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ABSTRACT
Background: Patients who completed the originating studies, BREEZE-AD1 (NCT03334396), BREEZE-AD2
(NCT03334422), and BREEZE-AD7 (NCT03733301), were eligible for enrollment in the multicenter,
phase-3, long-term extension study BREEZE-AD3 (NCT03334435).
Methods: At week 52, responders and partial responders to baricitinib 4 mg were re-randomized (1:1) 
into the sub-study to dose continuation (4 mg, N = 84), or dose down-titration (2 mg, N = 84). 
Maintenance of response was assessed from week 52 to 104 of BREEZE-AD3. Physician-rated outcomes 
included vIGA-AD (0,1), EASI75, and mean change from baseline in EASI. Patient-reported outcomes 
included DLQI, P OEM total score, HADS, and from baseline: WPAI (presenteeism, absenteeism, overall 
work impairment, daily activity impairment) and change from baseline in SCORAD itch and sleep loss.
Results:  With continuous treatment with baricitinib 4 mg, efficacy was maintained up to week 104 
in vIGA-AD (0,1), EASI75, EASI mean change from baseline, SCORAD itch, SCORAD sleep loss, DLQI, 
P OEM, HADS, and WPAI (all scores). Patients down-titrated to 2 mg maintained most of their 
improvements in each of these measures.
Conclusion:  The sub-study of BREEZE AD3 supports flexibility in baricitinib dosing regimens. Patients 
who continued treatment with baricitinib 4 mg and down-titrated to 2 mg maintained improvements 
in skin, itch, sleep, and quality of life for up to 104 weeks.

Introduction

Atopic dermatitis (AD) is a common, chronic, relapsing, heterog-
enous, highly symptomatic inflammatory skin disease. AD is often 
associated with significant itch, sleep disturbance (1), secondary 
infections (2), and skin pain (e.g., discomfort or soreness) (3).

A high proportion of patients with AD report poor quality of 
life (QoL) (4). The global prevalence of AD is 15% to 20% in chil-
dren and 7% to 10% in adults (4,5), with clinical heterogeneity 
regarding the age of onset, lesion morphology, severity and dis-
tribution of skin involvement, and long-term persistence. AD 
results from an interaction between the dysfunction of the epi-
dermal barrier, immune system, genetic predisposition, and envi-
ronmental factors (6–10). Due to AD's chronic and relapsing nature, 
with seasonal variation, a rapid response is required to achieve 
optimum physician- and patient-reported outcomes and reduce 
the risk of adverse events through the flexibility of dosage through 
down-titration while maintaining disease control.

Patients with moderate-to-severe AD are initially treated with 
topical corticosteroids (TCS) (11,12); however, some patients do 

not respond to these treatments (13). In addition, alternative treat-
ments such as emollients, phototherapy, and conventional systemic 
therapies are available, but these can result in adverse effects or 
may be ineffective due to the severity of the disease (6,12,14). 
For patients with moderate-to-severe AD, there is still an unmet 
need for a tolerable treatment option with long-term efficacy to 
curb inflammation, itch, and sleep disturbances due to itch, asso-
ciated with a negative impact on QoL (4,6,12).

Janus kinase (JAK) inhibitors are fast-acting, tolerable, and effi-
cacious drugs licensed for a number of different inflammatory 
conditions, including dermatologic conditions of AD and alopecia 
areata (15–17). JAK1 and JAK2 mediate signaling of multiple cyto-
kines involved in the pathophysiology of AD (12,18,19). Baricitinib 
is an oral cytokine (primarily selective of JAK1 and 2) inhibitor 
approved in the many countries for treating moderate-to-severe 
AD in adults who are candidates for systemic therapy and is in 
late-stage development for pediatric patients with moderate-to-se-
vere AD (16,20). In three phase-3 trials, baricitinib significantly 
improved the clinical signs and symptoms of AD in adults follow-
ing 16 weeks of treatment as a monotherapy (BREEZE-AD1 
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[NCT03334396] and BREEZE-AD2 [NCT03334422]) and when com-
bined with TCS (BREEZE-AD7 [NCT03733301]) (21).

