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ABSTRACT

Background: Differences in atopic dermatitis (AD) disease course and manifestation with age may
extend to treatment response.

Objective: To evaluate response maintenance with continuous-/reduced-dose abrocitinib or withdrawal
and response to treatment reintroduction after flare in adolescent and adult participants in JADE
REGIMEN (NCT03627767).

Methods: Adolescents (12-17years) and adults with moderate-to-severe AD responding to abrocitinib
200-mg induction were randomly assigned to 40-week maintenance with abrocitinib (200mg/100 mg)
or placebo. Patients who experienced flare during maintenance received rescue treatment.

Results: Of 246 adolescents and 981 adults, 145/246 (58.9%) and 655/981 (66.8%), respectively,
responded to induction. Similar proportions of adolescents and adults experienced flare during
maintenance with abrocitinib 200mg (14.9%/16.9%), 100 mg (42.9%/38.9%), and placebo (75.5%/78.0%).
From the abrocitinib 200-mg, 100-mg, and placebo arms, respectively, Eczema Area and Severity Index
response was recaptured by 28.6%, 25.0%, and 52.9% of adolescents and 34.3%, 33.7%, and 58.0%
of adults; Investigator’s Global Assessment response, by 42.9%, 50.0%, and 73.5% of adolescents and
34.3%, 50.6%, and 74.1% of adults. Abrocitinib had a similar safety profile regardless of age; nausea
incidence was higher in adolescents.

Limitations: Adolescents represented 20% of the trial population.

Conclusion: Abrocitinib was effective in preventing flare in adolescents and adults.

KEYWORDS
Abrocitinib;
adolescents;
atopic dermatitis;
JADE REGIMEN

Clinicaltrials.gov listing: NCT03627767.

Introduction

Atopic dermatitis (AD) is a relapsing-remitting, inflammatory skin
disease characterized by eczematous lesions, intense itch, and
impaired quality of life (QOL) (1-5). AD develops in approximately
12% of children aged 6 months to <12years and in 15% aged 12
to <18years (1,6). Childhood-onset AD commonly resolves before
adulthood; however, approximately 5% of patients diagnosed
before the age of 18 continue to experience AD for at least
another 20years (7). The 12-month prevalence of AD in US adults
is 5% (8), and 53% of US adults with AD report onset during
adulthood (9), indicating a complex and variable disease course.

The predilection sites of lesions, trigger factors, skin microbi-
ome, and underlying pathophysiology of AD differ in pediatric

and adult patients (10,11). In infants, lesions are widely distributed
on the face and the trunk; in adolescents and adults, flexural
involvement is more common (1). The microbiome of nonlesional
skin is significantly more diverse in pediatric than in adolescent
or adult patients with AD (11), and the cytokine expression profile
in the skin of individuals with AD fluctuates with the age of the
patient (12). Physiology also varies in an age-dependent manner;
altered skin structure and function lead to a vulnerable epidermal
barrier and a higher risk of absorption of topical drugs in young
children than in adults (10). This age-related diversity of AD patho-
physiology suggests that treatment response may also vary with
the age of the patient.

JADE REGIMEN was conducted to evaluate response to abroc-
itinib, an oral, once-daily, Janus kinase 1 (JAK1)-selective inhibitor,
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over a period of 40weeks, with continuous treatment (200 mg),
dose reduction (100mg), or withdrawal in patients who initially
had a short-term response to treatment with abrocitinib 200mg
(13). In this post hoc analysis, we evaluated results for adolescent
and adult participants in JADE REGIMEN to identify potential dif-
ferences by age.

Methods
Patients

Eligible patients were aged >12years (body weight >40kg) and
had moderate-to-severe AD (Investigator’s Global Assessment [IGA]
score =3, Eczema Area and Severity Index [EASI] score =16, per-
centage of body surface area (%BSA) affected =10, and Peak
Pruritus Numerical Rating Scale [PP-NRS; used with permission
from Regeneron Pharmaceuticals, Inc., and Sanofi] score >4) for
>1year. Patients had a recent history (<6 months) of inadequate
response to topical medicated therapy or had previously required
systemic therapy. Full details of the inclusion and exclusion criteria
were published previously (13).

