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IMPORTANCE Adolescents with atopic dermatitis (AD) have high disease burden negatively
affecting quality of life, with limited treatment options. The efficacy and safety of dupilumab,
a monoclonal antibody, approved for treatment in adolescent patients with inadequately
controlled AD, remain unknown in this patient population.

OBJECTIVE To assess the efficacy and safety of dupilumab monotherapy in adolescents with
moderate to severe inadequately controlled AD.

DESIGN, SETTING, AND PARTICIPANTS A randomized, double-blind, parallel-group, phase 3
clinical trial was conducted at 45 US and Canadian centers between March 21, 2017, and
June 5, 2018. A total of 251 adolescents with moderate to severe AD inadequately controlled
by topical medications or for whom topical therapy was inadvisable were included.

INTERVENTIONS Patients were randomized (1:1:1; interactive-response system:; stratified by
severity and body weight) to 16-week treatment with dupilumab, 200 mg (n = 43; baseline
weight <60 kg), or dupilumab, 300 mg (n = 39; baseline weight =60 kg), every 2 weeks;
dupilumab, 300 mg, every 4 weeks (n = 84); or placebo (n = 85).

MAIN OUTCOMES AND MEASURES Proportion of patients with 75% or more improvement from
baseline in Eczema Area and Severity Index (EASI-75) (scores range from O to 72, with higher
scores indicating greater severity) and Investigator's Global Assessment (IGA) O or1ona
5-point scale (scores range from O to 4, with higher scores indicating greater severity) at
week 16.

RESULTS A total of 251 patients were randomized (mean [SD] age, 14.5 [1.7] years; 148
[59.0%] male). Of 250 patients with data available on concurrent allergic conditions, most
had comorbid type 2 diseases (asthma, 134 [53.6%]; food allergies, 60.8%; allergic rhinitis,
65.6%). A total of 240 patients (95.6%) completed the study. Dupilumab achieved both
coprimary end points at week 16. The proportion of patients with EASI-75 improvement from
baseline increased (every 2 weeks, 41.5%; every 4 weeks, 38.1%; placebo, 8.2%) with
differences vs placebo of 33.2% (95% Cl, 21.1%-45.4%) for every 2 weeks and 29.9% (95%
Cl, 17.9%-41.8%) for every 4 weeks (P < .001). Efficacy of the every-2-week regimen was
generally superior to the every-4-week regimen. Patients in the dupilumab arms had higher
percentage values of conjunctivitis (every 2 weeks, 9.8%; every 4 weeks, 10.8%; placebo,
4.7%) and injection-site reactions (every 2 weeks, 8.5%; every 4 weeks, 6.0%; placebo,
3.5%), and lower nonherpetic skin infections (every 2 weeks, 9.8%; every 4 weeks, 9.6%;
placebo, 18.8%).

CONCLUSIONS AND RELEVANCE In this study, dupilumab significantly improved AD signs,
symptoms, and quality of life in adolescents with moderate to severe AD, with an acceptable
safety profile. Placebo-corrected efficacy and safety of dupilumab were similar in adolescents
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topic dermatitis (AD) is a chronic, predominantly type

2 inflammatory skin disease characterized by intense

pruritus and often associated with atopic and nona-
topic comorbidities,' reflecting the systemic nature of the dis-
ease. Contrary to the common misperception that AD is amild,
spontaneously resolving childhood disease, the prevalence of
ADin adolescents (age, 13-17 years) is estimated to range from
0.2% to 24.6% worldwide and from 7.0% to 8.6% in the United
States.*> Up to one-third of these patients are estimated to have
moderate to severe disease,® along with a higher risk of atopic
comorbidities and a higher disease burden.” Itching, associ-
ated sleep loss, and the chronic, relapsing nature of AD nega-
tively affect quality of life (QoL) of patients and family
members.®° Atopic dermatitis in adolescents is associated with
poorer performance in school, difficulties in forming social re-
lationships and participating in sports, and increased rates of
anxiety, depression, and suicidal ideation.®™!