BREEZE-AD3 (NCT03334435) is an ongoing phase-3, double-blind, 
long-term extension study evaluating the maintenance of efficacy 
of baricitinib primarily in patients who had completed the 16-week 
studies BREEZE-AD1, BREEZE-AD2, or BREEZE-AD7. Maintenance of 
efficacy was previously demonstrated in BREEZE-AD3 through 
52 weeks in patients who were responders (achieved clear or 
almost clear skin) or partial responders (achieved mild AD) at week 
16 of the originating studies. Results, which represented 68 weeks 
of continuous treatment, were published separately for the cohort 
of patients who originated from the monotherapy studies 
(BREEZE-AD1 and AD2 pooled) (22) and the cohort originating 
from the BREEZE-AD7 TCS combination therapy study (23).

Here, we report 104-week physician- and patient-rated assess-
ment endpoints for patients with moderate-to-severe AD who 
were responders and partial responders to baricitinib 4 mg, the 
approved starting dose for most patients, at week 52 of BREEZE-AD3 
and were subsequently re-randomized to dose continuation (4 mg 
to 4 mg) or dose down-titration (4 mg to 2 mg).

Material and methods

Patients who participated and completed the final active treatment 
visit at week 16 in the originating studies, BREEZE-AD1, BREEZE-AD2, 
and BREEZE-AD7, could enroll in the multicenter, phase 3, 
long-term extension study (SI Figure 1); Figure 1). The data cutoff 
for the current analysis is 03 November 2021 (BREEZE-AD3). 
Studies were conducted in accordance with the Declaration of 
Helsinki and Good Clinical Practice guidelines and approved by 
the individual institutional review boards at each participating 
study center. All patients provided written informed consent.

Study design and eligibility criteria

To be eligible to enroll in BREEZE-AD3, patients must have 
completed the final active treatment visit at week 16 from one 

of the originating studies, BREEZE-AD1, BREEZE-AD2, or 
BREEZE-AD7. Outcomes through Week 52 of BREEZE-AD3 have 
been reported previously (22,23). Patients with moderate-to-se-
vere AD treated with once-daily baricitinib 4 mg in BREEZE-AD3 
who, at week 52, were responders (validated Investigator Global 
Assessment (vIGA-AD) score 0 or 1) or partial responders 
(vIGA-AD score 2) were re-randomized (1:1:1) to dose continu-
ation (4 mg to 4 mg), dose down-titration (4 mg to 2 mg), or 
placebo (baricitinib 4 mg to placebo). Patients enrolled in the 
substudy were automatically retreated with their original baric-
itinib dose if their IGA score became ≥3. TCS use was allowed 
at the investigators’ discretion and provided as a part of retreat-
ment. The maintenance of improvements in efficacy measures 
was assessed from week 52 up to week 104 in the baricitinib 
cohorts. This analysis focuses on patients who continued treat-
ment with baricitinib 4 mg or who were down-titrated to baric-
itinib 2 mg (Figure 1); patients re-randomized to PBO are not 
included, as it was previously shown that patients who withdrew 
from active treatment and lost response generally did so within 
the first 4 weeks (24).

Outcomes

Efficacy outcomes include the proportion of patients with a 
response of Eczema Area and Severity Index 75% (EASI75) improve-
ment from baseline of originating study assessed at week 16 after 
re-randomization (week 68) and week 104. Other key outcomes 
included the proportion of responders (vIGA 0 or 1), assessed at 
week 16 after re-randomization (week 68) and week 104. In addi-
tion, the change from baseline (CFB) for the following measures: 
EASI total score, SCORing Atopic Dermatitis (SCORAD) itch and 
sleep loss score, and Work Productivity and Activity Impairment 
(WPAI) at week 16 after re-randomization (week 68) and week 
104. The proportion of patients who achieved at least 4-point 
improvement in Patient-Oriented Eczema Measure (POEM), 
Dermatology Life Quality Index (DLQI) 0/1, and Hospital Anxiety 

Figure 1.  Study design diagram for patients who entered BREEZE-AD3 as responders or partial responders. BARI: baricitinib; TCS: topical corticosteroids. aBackground 
TCS may have been initiated or reinitiated at any time during the study and were to be provided as part of rescue or retreatment any time patient’s IGA score 
became ≥3. bEligible patients were re-randomized in the withdrawal and down-titration sub-study. Patients who did not enroll in the sub-study remained on their 
treatment. cPatients enrolled in the sub-study were automatically retreated if their IGA score became ≥3. dA post-treatment follow-up visit was conducted approx-
imately 28 days after the last dose of the investigational product, either at the end of the study or following early termination.
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and Depression Scale (HADS) <8 for anxiety and depression 
domains were also evaluated at week 104.