Study design

JADE REGIMEN was conducted in agreement with the Declaration of
Helsinki and the International Council for Harmonization Good Clinical
Practice Guidelines. This research was approved by institutional review
boards or ethics committees at each site. Internal and external review
committees monitored the safety of patients throughout the study.
All patients provided written informed consent.

JADE REGIMEN was a multicenter, responder-enriched,
double-blind, placebo-controlled, randomized withdrawal, phase
3 trial that comprised three periods:

1. An open-label induction period (12 weeks) to determine
response to abrocitinib 200mg once daily. Response to
induction was defined as achieving an IGA score of 0
(clear) or 1 (almost clear) with >2-grade improvement from
baseline (IGA 0/1 response) and >75% improvement from
baseline in EASI (EASI-75 response)

2. A double-blind, randomized, maintenance-withdrawal
period (40 weeks) in which responders were assigned
(1:1:1) to receive abrocitinib 200 mg, abrocitinib 100 mg,
or placebo as monotherapy. Randomization was stratified
by age (<18 and >18 years)

3.  An open-label rescue period (12 weeks) in which patients
who had experienced the loss of response (i.e, flare, defined
as =50% loss of the initial week 12 EASI response and a new
IGA score >2) during the maintenance period received abroc-
itinib 200mg plus topical medicated therapy (e.g., topical
corticosteroids, calcineurin inhibitors, or crisaborole)

Endpoints

The primary endpoint of JADE REGIMEN was the proportion of
patients who had a loss of response (i.e., flare) during the main-
tenance period and required rescue treatment (7). This post hoc
analysis assessed the proportion of patients achieving EASI-75,
IGA 0/1, and =4-point improvement from study baseline in PP-NRS
(PP-NRS4) during the open-label induction period. The proportion
of patients who showed =4-point improvement from the study

baseline in Children’s Dermatology Life Quality Index (CDLQI4;
adolescent patients aged 12-17 years) or Dermatology Life Quality
Index (DLQI4; adult patients aged >18years) was evaluated during
the randomized maintenance period. Higher CDLQI/DLQI scores
represent a larger impact of AD on QOL; the lowest scores (0 or
1) represent no effect, and the highest range (CDLQI, 19-30; DLQI,
21-30) represents an extremely large effect (14,15). Also assessed
were the proportions of patients who experienced the loss of
response (i.e., flare) during the maintenance period and subse-
quently recaptured EASI and IGA response with rescue treatment
(abrocitinib 200 mg + topical medicated therapy) during the rescue
period. Recapture of response was defined as achieving an EASI/
IGA score during the rescue period not worse than EASI/IGA score
at randomization baseline (if available), otherwise achieving an
EASI/IGA score not worse than EASI/IGA score at week 12. Safety
was assessed via adverse event (AE) monitoring, and laboratory
values were recorded for both adolescents and adults in a stan-
dardized manner.

Statistical analysis

For this post hoc analysis, data were analyzed for adolescents
(12-17years) and adults (=18years). Confidence intervals (Cls) for
the probability of loss of response were derived using the log-log
transformation with back transformation to an untransformed
scale. Cls for Kaplan—-Meier estimate of time to flare were based
on the Brookmeyer and Crowley method (16). Hazard ratios (HRs)
and Cls were estimated from Cox proportional hazards regression
models, including fixed effects of treatment, categorical variables
of randomization strata (age category), and disease severity at
study baseline in the main model, and a continuous variable of
weight at study baseline added as a covariate in the sensitivity
analysis. The study baseline was defined as the last measurement
collected on or before day 1 of trial treatment.