Topical therapies adequately treat mild AD, but moder-
ate to severe AD often requires systemic treatment. Until re-
cently, the only systemic medications approved by the US Food
and Drug Administration to treat pediatric AD were systemic
corticosteroids. Moreover, available guidelines discourage use
of systemic corticosteroids.!?!* Systemic immunosuppres-
sants, such as cyclosporine, have been used off-label, re-
stricted by long-term adverse effects.'*

Dupilumab is a fully human VelocImmune-derived mono-
clonal antibody (Regeneron Pharmaceuticals Inc)!>!° that re-
duces type 2 inflammation by blocking the shared receptor sub-
unit for interleukin (IL)-4 and IL-13, thus inhibiting signaling
of both cytokines.!”® The IL-4/IL-13 cytokines are key media-
tors of type 2 diseases, including AD and associated atopic dis-
eases (eg, asthma, allergic rhinitis, food allergies, chronic rhino-
sinusitis with nasal polyps, and eosinophilic esophagitis).'” In
phase 3 trials, dupilumab significantly improved AD signs and
symptoms, including pruritus, anxiety and depression, and
QoL in adults with moderate to severe AD, with an acceptable
safety profile.”?! Dupilumab is approved for subcutaneous ad-
ministration for the treatment of patients aged 12 years or older
with a400-mgloading dose followed by 200 mg every 2 weeks
in adolescents (age, 212 to <18 years) with baseline body weight
less than 60 kg or a 600-mg loading dose followed by 300 mg
every 2 weeks in adolescents weighing 60 kg or more in the
United States with moderate to severe AD inadequately con-
trolled with topical prescription therapies or when those thera-
pies are not advisable.?? In addition, dupilumab is approved
for use in patients aged 12 years or older with moderate to se-
vere AD who are candidates for systemic therapy in the Euro-
pean Union and for certain patients with other type 2 inflam-
matory diseases, including asthma and chronic rhinosinusitis
with nasal polyps, in multiple countries.!®% Dupilumab has
also shown efficacy and safety in other type 2 immune dis-
eases, such as eosinophilic esophagitis,?® and is being inves-
tigated as a potential novel treatment in adolescents with eo-
sinophilic esophagitis®® and in younger children with AD,3!
asthma,>? and food allergy.>® We report results from a phase 3
trial on the efficacy and safety of dupilumab monotherapy in
adolescents with moderate to severe AD inadequately con-
trolled by topical therapies. The primary results from the phase
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Key Points

Question What is the efficacy and safety of dupilumab
monotherapy in adolescents with moderate to severe
inadequately controlled atopic dermatitis?

Findings In this randomized phase 3 clinical trial including 251
adolescents with moderate to severe atopic dermatitis, dupilumab
200 or 300 mg every 2 weeks and 300 mg every 4 weeks
resulted in a significant treatment response vs placebo following
16-week treatment, with an acceptable safety profile.

Meaning The findings appear to support the use of dupilumab for
the treatment of adolescents with moderate to severe atopic
dermatitis.

3trial reported herein led to FDA approval of dupilumab in this
patient population.??

. |
Methods

Study Design and Oversight

This randomized, double-blind, placebo-controlled, parallel-
group, phase 3 trial (R668-AD-1526, LIBERTY AD ADOL) was
conducted between March 21, 2017, and June 5, 2018, in 45
study centers (hospitals, clinics, and academic institutions) in
the United States and Canada. The trial protocol is available
in Supplement 1. The trial was conducted in accordance with
the Declaration of Helsinki,** International Conference on Har-
monization Good Clinical Practice guidelines, and applicable
regulatory requirements. The protocol was reviewed and ap-
proved by institutional review boards/ethics committees at all
centers. An independent data and safety monitoring commit-
tee monitored patient safety (unblinded) and integrity of study
results. For all patients, at least 1 parent or legal guardian pro-
vided written informed consent, and patients provided writ-
ten informed assent. Participants were reimbursed for travel
expenses.

