerlach, Praxis Gerlach, Dresden, Sachsen

Hans-Jürgen Kammler, Universitätsklinikum Bonn, Bonn, Nordrhein-Westfalen

Johannes Müller-Steinmann, Hautarztzentrum Kiel, Kiel, Schleswig-Holstein

Sabine Müller, Universitätsklinikum Freiburg, Freiburg im Breisgau, Baden-Württemberg

Andreas Pinter, Klinikum der Johann Wolfgang Goethe-Universität Frankfurt, Frankfurt am

Main, Hessen

Kristian Reich, TFS Trial Form Support GmbH, Hamburg

Alex Rothhaar, Rothhaar Studien GmbH, Berlin

Michael Sebastian, Gemeinschaftspraxis Mahlow, Blankenfelde-Mahlow, Brandenburg
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Jan Simon, Universität Leipzig – Universitätsklinikum, Leipzig, Sachsen

Margrit Simon, ISA GmbH, Berlin

Diamant Thaci, Universitätsklinikum Schleswig-Holstein, Lübeck, Schleswig-Holstein

Thomas Tüting, Universitätsklinikum Otto-von-Guericke-Universität, Magdeburg, Sachsen-

Anhalt

Stephan Weidinger, Universitätsklinikum Schleswig-Holstein, Kiel, Schleswig-Holstein

Oliver Weirich, Rosenpark Research Geschäftsbereich der Rosenparkklinik GmbH, Darmstadt,

Hessen

Ansgar Weyergraf, Dermatologisches Zentrum Osnabrück Nord, Bramsche, Niedersachsen

Thomas Wildfeuer, Praxis für Ganzheitliche Dermatologie im Ärztehaus, Berlin

Andreas Wollenberg, Klinikum der Universität München, München, Bayern

India

Rajeev Agarwal, MV Hospital and Research Centre, Lucknow, Uttar Pradesh

Rohit Batra, Sir Ganga Ram Hospital, New Delhi, Delhi

Atul Dongre, Seth GS Medical College & KEM Hospital, Mumbai, Maharashtra

Kiran Vasant Godse, Dr. D. Y. Patil Medical College & Hospital, Navi Mumbai, Maharashtra

Venkatachalam Konakanchi, King George Hospital, Vizag, Andhra Pradesh

Jayaraaman Murugaiya, Chennai Meenakshi Multispeciality Hospital, Chennai, Tamil Nadu

Gurram Narsimha Netha, Gandhi Hospital, Secunderabad, Telangana

Bela Shah, Byramjee Jeejeebhoy Medical College & Civil Hospital, Ahmedabad, Gujarat

Kirti Shah, Panchshil Hospital, Ahmedabad, Gujarat
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Vinod Kumar Sharma, All India Institue of Medical Sciences (AIIMS), New Delhi, Delhi

T Sumathy, M S Ramaiah Medical College Hospital, Bangalore, Karnataka

Pradyumna Vaidya, Jehangir Hospital, Pune, Maharashtra

Italy

Luca Bianchi, Policlinico di Tor Vergata, Roma

Antonio Costanzo, Istituto Clinico Humanitas, Rozzano, Milano

Gabriella Fabbrocini, Azienda Ospedaliera Universitaria Federico II, Napoli

Giampiero Girolomoni, Ospedale Policlinico Giambattista Rossi, Borgo Roma, Verona

Marco Romanelli, Azienda Ospedaliera - Universitaria Pisana, Pisa

Japan

Nobuhiro Fujita, Sumire Dermatology Clinic, Edogawa-ku, Tokyo

Takeaki Fumimori, Fumimori Clinic, Fukuoka-shi, Fukuoka

Michihiro Hide, Hiroshima University Hospital, Hiroshima-shi, Hiroshima

Atsuyuki Igarashi, NTT Medical Center Tokyo, Shinagawa-ku, Tokyo

Shinichi Imafuku, Fukuoka University Hospital, Fukuoka-shi, Fukuoka

Sakae Kaneko, Shimane University Hospital, Izumo-shi, Shimane

Junko Kawashima, Kawashima Dermatology Clinic, Ichikawa-shi, Chiba

Akihiro Kume, Kume Clinic, Nishi-ku Sakai-shi, Osaka

Koji Masuda, Kyoto Prefectural University of Medicine, Kyoto-shi, Kyoto

Tokuya Omi, Queen's Square Dermatology and Allergology, Nishi-ku, Yokohama-shi, Kanagawa
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Fumiaki Shirasaki, Shirasaki Clinic, Takaoka-shi, Toyama