Results
Patient demographics and baseline disease characteristics

A total of 246 adolescents and 987 adults were treated in the
open-label induction period (Supplemental Figure S1). The mean
age (SD) was 15.1years (1.8years) in the adolescent group and
35.7years (13.8years) in the adult group (Table 1). Similar propor-
tions of adolescents and adults were Asian (15.4%, 16.0%), Black
or African American (9.3%, 5.3%), and White (72.8%, 76.2%).
Disease duration was shorter in adolescents (median [Q1-Q3],
12.8years [8.2-15.0]) than in adults (21.5years [10.3-31.5]). Similar
proportions of adolescents and adults had moderate disease at
baseline based on IGA score (56.5%, 59.8%). EASI scores at baseline
were comparable in adolescents (30.0 [21.6-40.9]) and adults (27.5
[20.8-37.0]), as were %BSA values (50.0% [33.0-67.8], 44.8% [30.5—
62.0]). A greater proportion of adolescents than adults received
treatment with only topical agents before the trial (46.3%, 37.8%);
systemic treatment with biologic agents was more common in
adult patients; 8.0% of adults had exposure before the trial com-
pared with 2.8% of adolescent patients.

Efficacy

Open-label induction period
The rate of response (IGA 0/1 with =2-grade improvement from
baseline and EASI-75) was numerically lower in adolescents (58.9%



Table 1. Patient demographics and baseline characteristics.

Adolescents Adults
(n=246) (n=987)
Age, years, n (%)
12 to <15 93 (37.8) NA
15 to <18 153 (62.2) NA
>18 NA 987 (100.0)
Mean (SD) 15.1 (1.8) 35.7 (13.8)
Median (Q1, Q3) 15.0 (14.0, 17.0) 32.0 (24.0, 44.0)
Sex, n (%)
Male 135 (54.9) 549 (55.6)
Female 111 (45.1) 438 (44.4)
Race/ethnicity, n (%)
White 179 (72.8) 752 (76.2)
Black or African American 23 (9.3) 52 (5.3)
Asian 38 (15.4) 158 (16.0)
Other® 6 (2.4) 25 (2.5)
Not Hispanic or Latino 180 (73.2) 801 (81.2)
Hispanic or Latino 63 (25.6) 183 (18.5)
Not reported/unknown 3(1.2) 3 (0.3)

Disease duration, median
(Q1,Q@3), y
EASI, median (Q1, Q3)
IGA, %
Moderate (3)
Severe (4)
%BSA affected by AD,
median (Q1, Q3)

12.8 (8.2, 15.0)
30.0 (21.6, 40.9)
56.5

435
50.0 (33.0, 67.8)

21.5 (103, 31.5)
27.5 (20.8, 37.0)
59.8

40.2
44.8 (30.5, 62.0)

PP-NRS, median (Q1, Q3) 7.0 (6.0, 8.0) 8.0 (6.0, 9.0)
CDLQL median (Q1, Q3) 12.0 (8.0, 16.0) NA
DLQI, median (Q1, Q3) NA 16.0 (12.0, 21.0)
Prior medication
No prior medication 1 (0.4) 3(0.3)
Topical agents only? 114 (46.3) 373 (37.8)
Systemic agents® 131 (53.3) 611 (61.9)
Nonbiologic 124 (50.4) 532 (53.9)
Biologic 7 (2.8) 79 (8.0)
Dupilumab 2(0.8) 63 (6.4)
Other biologic agents 5 (2.0) 22 (2.2)

%BSA: percentage of body surface area; AD: atopic dermatitis; CDLQI: Children’s
Dermatology Life Quality Index; DLQI: Dermatology Life Quality Index; EASI:
Eczema Area and Severity Index; IGA: Investigator’s Global Assessment; NA: not
applicable; PP-NRS: Peak Pruritus Numerical Rating Scale; Q1: quartile 1; Q3:
quartile 3; QOL: quality of life.

a0ther includes American Indian or Alaskan Native, Native Hawaiian or Other
Pacific Islander, multiracial, and not reported.