Statistical analysis

Data collected after permanent treatment discontinuation or after 
retreatment were considered as missing. Last observation carried 
forward was used for missing data imputation. Logistic regression 
and ANCOVA model were used for analysis. All results are reported 
descriptively over time as there was no multiplicity control. Analyses 
were performed using SAS, version 9.4 or higher (SAS Institute Inc).

Results

Patient disposition and baseline characteristics

In this substudy of BREEZE-AD3, a total of 168 patients who 
achieved a vIGA-AD of 0, 1, or 2 at week 52 (responders or partial 
responders at entry into the substudy) were entered into the 
sub-study of BREEZE-AD3 (SI Figure 1). The overall population of 
patients (N = 1373) who entered BREEZE-AD3 at baseline and were 
analyzed through weeks 0–52 was reported previously (22,23). 
Patients in this substudy who were previously taking baricitinib 
4 mg were re-randomized at week 52 to remain on baricitinib 
4 mg or down-titrate to baricitinib 2 mg (SI Figure 1). Of these, 84 
patients maintained their study treatment of baricitinib 4 mg, and 
84 were down-titrated to baricitinib 2 mg. Baseline demographics 
and disease characteristics were similar among the treatment 
groups (Table 1). Study discontinuation rates were numerically 

lower in the down-titration versus continuation cohort (17.9% vs. 
26.2%), with Withdrawal by Subject, Lack of Efficacy, and Adverse 
Event cited as the most common reason (4.8% and 8.3%; 10.7% 
and 8.3%; 1.2% and 7.1%, respectively) (SI Figure 1). For patients 
who experienced a relapse (vIGA >3) between week 52 to 104 
after down-titration to baricitinib 2 mg, (n/N = 35/41) 85.4% 
re-achieved vIGA [0, 1, 2] and (n/N = 24/41) 58.5% achieved EASI75 
within 4 weeks of follow-up retreatment. To maintain the study 
blind, patients on continuous baricitinib 4 mg who experienced a 
relapse were also “retreated” with their original dose (i.e., 

Table 1.  Summary of demographics and disease characteristics at baseline at 
week 52 in randomized patients with atopic dermatitis treated with baricitinib 
continuation and down-titration substudy.

Characteristics*
BARI 4 mg to 
2 mg N = 84

BARI 4 mg to 
4 mg N = 84

Age at baseline (years) 38.8 (15.3) 38.1 (14.3)
Female, n (%) 30 (35.7) 31 (36.9)
Body mass index (kg/m2) 25.7 (5.4) 25.8 (4.9)
Duration since AD diagnosis (years) 24.9 (16.7) 26.9 (16.0)
Race, n (%)
 A merican Indian or Alaska Native 3 (3.6) 1 (1.2)
 A sian 19 (22.6) 29 (34.5)
 M ultiple 1 (1.2) 2 (2.4)
  White 61 (72.6) 52 (61.9)
Geographic region,  n  (%)
  Japan 3 (3.6) 9 (10.7)
 E urope 44 (52.4) 42 (50.0)
 R est of the world 37 (44.0) 33 (39.3)
Disease characteristics
  vIGA-AD score, n (%)
    0 8 (9.5) 7 (8.3)
    1 35 (41.7) 36 (42.9)
    2 41 (48.8) 41 (48.8)
 EA SI score 4.4 (5.1) 4.2 (3.9)
  SCORAD 22.6 (12.9) 22.1 (12.5)
  Body surface area affected 8.7 (10.8) 8.7 (9.7)
  DLQI 3.9 (4.0) 5.0 (6.2)
 I tch NRS 2.8 (2.1) 2.7 (2.0)
  POEM 8.5 (6.8) 9.3 (7.5)
  HADS (anxiety subscale) 3.1 (3.6) 4.2 (4.4)
  HADS (depression subscale) 2.7 (3.0) 3.5 (4.0)

*Mean (SD), unless otherwise stated.
AD: atopic dermatitis; BARI: baricitinib; DLQI: Dermatology Life Quality Index; 
EASI: Eczema Area and Severity Index; HADS: Hospital Anxiety Depression Scale; 
vIGA: validated Investigator’s Global Assessment; N: number of patients in group; 
POEM: Patient-Oriented Eczema Measure; SCORAD: SCORing Atopic Dermatitis; 
SD: standard deviation.