Norio Takahashi, Iidabashi Clinic, Chiyoda-ku, Tokyo

Katsuhiko Tsukamoto, Yamanashi Prefectural Central Hospital, Kofu-shi, Yamanashi

Yuichiro Tsunemi, Nihonbashi Sakura Clinic, Chuo-ku, Tokyo

Shoko Urano, JA Shizuoka Kohseiren Enshu Hospital, Hamamatsu-shi, Shizuoka

Ken Watanabe, Yokohama City Minato Red Cross Hospital, Yokohama-shi, Kanagawa

Mexico

Zamira Barragan Estudillo, RM Pharma Specialists S.A. de C.V., Mexico City, Distrito Federal

Minerva Gomez Flores, Hospital Universitario Dr. Jose Eleuterio Gonzalez, Monterrey, Nuevo

León

Javier Alejandro Gonzalez Silva, CRI Centro Regiomontano de Investigacion S.C., Monterrey,

Nuevo León

Luis Hernandez Batalla, Hospital de Jesus I.A.P., Mexico City, Distrito Federal

Mireya Pulido Galvan, JM Research S.C., Cuernavaca

Elva Dalia Rodriguez Acosta, Instituto de Investigaciones Aplicadas a la Neurociencia A.C,

Durango, Durango

Juan Antonio Vazquez Velo, Grupo Médico CAMINO S.C., Mexico City, Distrito Federal

Luis Gerardo Vega Gonzalez, Clínica Enfermedades Crónicas y Procedimientos Especiales SC,

Morella, Michoacan

Russian Federation
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Anton Edin, LLC ArsVitae NorthWest, St. Petersburg

Stanislav Givirovskiy, LLC Medical Center "Kurator", St. Petersburg

Inna Gudkova, SPb SBHI Skin-Venerologic Dispensary #10, St. Petersburg

Alkes Khotko, GBUZ Clinical Dermatology and Venereological Dispensary, Krasnodar

Alexey Kubanov, State Scientific Centre for Dermatovenerology and Cosmetology, Moscow

Yuriy N. Perlamutrov, Russian State Medical-Stomatological University n.a. Evdokimov, Moscow

Taiwan

Wen-Hung Chung, Chang Gung Memorial Hospital – Linkou, Taoyuan City

Ji-Chen Ho, Chang Gung Memorial Hospital – Kaohsiung, Kaohsiung City

Yu-Huei Huang, Chang Gung Memorial Hospital – Taipei, Taipei City

Po-Ju Lai, Chung Shan Medical University Hospital, Taichung City

Woan-Ruoh Lee, Taipei Medical University- Shuang Ho Hospital, Taipei City

Tsen-Fang Tsai, National Taiwan University Hospital, Taipei City

Chao-Chun Yang, National Cheng Kung University Hospital, Tainan City

II. BREEZE-AD2

Argentina

Ricardo Galimberti, Centro de Investigaciones Metabólicas (CINME), Ciudad Autonoma Buenos

Aires

Nora Kogan, CENIT Centro de Neurociencias, Investigación y Tratamiento, Ciudad Autonoma

Buenos Aires
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Alejandro Lastra, Clinica Adventista de Belgrano, Ciudad Autonoma Buenos Aires

Paula Luna, Instituto de Neumonología y Dermatología, Ciudad Autonoma Buenos Aires

Gabriel Alejandro Magariños, Psoriahue Medicina Interdisciplinaria, Ciudad Autonoma Buenos

Aires

Matias Maskin, Buenos Aires Skin, Ciudad Autonoma Buenos Aires

Jorge Maspero, Fundacion CIDEA, Ciudad Autonoma Buenos Aires

Viviana Parra, Parra Dermatología, Mendoza

Australia

Ebrahim Abdulla, Skin & Cancer Foundation Australia, Westmead, NSW

Peter Foley, Skin and Cancer Foundation Inc., Carlton, Victoria

Kurt Gebauer, Fremantle Dermatology, Perth, Western Australia

Diana Rubel, Woden Dermatology, Phillip, Australian Capital Territory

Lynda Spelman, Veracity Clinical Research Pty Ltd., Woolloongabba, Queensland

Shireen Sidhu, Clinical Trials SA Pty Ltd., Adelaide, South Australia

Austria

Christine Bangert, Allgemeines Krankenhaus der Stadt Wien, Wien

Barbara Ernst, Ordensklinikum Linz GmbH – Elisabethinen, Linz, Oberösterreich

Gregor Holzer, Sozialmed. Zentrum Ost – Donauspital, Wien

Klemens Rappersberger, KA Rudolfstiftung, Wien

Paul Sator, KH Hietzing mit neurologischem Zentrum Rosenhügel, Wien
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Hungary