CDLQI scores were collected for adolescent patients (12-17 years) only. Median
scores at baseline correspond to a ‘moderate’ effect on QOL in adolescents.
DLQI scores were collected for adult patients (=18years) only. Median DLQI
scores at baseline correspond to a ‘very large’ effect on QOL in adults.
dTopical agents include corticosteroids, calcineurin inhibitors, and crisaborole.
eSystemic agents include corticosteroids, cyclosporine, nonbiologic agents, and
biologic agents.

fOther biologic agents include lebrikizumab, tralokinumab, nemolizumab, and
etokimab.

[95% Cl, 52.8-65.1]) than adults (66.8% [63.8-69.7]) after 12 weeks
of treatment with abrocitinib 200 mg; however, Cls overlapped
(Supplemental Figure S2). PP-NRS4 response rates were lower in
adolescents (57.5%; 95% Cl, 50.0-65.0) than adults (70.6%; 67.4—
73.8). IGA 0/1 response was achieved by 59.8% (95% Cl, 53.6-65.9)
of adolescents and 67.5% (64.6-70.4) of adults and EASI-75
response by 71.5% (65.9-77.2) of adolescents and 76.6% (73.9-
79.2) of adults (Supplemental Figure S2).

Randomized maintenance period

After the response to induction, 47, 49, and 49 adolescents and
219, 216, and 218 adults were randomly assigned to the abroci-
tinib 200-mg, abrocitinib 100-mg, and placebo arms, respectively.
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Disease flare (=50% loss of week 12 response per EASI and new
IGA score >2) occurred in similar proportions of adolescents and
adults who received abrocitinib 200mg (14.9% and 16.9%), abroc-
itinib 100mg (42.9% and 38.9%), or placebo (75.5% and 78.0%).

The cumulative probability of disease flare by week 52 in each
treatment arm was similar between adolescents and adults: 15.3%
(95% Cl, 7.6-29.5), 42.7% (29.6-58.6), and 79.7% (66.9—90.0) for
adolescents and 19.6% (14.4-26.4), 42.8% (35.7-50.7), and 81.2%
(75.5-86.2) for adults, respectively, who received abrocitinib
200 mg, abrocitinib 100 mg, and placebo (Figure 1). Kaplan-Meier
estimates of median time to flare were 285.0d (95% Cl, 140.0 to
not evaluable) in adolescents and 323.0d (281.0-323.0) in adults
in the abrocitinib 100-mg arm and 28.0d (27.0-42.0) in adolescents
and 28.0d (28.0-30.0) in adults in the placebo arm. Median time
to flare could not be estimated for abrocitinib 200mg for either
age group because of low event rates. The risk of flare with abroc-
itinib 200mg versus 100 mg was numerically lower in adolescents
(HR, 0.29 [95% Cl, 0.12-0.68]) than in adults (0.38 [0.26-0.57]);
however, Cls overlapped. The risk of the flare was comparable
between adolescents and adults for abrocitinib 200mg versus
placebo (adolescents, 0.08 [95% Cl: 0.04-0.19]; adults, 0.10 [0.07-
0.14]) and abrocitinib 100mg versus placebo (0.29 [0.17-0.51];
0.26 [0.20-0.34]). The HR for flare in adolescents versus adults in
all treatment groups was approximately 1 (placebo, 1.01 [95% Cl,
0.71-1.44]; abrocitinib 100mg, 1.16 [0.72-1.87]; abrocitinib 200 mg,
0.85 [0.38-1.90]), indicating a similar risk between adolescents and
adults in each treatment arm. In both adolescents and adults, the
risk of flare among treatment groups was not altered by adjusting
for body weight (data not shown).