Patients

Eligible patients were 12 years or older to younger than 18 years
with moderate to severe AD inadequately controlled by topi-
cal treatment or for whom topical treatment was medically in-
advisable. Patients had chronic AD, as per American Acad-
emy of Dermatology criteria3® for 1 year or more before
screening (detailed inclusion and exclusion criteria are given
in the eMethods in Supplement 2). Patient eligibility was as-
sessed during a 35-day screening period that involved wash-
out of prior medications.

Randomization and Blinding

Eligible patients were randomized (1:1:1) by an interactive voice
response system and stratified by baseline Investigator’s Global
Assessment (IGA) score (3 vs 4) and body weight (<60 kg vs =60
kg) to 16-week treatment with subcutaneous dupilumab ev-
ery 2 or every 4 weeks or placebo every 2 weeks (Figure 1). This
regimen was based on data from a phase 2b dose-ranging study
and 2 phase 3 studies in adults'>=*® and a study in patients aged
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Figure 1. CONSORT Diagram

295 Patients screened

(251 Patients randomized )

T

44 Excluded from study
42 Did not meet inclusion/
exclusion criteria
2 Withdrawal of consent

85 Placeho ‘ ‘ 84 Dupilumab every 4 wk?

5 Discontinued during
weeks 1-16
3 Lack of efficacy
2 Withdrawal of consent

3 Discontinued during
weeks 1-16
1 Physician decision
2 Withdrawal of consent

82 Dupilumab every 2 wk
43 Received 200 mg

39 Received 300 mg

3 Discontinued during
weeks 1-16

1 Lost to follow-up
2 Withdrawal of consent

OLE indicates open-label extension

‘ 80 Completed week 16 ‘ ‘

81 Completed week 16 ‘ ‘

79 Completed week 16 ‘ trial (NCT02612454).

l—‘—l

2 One patient in the every-4-week
dupilumab group who was

‘ 69 OLE ‘ ‘16 Non—OLE‘ ‘ 67 OLE ‘

‘ 17 Non-OLE ‘ ‘

randomized but did not receive

@ L ‘ treatment was included in the

‘ 17 Non-OLE ‘

efficacy, but not the safety, analysis.

6 to younger than 18 years.>” To account for differences in body
size from adults, a tiered weight-based regimen was studied.
In the dupilumab every-2-week group, patients weighing less
than 60 kg received 200 mg after a 400-mg loading dose on
day 1; patients weighing 60 kg or more received 300 mg after
a 600-mg loading dose on day 1. In the dupilumab every-4-
week group, all patients received 300 mg after a 600-mg load-
ing dose. To maintain blinding, all patients received injec-
tions every 2 weeks (dupilumab or placebo) from day 1; patients
in the dupilumab every-4-week group received placebo in the
weeks that dupilumab was not given (eMethods in Supplement
2 gives additional information on the blinding procedure).

Procedures

Patients applied moisturizers twice daily for 7 or more days be-
fore randomization and throughout the study. A 35-day screen-
ing period preceded initiation of the study drug. Systemic
nonsteroidal immunosuppressants, systemic or topical corti-
costeroids, topical calcineurin inhibitors, and topical crisab-
orole could be used only as rescue treatment by patients with
intolerable AD symptoms at the discretion of the investigator
(additional details in eMethods in Supplement 2). Patients who
completed the 16-week treatment period were eligible to par-
ticipate in an open-label extension study (R668-AD-1434,
LIBERTY AD PED-OLE, NCT02612454); patients not enrolling
in the open-label extension study were followed up for 12 ad-
ditional weeks.