Noemi Bakos, Allergo-Derm Bakos Kft, Szolnok, Jasz-Nagykun-Szolnok

Zita Battyani, Kaposi Mor Oktato Korhaz, Kaposvar, Somogy

Piroska Dosa, Oroshaza Varosi Onkormanyzat Korhaza, Oroshaza, Bekes

Beatrix Irinyi, Trial Pharma Kft., Puspokladany, Hajdu-Bihar

Lajos Kemeny, SZTE AOK Borgyogyaszati es Allergologiai Klinika, Szeged, Csongrad

Kovago Levente, MedMare Bt, Veszprem, Veszprem

Eva Melegh, UNO Medical Trials Kft., Budapest, Budapest

Eniko Telegdy Mojzesne, Markusovszky Korhaz, Szombathely, Vas

Israel

Yael Anne Leshem, Rabin Medical Center, Petach Tikva

Hagit Matz, Tel Aviv Sourasky Medical Center, Tel Aviv

Felix Pavlotsky, Sheba Medical Center, Ramat Gan

Michal Ramon, Rambam Medical Center, Haifa

Michael Ziv, Haemek Medical Center- Dermatology, Afula

Abraham Zlotogorski, Hadassah Medical Center - Ein Karem, Jerusalem

Japan

Masatoshi Abe, Sapporo Skin Clinic, Sapporo-shi, Hokkaido

Takafumi Etoh, Tokyo Teishin Hospital, Chiyoda-Ku, Tokyo
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Naoko Hattori, Naoko Dermatology Clinic, Setagaya-ku, Tokyo

Hideki Ito, Tachikawa Dermatology Clinic, Tachikawa-shi, Tokyo

Koji Kamiya, Jichi Medical University Hospital, Shimotsuke-shi, Tochigi

Yoko Kataoka, Osaka Habikino Medical Center, Habikino-shi, Osaka

Yasuhiro Kawachi, Tokyo Medical University Ibaraki Medical Center, Inashiki-gun, Ibaraki

Hiroshi Koga, Kurume University Hospital, Kurume-shi, Fukuoka

Hiromitsu Noguchi, Noguchi Dermatology, Kashima-machi, Kamimashiki-gun, Kumamoto

Yuko Nomura, Nomura Dermatology Clinic, Yokohama-shi, Kanagawa

Mariko Seishima, Gifu University Hospital, Gifu-shi, Gifu

Hideyasu Takata, Sanrui Dermatology Clinic, Ohmiya-ku, Saitama-shi, Saitama

Chiharu Tateishi, Osaka City University Hospital, Osaka-shi, Osaka

Kazutomo Toyofuku, Yamate Dermatological Clinic, Shinjuku-ku, Tokyo

Yasuaki Yanagihara, Yanagihara Dermatology Clinic, Ainokawa, Ichikawa-shi, Chiba

Akira Yoshioka, Yoshioka Dermatology Clinic, Neyagawa-shi, Osaka

Poland

Ana Alekseenko, Barbara Rewerska DIAMOND CLINIC, Krakow

Rafal Czajkowski, DermoDent, Centrum Medyczne Czajkowscy, Osielsko

Andrzej Kaszuba, DERMED Centrum Medyczne Sp. z o.o., Lodz

Magdalena Kolanko, Centrum Medyczne Angelius Provita, Katowice

Aleksandra Okuniewska, Centrum Badan Klinicznych, PI House, Gdansk
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Witold Owczarek, Wojskowy Instytut Medyczny CSK MON, Warsaw

Waldemar Placek, Miejski Szpital Zespolony w Olsztynie Klinika Dermatologii, Olsztyn

Maria Poznanska, NZOZ Specjalistyczna Przychodnia Dermatologiczna Specderm, Bialystok

Elzbieta Szymanska, Centralny Szpital Kliniczny MSWia Klinika Dermatologiczna, Warszawa

Katarzyna Turek-Urasinska, LASER CLINIC Specjalistyczne Gabinety Lekarskie, Szczecin