Rescue period

A larger proportion of adolescents (49.0%) than adults (39.4%)
from the abrocitinib 100-mg maintenance arm entered the rescue
period. Similar proportions of adolescents and adults entered the
rescue period from the abrocitinib 200-mg (14.9% and 16.9%) and
placebo (77.6% and 78.0%) maintenance arms.

After 12weeks of rescue treatment (abrocitinib 200mg with
medicated topical therapy, including corticosteroids, calcineurin
inhibitors, and crisaborole), the EASI response recapture rate was
numerically lower in adolescents than in adults who entered the
rescue period from all treatment arms of the maintenance period;
however, Cls overlapped. EASI response was recaptured by 28.6%
(95% Cl, 0.0-62.0), 25.0% (6.0-44.0), and 52.9% (36.2-69.7) of ado-
lescents from the abrocitinib 200-mg, abrocitinib 100-mg, and
placebo maintenance arms, respectively, compared with 34.3%
(18.6-50.0), 33.7% (23.6-43.9), and 58.0% (50.4-65.6) of adults
(Supplemental Figure S3). Conversely, the IGA response recapture
rate was numerically higher in adolescents than adults who
entered the rescue period from the abrocitinib 200-mg treatment
arm, with overlapping Cls (42.9% [95% Cl, 6.2-79.5] and 34.3%
[18.6-50.0]), and similar in patients who entered the rescue period
from the abrocitinib 100-mg maintenance arm (50.0% [28.1-71.9]
and 50.6% [39.8-61.4]) and the placebo maintenance arm (73.5%
[58.7-88.4] and 74.1% [67.3-80.8]).

Quality of life

At the study baseline, median CDLQI/DLQI scores were 12.0 (mod-
erate effect) in adolescents and 16.0 in adults (very large effect).
At the randomization baseline, approximately 95% of adolescents
and adults achieved =4-point improvement in response per the
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100 vs
Abrocitinib 100 mg vs

Cumulative Probability of
Protocol-Defined Flare, %

vs 100 mg

HR (95% ClI)
Adolescent
0.08 (0.037-0.191)

0.29 (0.169-0.508)
0.29 (0.122-0.675)

HR (95% ClI)
Adult
0.10 (0.070-0.144)

0.26 (0.201-0.341)
0.38 (0.261-0.566)

T
113

T T
197 347

0 29
Time to Protocol-Defined Flare, days
Adolescent patients at risk, n
Abrocitinib 100 mg 49 40 32 26 14
Adult patients at risk, n
Abrocitinib 100 mg 216 185 147 125 44
------------------- Adolescent Adult Abrocitinib 200 mg — Abrocitinib 200 mg — Abrocitinib 200 mg —

Placebo

Abrocitinib 100 mg Abrocitinib 200 mg

Figure 1. Probability of protocol-defined flare for adolescent and adult patients during the randomized maintenance period of the JADE REGIMEN study. Flare was
defined in the protocol as =50% loss of initial EASI response at week 12 with a new IGA score >2. Patients at risk were defined as patients who did not experience
flare and were continuing treatment. Missing event times were considered as right censored (censored at random) on the last date of randomized treatment.
Patients included in the adolescent group were aged 12-17 years. Patients included in the adult group were aged >18years. Cl: confidence interval; EASI: Eczema

Area and Severity Index; HR: hazard ratio; IGA: Investigator’s Global Assessment.

CDLQI/DLQI from the study baseline (CDLQI4/DLQI4; data not
shown). By week 52, the respective proportions of adolescent and
adult patients who achieved improvement per the CDLQI4/DLQI4
were 65.1% and 64.5% in the abrocitinib 200mg arm, 40.0% and
47.8% in the abrocitinib 100mg arm, and 14.0% and 14.5% in the
placebo arm (Figure 2).

Safety

Similar proportions of adults and adolescents reported
treatment-emergent adverse events (TEAEs) during the open-label
induction period (Supplemental Table S1); the severity of most
TEAEs was mild to moderate. Serious adverse events (SAEs)
occurred in 1.2% of adolescents and 1.7% of adults during the
open-label induction period.