Outcomes

Coprimary end points per European Medicines Agency feed-
back were the proportion of patients with IGA scores of O or
1 (as in other dupilumab trials,'® scores range from O to 4,
with higher scores indicating greater severity; the clinically
meaningful within-person change or response definition for
this scale has not been determined) and 2 or more points
improvement from baseline or 75% or more improvement
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from baseline in Eczema Area and Severity Index (EASI-75)
scale at week 16. Scores on the EASI range from O to 72, with
higher scores indicating greater severity, and a change of 6.6
has been estimated as the clinically meaningful within-
person change or response definition. The EASI-75 score
was a key secondary end point in the United States. Other
key secondary end points at week 16 were the percentage
changes from baseline in EASI and Peak Pruritus Numerical
Rating Scale (NRS), and proportion of patients with a
3-point or more or 4-point or more improvement from base-
line in Peak Pruritus NRS (assesses the maximum itch inten-
sity in the previous 24 hours on a scale ranging from O to 10,
with higher values indicating worse itching; clinically
meaningful within-person change or response definition is
4 points). Other secondary end points included 50% or
more or 90% or more improvement from baseline in EASI
(EASI-50/EASI-90) at week 16, percentage change in SCOR-
ing Atopic Dermatitis (combined score of investigator-
reported disease severity and affected body surface area
and patient-reported symptoms of itch and sleep loss;
scores range from O to 103, with higher scores indicating
greater severity; a change of 8.7 has been estimated as the
clinically meaningful within-person change or response
definition) and changes in Children’s Dermatology Life
Quality Index (scores range from O to 30, with higher scores
indicating greater effect on QoL; a clinically meaningful
within-person change or response definition is 6 points),
Patient-Oriented Eczema Measure (composite measure of
patient-reported symptoms including the effect of symp-
toms on sleep, evaluates frequency of symptoms, including
itch, and the effect of AD on sleep on a scale of O to 28, with
higher scores indicating greater severity; clinically meaning-
ful within-person change or response definition is 6 points),
and Hospital Anxiety and Depression Scale (HADS) scores
from baseline to week 16 (measures patient-reported symp-
toms of anxiety and depression on a scale from O to 42;
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scores on HADS-A [measuring anxiety] and HADS-D [mea-
suring depression] subscales range from O to 21, with higher
scores indicating a greater burden of anxiety or depression
symptoms; clinically meaningful within-person change or
response definition for this scale has not been determined;
recommended cutoff score for identifying patients with
anxiety or depression is 8) (eMethods in Supplement 2 gives
a full list of end points). Because adolescent patients with
AD have high rates of comorbid type 2 diseases, we also
explored the potential benefit of dupilumab in asthma,
allergic rhinitis, and food allergy in prespecified analyses.
The effect of dupilumab on asthma control in adolescent
patients with ongoing comorbid asthma was assessed by the
5-question version of the Juniper Asthma Control Question-
naire, whereas the effect of dupilumab on symptoms of
allergic rhinitis in adolescent patients with ongoing allergic
rhinitis was assessed by the Total Nasal Symptoms Score;
the summed Total Nasal Symptoms Score included the fol-
lowing 4 nasal symptoms: rhinorrhea, nasal congestion,
nasal itching, and sneezing, each rated on a O to 3 scale of
severity.

Serum was collected for pharmacokinetic evaluation and
biomarker analyses at various times during treatment. Safety
assessments included evaluation of treatment-emergent ad-
verse events, laboratory test measurements, and vital signs.
Safety end points included incidences of serious treatment-
emergent adverse events and nonherpetic skin infection.

Statistical Analysis

Randomization of 240 patients was planned (eMethods in
Supplement 2 indicates power calculations). The efficacy popu-
lation included all randomized patients. For the coprimary and
binary secondary end points, the Cochran-Mantel-Haenszel
test was used with adjustment for randomization strata (dis-
ease severity and weight group). Patients who withdrew from
the study or received rescue medication, as well as those with
other missing data, were counted as nonresponders at all sub-
sequent times, including week 16. For continuous end points,
data collected after rescue medication use were set as miss-
ing; subsequent missing data were imputed by multiple im-
putation. Sensitivity analyses were conducted for both bi-
nary and continuous end points (eMethods in Supplement 2).
A multiplicity adjustment approach (hierarchical procedure;
eMethods in Supplement 2) was used to control the overall type
T error rate at .05 for the primary and secondary end points for
the 2 dupilumab regimens vs placebo. Each hypothesis was for-
mally tested only if the preceding one was significant at the
2-sided .05 significance level.