South Korea

Kyu-Joong Ahn, Konkuk University Hospital, Seoul

Eun So Lee, Ajou University Hospital, Suwon, Gyeonggi Do

Chang Ook Park, Severance Hospital Yonsei University Health System, Seoul

Chun Wook Park, Hallym University Kangnam Sacred Heart Hospital, Seoul

Young Min Park, Seoul St. Mary's Hospital, Seoul

Joo Young Roh, Gachon University Gil Medical Center, Incheon

Seong Jun Seo, Chungang University Hospital, Seoul

Spain

Agustin Espana Alonso, Clinica Universitaria De Navarra, Pamplona, Navarra

Jose Manuel Carrascosa, Hospital Germans Trias i Pujol, Barcelona, Badalona

Pablo de la Cueva Dobao, Hospital Infanta Leonor, Madrid

Susana Cordoba Guijarro, Hospital De Fuenlabrada, Fuenlabrada, Madrid

Francisco Vicente Martín, Hospital Universitario Rey Juan Carlos, Mostoles, Madrid

Angeles Florez Menendez, Centro de Especialidades Mollabao, Pontevedra
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Pedro Herranz Pinto, Hospital Universitario La Paz, Madrid

Francisco Javier Ortiz de Frutos, Hospital Universitario 12 de Octubre, Madrid

Juan Silvestre Salvador, Hospital General Universitario Alicante, Alicante

Switzerland

Julie Di Lucca, CHUV Centre Hospitalier Universitaire Vaudois, Lausanne, Vaud

Emmanuel Laffitte, HUG-Hôpitaux Universitaires de Genève, Genève

Peter Schmid-Grendelmeier, Universitätsspital Zürich, Zürich

Dagmar Simon, Inselspital Bern, Bern

*This list includes all investigators who have granted permission to share their information for publication
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Figure S1. BREEZE-AD1 and BREEZE-AD2 study design

AD, Atopic dermatitis; PBO, Placebo; QD, once-daily; vIGA-AD, Validated Investigator’s Global Assessment of Atopic

Dermatitis; W, Week.
a Applicable to patients taking topical treatments (excluding emollients) or systemic treatments for AD at the time

of screening; b Proportion of patients achieving vIGA-AD (0, 1) with a ≥2-point improvement; c Patients who do not

enroll into the ongoing, long-term extension study BREEZE-AD3 will complete post-treatment period (28 days).
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Figure S2. Results for graphical multiple-testing procedure in BREEZE-AD1
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ADSS, Atopic Dermatitis Sleep Scale; BARI, baricitinib; EASI, Eczema Area and Severity Index; vIGA, Validated Investigator’s Global Assessment; NRS, Numeric Rating Scale,

SCORAD, SCORing Atopic Dermatitis; PCFB, percent change from baseline; W, week.

Numbers in ovals indicate testing alpha for the endpoint indicated by the accompanying arrow. Checkmarks indicate the endpoint achieved significance and the box

subsequently displayed in red or blue.. Stop symbol indicates the endpoint did not achieve significance and further testing within that dose group was terminated..

Grey dashed arrows indicate alpha would have been passed along that route had one of the tests in that route had failed.

For 4-mg this occurred because the ADSS Item 2 Week 16 endpoint was significant on the first pass, so there was no need for a second pass with the additional recycled alpha.

* Itch NRS Week 1 passed on the second pass, after the alpha from ADSS Item 2 Week 1 was recycled to Itch NRS Week 2 for a total recycled alpha of 0.0125. This alpha was then

recycled to the 2-mg dose.
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Figure S3. Results for graphical multiple-testing procedure in BREEZE-AD2
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ADSS, Atopic Dermatitis Sleep Scale; BARI, baricitinib; EASI, Eczema Area and Severity Index; vIGA, Validated Investigator’s Global Assessment; NRS, Numeric Rating Scale,

SCORAD, SCORing Atopic Dermatitis; PCFB, percent change from baseline; W, week.

Numbers in ovals indicate testing alpha for the endpoint indicated by the accompanying arrow. Checkmarks indicate the endpoint achieved significance and the box
subsequently displayed in red or blue. Stop symbol indicates the endpoint did not achieve significance and further testing within that dose group was terminated. Grey
dashed arrows indicate alpha would have been passed along that route had one of the tests in that route had failed. Since ADSS Item 2 for Week 16 and Week 1 were
significant after initial tests, the alpha from itch NRS Week 1 was not passed through that testing route.