In the maintenance period, the frequencies of TEAEs were
68.1%, 59.2%, and 44.9% in adolescents randomly assigned to
receive abrocitinib 200 mg, abrocitinib 100 mg, and placebo,
respectively, compared with 62.1%, 52.8%, and 45.4% in adults
(Table 2). SAEs occurred in 4.3% and 2.0% of adolescents who
received abrocitinib 200mg and placebo. No SAEs were observed
in adolescents who received abrocitinib 100mg. In adults, the
frequencies of SAEs were 5.0%, 1.9%, and 0.5% with abrocitinib
200mg, 100mg, and placebo, respectively. Rates of discontinuation
due to TEAEs were 4.3%, 0%, and 2.0% in adolescents and 6.4%,

2.3%, and 1.4% in adults who received abrocitinib 200 mg, abroc-
itinib 100mg, and placebo, respectively.

The incidence rates (95% Cl) for nausea were 39.49 (21.59-
66.26), 21.04 (9.08-41.46), and 30.55 (13.97-58.00) events per 100
patient-years (PY) in adolescents in the abrocitinib 200-mg, abroc-
itinib 100-mg, and placebo arms, respectively, compared with
19.33 (13.46-26.88), 15.26 (10.06-22.20), and 26.33 (18.34-36.62)
events per 100 PY in adults. For acne or folliculitis, incidence rates
(95% Cl) were 14.23 (5.22-30.97), 20.99 (9.06-41.35), and 22.36
(8.99-46.08) events per 100 PY in adolescents who received abroc-
itinib 200mg, abrocitinib 100mg, or placebo, respectively, com-
pared with 16.98 (11.61-23.97), 14.23 (9.29-20.85), and 13.79
(8.42-21.29) events per 100 PY in adults.

Platelet counts decreased from baseline during the induction
period, reaching a nadir at week 4 in both adolescent and adult
patients. During the maintenance phase, platelet counts returned
to near baseline levels in adolescents who received abrocitinib
100mg but not in adults who received abrocitinib 100 mg; platelet
counts remained low in adolescents and adults who received
continued-dose abrocitinib 200 mg (Supplemental Figure S4).
Despite fluctuations, median platelet counts remained within the
clinically normal range (150,000-450,000) throughout the trial.
Platelet count abnormalities led to treatment discontinuation in
one adult patient during the induction period and in zero patients
during the maintenance period. No clinically significant changes
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Figure 2. Proportion of patients who achieved >4-point improvement from study baseline in health-related quality-of-life index score at week 40 of the randomized
maintenance period of the JADE REGIMEN study. Quality of life of adolescents (12-17years old) was assessed using the CDLQI. Quality of life of adult patients
(=18years old) was assessed using the DLQI. Study baseline was defined as the last measurement collected on or before day 1 of treatment. Patients who withdrew
from the trial or experienced flare and received rescue treatment after randomization were counted as not having achieved the outcome after withdrawal. CDLQI:
Children’s Dermatology Life Quality Index; CI: confidence interval; DLQI: Dermatology Life Quality Index.

Table 2. Summary of patient-year and incidence rates for TEAEs (any causality) for adolescents and adults treated in the randomized maintenance period of
JADE REGIMEN.