Figure 2.  Skin response over time: (A) vIGA-AD (0,1), (B) EASI75, and changes 
from baseline over time for (C) EASI. *p ≤ .05, **p ≤ .01, and ***p ≤ .001 denote 
significant differences between treatment groups.
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baricitinib 4 mg), and (n/N = 24/32) 75.0% of these achieved vIGA 
[0,1,2], and (n/N = 23/32) 71.9% achieved EASI75 within 4 weeks 
of ‘retreatment’.

Clinician reported outcomes

Among patients continuing on baricitinib 4 mg, the proportion 
who achieved or maintained vIGA-AD (0,1) was stable from week 
52 to 104 (week 52 [51.2%], 68 [51.2%], 104 [47.6%]) (Figure 2(A)). 
Patients who continued on BARI 4-mg also largely maintained 
EASI-75 response (week 52 [82.1%], 68 [79.8%], 104 [73.8%]) (Figure 
2(B)). The reduction of severity based on EASI total score CFB was 
maintained from week 52 to 104 (LSM, week 52, [−27.77], 68 
[−26.97], 104 [−26.56]) (Figure 2(C)).

Most patients who were down-titrated to baricitinib 2 mg also 
maintained skin response through to week 104. Most patients 
who down-titrated maintained vIGA-AD (0,1) response (week 52 
[51.2%], 68 [45.2%], 104 [35.7%]) (Figure 2(A)). Further, the EASI75 
response was maintained in the baricitinib continuation cohort 
beginning at week 56 (week 52 [84.5%], 68 [58.3%], 104 [58.3%]) 
and for EASI total score at week 56 (LSM, week 52 [−27.21], 68 
[−23.21], 76 [−22.81], 104 [−22.97]) (Figure 2(B,C)).

Patient-reported outcomes

Responses to baricitinib remained relatively stable throughout 
BREEZE-AD3 for patient-reported outcomes in the continuation 
cohort (Table 2). The response for DLQI (0/1), indicating no impact 

on patient’s life, was maintained from week 52 to 104 (week 52 
[38.1%], 68 [34.5%], 104 [34.5%]) (Figure 3(A)). Likewise, POEM ≥4 
point improvement was also maintained (week 52 [83.3%], 68 
[76.2%], 104 [77.4%]) (Figure 3(B)). Similar to the other 
patient-reported results, responses were maintained from week 
52 to 104 for HADS-Anxiety <8 (week 52 [50.0%], 104 [55.9%]) 
and HADS-Depression <8 (week 52 [61.5%], 104 [61.5%]) (Figure 
3(C,D)) with patients presenting no borderline or abnormal severity 
scores for anxiety or depression (25). Improvements in mean WPAI 
CFB were generally stable from week 52 to 104 for presenteeism 
(LSM week 52 [−26.8], 68 [−28.2], 104 [−22.5]) and absenteeism 
(LSM week 52 [−2.7], 68, [−3.7], 104 [−2.1]), and in patients 
employed for pay for overall work impairment (Nx = 48, LSM, 
week 52 [−26.7], 68 [−27.0], 104 [−22.0]), as well as daily activity 
impairment scores in all patients (Nx = 84, LSM, week 52 [−27.8], 
68 [−26.0], 104 [−24.5]) (Figure 4(A–D)). From week 52 to 104, 
improvements in mean CFB in SCORAD itch (LSM, week 52 [−4.69], 
68 [−4.33], 104 [−4.54]) and sleep loss (LSM, week 52 [−3.82], 68 
[−3.63], 104 [−3.80]) were maintained in the 4 mg continuation 
cohort (Figure 5(A,B)).