*  Itch NRS Week 1 was significant on the second test after the alphas from ADSS Item 2 Week 1 (0.02) and Itch NRS week 2 (0.02) were combined and passed to it for a total
testing alpha of 0.04. Subsequently this alpha (0.04) was passed to the 2-mg dose resulting in an initial alpha of 0.05.
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Figure S4. Patient disposition in BREEZE-AD1 through 16 weeks.

a For placebo the other reasons included: physician decision, n=1; participant decision, n=1.
b For baricitinib 1 mg the other reasons included: pregnancy, n=1; participant did not meet inclusion/exclusion criteria, n=1.
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Figure S5. Patient disposition in BREEZE-AD2 through 16 weeks.

a For baricitinib 1 mg the other reasons included: pregnancy, n=1; inability to obtain laboratory samples, n=1.
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Figure S6. Proportion of patients achieving at least 90% improvement in EASI score (EASI90) in

BREEZE-AD1 (a, c) and BREEZE-AD2 (b, d).

EASI, Eczema Area and Severity Index; TCS, topical corticosteroids.
aData were censored after rescue or after permanent study drug discontinuation and imputed using nonresponder

imputation.
bIncludes observed values up to permanent study drug discontinuation.

* P≤0.05, ** P≤0.01 and *** P≤0.001 for analyses comparing baricitinib with placebo
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Figure S7. Percent change from baseline SCORAD index in BREEZE-AD1 (a) and BREEZE-AD2 (b).

Proportion of patients with 75% improvement in SCORAD (SCORAD75) response in BREEZE-AD1 (c, e)

and BREEZE-AD2 (d, f).
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SCORAD, SCORing Atopic Dermatitis; TCS, topical corticosteroids.
a Data collected after rescue therapy or after permanent study drug discontinuation are censored and set to

missing.  For continuous endpoints, LS means are from MMRM analyses, which incorporates multiple imputation

for missing data.  For categorical endpoints, a nonresponder imputation was applied at censoring
bIncludes observed values up to permanent study drug discontinuation.

* P≤0.05, ** P≤0.01 and *** P≤0.001 for analyses comparing baricitinib with placebo.
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Figure S8. Mean change from baseline and standard error in DLQI and proportion of patients with DLQI

scores of 0 or 1 in BREEZE-AD1 (a, c) and BREEZE-AD2 (b, d), respectively.

DLQI, Dermatology Life Quality Index.

Data collected after rescue therapy or after permanent study drug discontinuation are censored and set to missing.

For continuous endpoints, LS means are from MMRM analyses, which incorporates multiple imputation for missing

data.  For categorical endpoints, a nonresponder imputation was applied at censoring.

* P≤0.05, ** P≤0.01 and *** P≤0.001 for analyses comparing baricitinib with placebo
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Figure S9. Mean change from baseline and standard error in total EASI score in BREEZE-AD1 (a)

and BREEZE-AD2 (b).

EASI, Eczema Area and Severity Index.

Data reported from monotherapy analysis. Data collected after rescue therapy or after permanent study drug

discontinuation are censored and set to missing.  For continuous endpoints, LS means are from MMRM analyses,

which incorporates multiple imputation for missing data.

* P≤0.05, ** P≤0.01 and *** P≤0.001 for analyses comparing baricitinib with placebo.
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Figure S10. Mean change from baseline and standard error in the itch numeric rating scale in

BREEZE-AD1 (a) and BREEZE-AD2 (b).

NRS, numeric rating scale.

Data reported from monotherapy analysis. Data collected after rescue therapy or after permanent study drug

discontinuation are censored and set to missing.  For continuous endpoints, LS means are from MMRM analyses,

which incorporates multiple imputation for missing data.

* P≤0.05, ** P≤0.01 and *** P≤0.001 for analyses comparing baricitinib with placebo.
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Table S2. Response rates and NNT in BREEZE-AD1/BREEZE-AD2 at Week 16

Response rates (%) Numbers needed to treat

PBO Bari 2-mg Bari 4-mg Bari 2-mg Bari 4-mg

vIGA (0, 1) 4.7 11.0 15.3 16 10

EASI 75 7.5 18.3 23.0 10 7

Itch 4-point improvement 6.0 13.6 20.1 14 8

Bari, baricitinib; EASI75, 75% reduction in Eczema Area and Severity Index; NNT, numbers needed to treat; PBO, placebo;

vIGA, Validated Investigator’s Global Assessment

Rates and NNT evaluated from combined BREEZE-AD1 and BREEZE-AD2 monotherapy data at Week 16.
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Table S3. Summary of additional secondary endpoints at Week 16
BREEZE-AD1 BREEZE-AD2