Adolescents Adults
Abrocitinib Abrocitinib Abrocitinib Abrocitinib
Placebo 100mg 200mg Placebo 100mg 200mg
(n=49) (n=49) (n=47) (n=218) (n=216) (n=219)
Patients with TEAEs,® n (%) 22 (44.9) 29 (59.2) 32 (68.1) 99 (45.4) 114 (52.8) 136 (62.1)
SAEs,2b n (%) 1(2.0) 0 2 (4.3) 1 (0.5) 4(1.9) 11 (5.0
Severe AEs,*n (%) 3 (6.1) 0 2 (43) 12 (5.5) 9 (4.2) 13 (5.9)
Patients discontinued because 1 (2.0) 0 2 (4.3) 3(1.4) 5(2.3) 14 (6.4)
of AEs;? n (%)
Serious infection,d n (%) 1 (2.0) 0 0 1 (0.5) 3 (1.4) 5(2.3)
Total drug exposure (PY) 34.26 44.39 47.07 155.64 199.30 212.52
IR (95% Cl) 2.92 0.00 0.00 0.64 1.51 235
(0.07-16.26) (0.00-8.31) (0.00-7.84) (0.02-3.58) (0.31-4.40) (0.76-5.49)
Herpes zoster infection,® n (%) 0 2 (4.1) 2 (4.3) 5(2.3) 7 (3.2) 10 (4.6)
Total drug exposure (PY) 34.36 43.89 46.35 153.80 197.63 208.31
IR (95% Cl) 0.00 4.56 4.31 3.25 3.54 4.80
(0.00-10.74) (0.55-16.46) (0.52-15.59) (1.06-7.59) (1.42-7.30) (2.30-8.83)
Nausea,® n (%) 9 (18.4) 8 (16.3) 14 (29.8) 35 (16.1) 27 (12.5) 35 (16.0)
Total drug exposure (PY) 29.46 38.02 35.45 132.91 176.93 181.07
IR (95% Cl) 30.55 21.04 39.49 26.33 15.26 19.33
(13.97-58.00) (9.08-41.46) (21.59-66.26) (18.34-36.62) (10.06-22.20) (13.46-26.88)
Acne/folliculitis,d n (%) 7 (14.3) 8 (16.3) 6 (12.8) 20 (9.2) 26 (12.0) 32 (14.6)
Total drug exposure (PY) 31.30 38.12 42.17 145.06 182.72 188.48
IR (95% Cl) 22.36 20.99 14.23 13.79 14.23 16.98
(8.99-46.08) (9.06-41.35) (5.22-30.97) (8.42-21.29) (9.29-20.85) (11.61-23.97)
Conjunctivitis,d n (%) 2 (4.1) 2 (4.1) 0 4 (1.8) 3 (1.4) 7 (3.2)
Total drug exposure (PY) 33.74 43.99 47.07 153.49 198.22 209.01
IR (95% Cl) 5.93 4.55 0.00 261 1.51 335
(0.72-21.41) (0.55-16.42) (0.00-7.84) (0.71-6.67) (0.31-4.42) (1.35-6.90)
Platelet count decrease,d n (%) 1 (2.0) 0 0 3(1.4) 4 (1.9) 3(1.4)
Total drug exposure (PY) 33.88 44.39 47.07 154.58 195.90 210.55
IR (95% Cl) 2.95 0.00 0.00 1.94 2.04 1.42
(0.07-16.45) (0.00-8.31) (0.00-7.84) (0.40-5.67) (0.56-5.23) (0.29-4.16)

Cl: confidence interval; IR: incidence rate; PY: patient-year; SAE: serious adverse event; TEAE: treatment-emergent adverse event.

Patients included in the adolescent group were aged 12-17 years. Patients included in the adult group were aged >18years. Incidence rate expressed as number of
events per 100 PY.

Frequencies reflect exposure during the randomized maintenance period only.

bSAEs include any untoward medical occurrence at any dose that results in death; is life threatening; requires inpatient hospitalization/prolongation of existing
hospitalization; results in persistent or significant disability/incapacity; results in congenital anomaly/birth defect; or is considered an important medical event.
Severe AEs are judged by the investigator to interfere significantly with the patient’s usual function but do not meet the criteria for SAEs.

dincidence rates reflect exposure during the open-label induction period and randomized maintenance period.
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were observed in the other laboratory values measured in either
adolescents or adults (data not shown).