Improvements in patient-reported outcomes for the 
down-titration cohort were also consistently maintained, with no 
meaningful reductions in the maintenance of response (Table 2). 
From week 52 to 104, the response was maintained for DLQI (0/1) 
(week 52 [32.1%], 68 [33.3%], 104 [31.0%]) (Figure 3(A)) and POEM 
≥4 point improvement (week 52 [83.3%], 68 [69.0%], 104 [70.2%]) 
(Figure 3(B)). As in baricitinib 4 mg, for baricitinib 2 mg responses 
were maintained from week 52 to 104 for HADS-Anxiety <8 (week 
52 [70.0%], 104 [76.7%]) and HADS-Depression <8 (week 52 

Table 2. O utcomes for physician- and patient rated assessments at week 52, 68, and 104.

Outcome
(LOCF)

BARI 4 mg to 4 mg BARI 4 mg to 2 mg

Week
52

Week
68

Week
104

Week
52

Week
68

Week
104

vIGA-AD (0,1)
n (%), 95% CI

43 (51.2) 
(0, 0)

43 (51.2) 
(40.7, 61.6)

40 (47.6) 
(37.3, 58.2)

43 (51.2) 
(0, 0)

38 (45.2) 
(35.0, 55.9)

30 (35.7) 
(26.3, 46.4)

EASI75
n (%), 95% CI

69 (82.1) 
(72.6, 88.9)

67 (79.8)
 (70.0, 87.0)

62 (73.8) 
(63.5, 82.0)

71 (84.5)
(75.3, 90.7)

49 (58.3) 
(47.7, 68.3)

49 (58.3) 
(47.7, 68.3)

EASI (CFB)
Nx, LSM (SE)

84, 
−27.77 (1.5)

84,
−26.97 (1.7)

84,
−26.56 (1.7)

84,
−27.21 (1.6)

84,
−23.21 (1.8)

84,
−22.97 

(1.8)
DLQI 0/1
n (%), 95% CI

32 (38.1) 
(28.4, 48.8)

29 (34.5) 
(25.2, 45.2)

29 (34.5) 
(25.5, 45.2)

27 (32.1) 
(23.1, 42.7)

28 (33.3) 
(24.2, 43.9)

16 (31.0) 
(22.1, 42.5)

POEM ≥4 improvement
n (%), 95% CI

70 (83.3) 
(73.9, 89.3)

64 (76.2) 
(66.1, 84.0)

65 (77.4) 
(67.4, 85.0)

70 (83.3) 
(73.9, 89.8)

58 (69.0) 
(58.5, 77.9)

59 (70.2) 
(59.8, 79.0)

Hospital Anxiety Depression Scale – Anxiety <8 (HADS-A < 8)
n (%), 95% CI

17 (50.0) 
(34.1, 65.9)

19 (55.9) 
(39.5, 71.1)

21 (70.0) 
(52.1, 83.3)

23 (76.7)
(59.1, 88.2)

Hospital Anxiety Depression Scale – Depression <8 
(HADS-D < 8)

n (%), 95% CI

16 (61.5) 
(42.5, 77.6)

16 (61.5) 
(42.5, 77.6)

14 (70.0) 
(48.1, 85.5)

14 (70.0) 
(48.1, 85.5)

SCORing Atopic Dermatitis (SCORAD) Itch, CFB
Nx, LSM (SE)

84, 
−4.7 (0.3)

84, 
−4.3 (0.4)

84, 
−4.5 (0.4)

84, 
−4.2 (0.3)

84, 
−2.8 (0.4)

84, 
−3.0 (0.5)

SCORing Atopic Dermatitis (SCORAD) Sleep Loss, CFB
Nx, LSM (SE)

84, 
−3.8 (0.4)

84, 
 −3.6 (0.4)

84, 
−3.8 (0.5)

84, 
−3.6 (0.4)

84, 
−2.6 (0.5)

84, 
−2.9 (0.4)

Work Productivity and Activity Impairment (WPAI), CFB
Nx, LSM (SE)

48,
−26.7 (4.0)

48,
−27.0 (4.5)

48,
−22.0 (4.7)

52,
−22.2 (4.2)

52, 
−21.5 (4.8)

52,
−20.8 (5.0)

WPAI - Percentage of Presentisms (Reduced Productivity While 
at Work), CFB

Nx, LSM (SE)

48,
−26.8 (4.0)

48,
−28.2 (4.4)

48,
−22.5 (4.6)

52,
−22.8 (4.2)

52,
−22.6 (4.6)

52,
−20.8 (4.8)

WPAI – Percentage of Impairment in Activities Performed 
Outside of Work, CFB

Nx, LSM (SE)