PBO
(N=249)

Bari 1-mg
(N=127)

Bari 2-mg
(N=123)

Bari 4-mg
(N=125)

PBO
(N=244)

Bari 1-mg
(N=125)

Bari 2-mg
(N=123)

Bari 4-mg
(N=123)

vIGA-AD of 0, % (n) 0.8 (2) 1.6 (2) 2.4 (3) 1.6 (2) 1.6 (4) 2.4 (3) 4.1 (5) 4.1 (5)

95% CI

p-value vs. placebo

(0.2, 2.9) (0.4, 5.6)

0.424

(0.8, 6.9)

0.182

(0.4, 5.6)

0.441

(0.6, 4.1) (0.8, 6.8)

0.528

(1.7, 9.2)

0.142

(1.7, 9.2)

0.123

OR (95% CI) vs. placebo 2.0 (0.4, 10.6) 2.9 (0.6, 13.8) 1.9 (0.4, 10.4) 1.6 (0.4, 6.3) 2.6 (0.7, 9.0) 2.7 (0.8, 9.4)

SCORAD90, % (n) 0.8 (2) 0.8 (1) 2.4 (3) 2.4 (3) 1.2 (3) 3.2 (4) 4.1 (5) 4.9 (6)

95% CI

p-value vs. placebo

(0.2, 2.9) (0.1, 4.3)

0.874

(0.8, 6.9)

0.176

(0.8, 6.8)

0.201

(0.4, 3.6) (1.3, 7.9)

0.193

(1.7, 9.2)

0.042

(2.3, 10.2)

0.044

OR (95% CI) vs. placebo 1.2 (0.2, 7.8) 2.9 (0.6, 13.4) 2.7 (0.6, 12.7) 2.6 (0.6, 10.5) 4.1 (1.1, 16.0) 3.9 (1.0, 14.6)

Change from baseline in SCORAD, LSM (SE) -13.5 (2.0) -18.9 (2.5) -21.5 (2.4) -28.3 (2.1) -13.4 (2.3) -20.2 (2.8) -27.8 (2.6) -27.5 (2.4)

LSM difference from placebo, (SE) -5.3 (3.2) -8.0 (3.1) -14.8 (2.9) -6.9 (3.6) -14.5 (3.5) -14.1 (3.3)

LSM Difference from placebo, 95% CI

p-value vs. placebo

(-11.6, 0.9)

0.093

(-14.0, -1.9)

0.010

(-20.5, -9.1)

<0.001

(-14.0, 0.3)

0.059

(-21.3, -7.6)

<0.001

(-20.7, -7.6)

<0.001

Change in BSA, LSM (SE) -14.8 (1.8) -20.8 (2.3) -20.1 (2.2) -26.0 (1.9) -12.8 (2.1) -19.0 (2.5) -22.1 (2.4) -24.0 (2.2)

LSM difference from placebo, (SE) -6.0 (2.9) -5.3 (2.8) -11.2 (2.6) -6.2 (3.2) -9.3 (3.1) -11.12 (3.0)

LSM Difference from placebo, 95% CI

p-value vs. placebo

(-11.7, -0.3)

0.039

(-10.9, 0.2)

0.058

(-16.3, -6.0)

<0.001

(-12.5, 0.2)

0.058

(-15.4, -3.2)

0.003

(-17.0, -5.3)

<0.001

Bari, baricitinib; BSA, body surface area; LSM, least squares mean; PBO, placebo; SCORAD, SCORing Atopic Dermatitis; SE, standard error; vIGA-AD, validated

Investigator’s Global Assessment of Atopic Dermatitis.