Discussion

Abrocitinib was effective and well tolerated by adolescents and
adults throughout the JADE REGIMEN study. More than half the
adolescents (59%) and two-thirds of adults (67%) achieved an IGA
0/1 and EASI-75 response with abrocitinib 200mg by week 12 of
the induction period and were randomly assigned to the mainte-
nance period. During the randomized maintenance period, abroc-
itinib prevented flare more effectively than placebo in both
adolescents and adults. The risk of the flare was similar for ado-
lescents and adults in all treatment arms. IGA 0/1, EASI-75, and
PP-NRS4 response rates in adolescents and adults in the induction
period were consistent with the overall population (13).

Our findings show that abrocitinib efficacy was comparable
between adolescents and adults. This may be due to its mecha-
nism of action; selective blocking of JAK1 inhibits the signaling
of a broad panel of pro-inflammatory cytokines, including inter-
leukin (IL)-4, IL-13, and thymic stromal lymphopoietin (17).
Upregulation of these cytokines has been shown to occur to a
similar extent in the lesional skin of adolescent and adult patients
with AD compared with the skin of age-matched controls (12).

Treatment with abrocitinib also resulted in improvements in
patient QOL. At week 40 of the maintenance period, the majority
of both adolescent (65%) and adult (64%) patients receiving abroc-
itinib 200mg reported a=4-point improvement from baseline in
CDLQI/DLQI. These results are consistent with other reports of
approved therapies for AD in similar patient populations; clinically
meaningful improvements were achieved in DLQI scores (defined
as minimal clinically important difference [MCID] of at least 4
points from baseline) with upadacitinib, baricitinib, and dupilumab,
and CDLQI scores (MCID of at least 6-8 points from baseline) with
dupilumab (18-23). Health-related QOL data from randomized
controlled trials are lacking for adolescent patients with AD and
represent a significant unmet need (24). The findings from this
study support the hypothesis that the use of effective therapies
can improve QOL outcomes in adolescents with AD, a patient
population in whom significant levels of anxiety, depression, and
poor sleep quality along with disease symptoms contribute to a
profound negative impact on their daily lives (3,25-27).

The safety profile of abrocitinib was generally consistent in
adolescents and adults, with some differences. The overall fre-
quency of TEAEs was higher in adolescents than adults during
the induction period. The incidence rates of nausea during the
randomized maintenance period were also numerically higher in
adolescents than adults, albeit with overlapping Cls. Despite these
differences, rates of discontinuation due to TEAEs were low during
the induction and maintenance periods and comparable in both
age groups.

The key strength of this analysis is the evaluation of efficacy,
safety, and QOL outcomes across different abrocitinib dosing reg-
imens from a phase 3 study in a well-defined population of both
adults and adolescents with AD. This study also had limitations.
Differences observed between age groups in this analysis should
be interpreted with caution due to the small sample size of the
adolescent group (only 20% of the total JADE REGIMEN trial pop-
ulation). Slight imbalances were noted in the previous treatment
characteristics between adolescents and adults: adolescent patients
were more likely to have received only topical agents before day
1 of the trial, whereas adult patients were treated using a broader

armamentarium, including systemic immunomodulatory agents.
The differences in efficacy, safety, and QOL outcomes between
adolescent and adult patients were assessed post hoc and not
powered for statistical significance. The extent of the statistical
comparison was limited and risk factors for flare could not be
determined.

Conclusions

This post hoc analysis of the JADE REGIMEN study confirms the
efficacy and safety of abrocitinib in adolescents and adults over
a period of 40weeks of treatment, although disease response rates
for some outcomes seemed numerically lower in adolescents.
These results reinforce that treatment with abrocitinib using either
induction with abrocitinib 200 mg followed by maintenance with
reduced-dose abrocitinib 100 mg, or continuous dosing with abroc-
itinib 200mg is an effective therapeutic approach in adults and
adolescents with moderate-to-severe AD.
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