84, 
−27.8 (3.0)

84,
−25.5 (3.5)

84,
−24.4 (3.6)

83,
−24.4 (3.3)

83,
−23.0 (3.7)

83,
−21.8 (3.8)

AD: atopic dermatitis; ANCOVA: analysis of covariance; BARI: baricitinib; CFB: change from baseline; CI: confidence interval; DLQI: Dermatology Life Quality Index; 
EASI: Eczema Area and Severity Index; HADS: Hospital Anxiety Depression Scale; vIGA: validated Investigator’s Global Assessment; LSM: least squares mean; LOCF: 
modified last observation carried forward; N: number of patients in group; Nx: number of patients with non-missing values; PBO: placebo; POEM: Patient-Oriented 
Eczema Measure; SCORAD: SCORing Atopic Dermatitis; SE: standard error; WPAI: Work Productivity and Activity Impairment.
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[70.0%], 104 [70.0%]) (Figure 3(C,D)). The WPAI scores were main-
tained from week 52 to 104 for presenteeism (LSM, week 52 
[−22.8], 68 [−22.6], 104 [−20.8]) and absenteeism (LSM, week 52 
[−4.8], 68 [−4.9], 104 [−4.2]), and in patients employed for pay for 
overall work impairment (Nx = 52, LSM, week 52 [−22.2], 68 
[−21.5], 104 [−20.8]) and daily activity impairment in all patients 
(Nx = 83, LSM, week 52 [−24.4], 68 [−23.0], 104 [−21.8]) (Figure 
4(A-D)). Patients down-tritiated to baricitinib 2 mg did experience 
numerically lower SCORAD itch scores from week 56 to 104 (LSM, 
week 52 [−4.2], 68 [−2.8], 104 [−3.0]) (Figure 5(A)). Patients 
down-titrated to baricitinib 2 mg maintained improvement for 
SCORAD sleep loss (LSM, week 52 [−3.6], 68 [−2.6], 104 [−2.9]) 
(Figure 5(B)).

Discussion

In BREEZE-AD3, patients with moderate-to-severe AD who were 
responders and partial responders to baricitinib 4 mg were 
re-randomized at week 52 to either continue on baricitinib 4 mg 
or down-titrate to 2 mg. Baricitinib demonstrated flexibility of 
dose down-titration and maintenance of benefit over the signs 
and symptoms of AD up to 104 weeks of treatment. This com-
plements several recent publications of phase 3 clinical trials, 
including BREEZE-AD3, which have investigated baricitinib in 
adults with moderate-to-severe AD, establishing baricitinib 4 mg 
and 2 mg as effective and well-tolerated to 104 weeks (22,26–28).

When examining the maintenance of response across time, 
patients treated with both baricitinib doses continued to experi-
ence improvement in skin inflammation, skin pain, sleep distur-
bance, and QoL through to week 104. Maintenance of 
improvements in physician- (vIGA-AD [0,1], EASI75, and EASI total 
score CFB) and patient-reported outcomes (DLQI, POEM, HADS-A, 
HADS-D, SCORAD itch and sleep loss, WPAI scores) were monitored 
through 52 weeks of continuous treatment, with TCS used at inves-
tigators discretion.

In line with previous findings for long-term treatment with 
baricitinib for moderate-to-severe AD (22, 23), improvements in 
physician-reported outcomes were generally maintained from 
week 52 to 104 in baricitinib continuous treatment with 4 mg or 
down-titration to 2 mg. Clinically meaningful improvements in 
the signs and symptoms of patients with AD are reflected by 
EASI75 (29). The population of patients treated with baricitinib 
4 mg in this study demonstrated maintenance in the proportion 
of patients achieving EASI75 up to week 104. Most patients who 
were down-titrated to 2 mg also maintained improvement in 
EASI75, although small numerical decreases were observed early 
on. These decreases could be related to the absolute threshold 
of EASI75, where as little as a 1-point difference in EASI total 
score could contribute to the likelihood of achieving the thresh-
old. Itch is highlighted as a primary contributor to AD morbidity 
(30,31), and ratings of itch intensity significantly correlate with 
QoL (32, 33). As there is reduced maintenance of effect in the 
down-titrated cohort for SCORAD itch from week 56, itch could 