Data reported from monotherapy analysis. Data collected after rescue therapy or after permanent study drug discontinuation are censored and set to missing.  For

continuous endpoints, LS means are from MMRM analyses, which incorporates multiple imputation for missing data.  For categorical endpoints, a nonresponder

imputation was applied at censoring
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Table S4. Cumulative rescue rates at key time points in BREEZE-AD1 and BREEZE-AD2

BREEZE-AD1 BREEZE-AD2

PBO Bari 1-mg Bari 2-mg Bari 4-mg PBO Bari 1-mg Bari 2-mg Bari 4-mg

Rescue time points (N=249) (N=127) (N=123) (N=125) (N=244) (N=125) (N=123) (N=123)

Week 2 100 (40.2) 46 (36.2) 30 (24.4) 15 (12.0) 132 (54.1) 49 (39.2) 43 (35.0) 35 (28.5)

Week 4 132 (53.0) 54 (42.5) 40 (32.5) 25 (20.0) 159 (65.2) 65 (52.0) 54 (43.9) 45 (36.6)

Week 12 161 (64.7) 69 (54.3) 64 (52.0) 51 (40.8) 186 (76.2) 84 (67.2) 81 (65.9) 70 (56.9)

Week 16 166 (66.7) 69 (54.3) 66 (53.7) 51 (40.8) 187 (76.6) 85 (68.0) 81 (65.9) 72 (58.5)

Bari, baricitinib; PBO, placebo.

Data reported as n (%)
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Table S5. Summary of background low-to-moderate TCS use in BREEZE-AD1 and BREEZE-AD2, Week 0 to 16

BREEZE-AD1 BREEZE-AD2

PBO Bari 1-mg Bari 2-mg Bari 4-mg PBO Bari 1-mg Bari 2-mg Bari 4-mg

(N=249) (N=127) (N=123) (N=125) (N=244) (N=125) (N=123) (N=123)

Mean weight (g) 106.1 87.4 48.1 58.4 124.1 101.5 101.4 92.6

SD 176.8 172.1 86.9 123.0 169.4 145.2 159.5 168.8

Reduction in TCS (%) -- 17.6 54.7 44.9 -- 18.2 18.3 25.4

P-value vs. PBO -- 0.329 0.001 0.003 -- 0.206 0.219 0.094

Bari, baricitinib; g, gram; PBO, placebo; SD, standard deviation; TCS, topical corticosteroids.



31

Table S6. Serious adverse events by study
BREEZE-AD1

PBO
(N=249)

Bari 1-mg
(N=127)

Bari 2-mg
(N=123)

Bari 4-mg
(N=125)

Dermatitis atopic 2 (0.8) 1 (0.8) 0 1 (0.8)
Alcohol poisoning 0 0 0 1 (0.8)
Breast cancer 1 (0.4) 0 0 0
Clavicle fracture 1 (0.4) 0 0 0
Papillary thyroid cancer 1 (0.4) 0 0 0
Rib fracture 1 (0.4) 0 0 0
Suicide attempt 1 (0.4) 0 0 0

BREEZE-AD2
PBO

(N=244)
Bari 1-mg
(N=124)

Bari 2-mg
(N=123)

Bari 4-mg
(N=123)

Tonsillitis 0 0 0 1 (0.8)
Angioedema 0 1 (0.8) 0 0
Asthma 0 1 (0.8) 0 0
Cataract 0 1 (0.8) 0 0
Depression 0 0 1 (0.8) 0
Dermatitis atopic 3 (1.2) 1 (0.8) 1 (0.8) 0
Dermatitis exfoliative generalised 1(0.4) 0 0 0
Diverticulum 0 1 (0.8) 0 0
Drug eruption 0 1 (0.8) 0 0
Eczema herpeticum 2 (0.8) 2 (1.6) 0 0
Encephalitis viral 0 1 (0.8) 0 0
Hypertension 1 (0.4) 0 0 0
Intervertebral disc protrusion 1 (0.4) 0 0 0
Lymphadenopathy 0 1 (0.8) 0 0
Panic attack 0 0 1 (0.8) 0
Peritonsillitis 0 1 (0.8) 0 0
Retinal detachment 1 (0.4) 0 0 0

Data reported as n (%)

Serious adverse evet cases are not yet unblinded to investigators and treatment groups cannot be reported.
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Figure S11. Laboratory changes in (a) Haemoglobin, (b) Neutrophils, (c) Lymphocytes and (d) Platelets from the combined BREEZE-AD1 and BREEZE-AD2 studies
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BARI, baricitinib; CTCAE, Common Terminology Criteria for Adverse Events; LLN, lower limit of normal; NAR,
number at risk; PBO, placebo; ULN, upper limit of normal.


	20200129-Simpson EL.pdf
	Binder1.pdf
	bjd_18898_f1
	bjd_18898_f2
	bjd_18898_f3
	bjd_18898_f4
	bjd_18898_f5


	bjd18898-sup-0001-suppinfo.pdf