Figure 3.  Patient-reported responses over time: (A) DLQI (0,1), (B) POEM ≥4 point improvement, (C) HADS-A < 8, and (D) HADS-D < 8. aIn patients with borderline 
or abnormal severity scores at baseline (HADS-A ≥8 or HADS-D ≥8).
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directly influence other efficacy outcomes examined here, for 
which itch is a contributing factor and reflects findings from 
previous studies (34,35). However, this reduction in response in 
baricitinib 2 mg was not observed in other patient-reported out-
comes, with the maintenance of improvement for both baricitinib 
continuation and down-titration cohorts. This is consistent with 
the flaring nature of the disease, with varying symptoms across 
different thresholds and changing patients’ perception of symp-
toms of itch and skin pain severity over time (36).

Notably, patients in both cohorts experienced maintenance of 
over 30% improvement in DLQI (0,1), one of the commonly used 
scales in clinical trials to assess QoL (37). This was replicated, with 
over 69.0% response maintained for POEM 4-point improvement, 
in both cohorts, throughout the 52 weeks of the study. Further, a 
reduction in daily activity impairment in this study, assessed by 
WPAI, which is significantly correlated with disease severity (38), 
supports the maintained improvements in QoL. Symptoms of anx-
iety and depression are major comorbidities in patients with AD, 
correlated to the disease’s painful and psychosocial symptoms 
(39,40) and inflammatory cytokines, which may be linked to 
depression (41). The maintenance of HADS-Anxiety and depression 
subscale scores reported here for both baricitinib continuation on 
4 mg and down-titration to 2 mg indicate that baricitinib treatment 
offers a long-term reduction to the psychosocial dimensions of AD.

Baricitinib provides an option for patients with AD who require 
a flexible dose to reflect fluctuating disease activity and risk of 

adverse events. Previous results from the initial 16 weeks following 
re-randomization on the efficacy of down-titration, treatment with-
drawal, and retreatment have been disclosed for BREEZE-AD3, with 
a sustained clinical response in groups down-titrated to baricitinib 
2 mg from 4 mg (vIGA-AD of 0,1,2) (42). For those patients who do 
lose response after down-titration to baricitinib 2 mg, retreatment 
with baricitinib 4 mg results in the recapture of response in the 
majority of patients within 4 weeks of retreatment. Interestingly, 
even among patients in the baricitinib 4 mg continuation group 
who relapsed during the 52- to 104-week period, the majority of 
those also regained response within 4 weeks of ‘retreatment’ with 
the same dose. Results presented here confirm the maintenance 
of response up to 104 weeks and indicate that baricitinib can be 
used as an oral treatment option for both short-term moderate 
flaring AD to long-term chronic AD.

This study is limited by the majority of patients being Asian 
or White, with no representation for Black or African American 
patients. As race is suggested as a factor in the phenotypic expres-
sion of AD (43–45), the results presented here can only be gen-
eralized to Asian and White populations. TCS use was also not 
assessed, however, patients who were not experiencing sufficient 
clinical benefit from baricitinib treatment and required 
higher-potency TCS or systemic therapies were encouraged to 
discontinue. The previous combination of baricitinib with low- or 
moderate-potency TCS improved the signs and symptoms of 
moderate-to-severe atopic dermatitis (46). This study did not follow 

Figure 4. C hanges from baseline over time 4-mg: (A) Presenteeism, (B) Absenteeism, (C) Overall Work Impairment, (D) Daily Activity§. aEmployed patients only, 
bEmployed for pay patients only, §Nx is the number of patients with presenteeism, absenteeism, daily activity impairment, and overall work impairment evaluated 
at week 52.
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the maintenance of responses in individual patients but instead 
tracked responses over time for the population as a whole who 
had achieved response or partial response at week 52.

Overall, the results presented here align with growing evidence 
for long-term efficacy of baricitinib for the treatment of AD (23, 
26, 28), with similar maintenance of improvements over 52 weeks 
for both continuation of baricitinib 4 mg and a down-titration to 
2 mg. Patients who continued on baricitinib 4 mg from week 52 to 
104 maintained greater control in some outcome measures relative 
to patients who were re-randomized to baricitinib 2 mg, with some-
what greater maintenance of EASI75 and SCORAD itch. Improvement 
in patient-rated outcomes was sustained in both treatment arms.
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