The safety population was defined as all randomized pa-
tients who received 1 or more injection of the study drug. Phar-
macokinetic analysis included descriptive statistics of func-
tional dupilumab serum concentration at each measurement
point by dose. The association between functional dupil-
umab serum concentration and clinical response (IGA and EASI
scales) was assessed; eMethods in Supplement 2 gives addi-
tional details. All statistical tests were 2-tailed with a 5% level
of statistical significance. All analyses were performed using
SAS, version 9.2 or higher (SAS Institute, Inc).
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Results

Patients

Between April 7, 2017, and December 13, 2017, a total of 251
patients of 295 screened were randomized to dupilumab, 200
or 300 mg, every 2 weeks (n = 82; 43 received 200 mg and 39
received 300 mg); dupilumab, 300 mg, every 4 weeks (n = 84);
or placebo (n = 85). A high proportion of these patients (240
[95.6%]) completed the study treatment (Figure 1). Treat-
ment groups had similar baseline characteristics that re-
flected a substantial disease burden (eg, influence on QoL and
mental health) (Table 1). Overall, high proportions of 250 pa-
tients with available data (230 [92.0%]) had 1 or more comor-
bid type 2 diseases. Of the 250 individuals with data on spe-
cific conditions, 164 had allergic rhinitis (65.6%), 134 had
asthma (53.6%), 152 had food allergy (60.8%), and 106 had re-
ceived prior systemic therapy for AD (42.4%) (Table 1).

Coprimary Outcomes

Dupilumab achieved both coprimary end points. A signifi-
cantly higher proportion of patients reached EASI-75 at week
16 in both the every-2-week (34 [41.5%]) and every-4-week (32
[38.1%]) groups vs placebo (7 [8.2%]). Differences vs placebo
were 33.2% (95% CI, 21.1%-45.4%) for every 2 weeks and 29.9%
(95% CI, 17.9%-41.8%) for every 4 weeks (both regimens,
P <.001) (Table 2, Figure 2A). The proportions of patients
reaching IGA O or 1 at week 16 was also significantly higher with
every 2 weeks (20 [24.4%]) and every 4 weeks (15 [17.9%]) vs
placebo (2 [2.4%]). Differences vs placebo were 22.0% (95%
CI, 12.2%-31.9%) for every 2 weeks and 15.5% (95% CI, 6.7%-
24.3%) for every 4 weeks (both P < .001) (Table 2, Figure 2B).

Key Secondary Outcomes

Both dupilumab regimens significantly improved the first key
secondary end point: least-squares mean percentage change
from baseline to week 16 in EASI (every 2 weeks, -65.9; every
4 weeks, -64.8; placebo, -23.6). The least-squares mean per-
centage differences vs placebo were -42.3 (95% CI, -55.6 to
-29.0) for every 2 weeks and -41.2 (95% CI, -54.4 to -28.0)
for every 4 weeks (both regimens, P < .001) (Table 2, Figure 3A).
Significant improvement was also seen for the second key sec-
ondary end point: least-squares mean percentage change from
baseline to week 16 in Peak Pruritus NRS (every 2 weeks, -47.9;
every 4 weeks, -45.5; placebo, -19.0). The least-squares mean
percentage differences vs placebo were -29.0 (95% CI, -39.5
to -18.4) for every 2 weeks and -26.5 (95% CI, -37.5 to -15.6)
for every 4 weeks (both regimens, P < .001) (Table 2, Figure 3B).
The proportion of patients with 3 points or more or 4 points
or more improvement from baseline in Peak Pruritus NRS was
significantly higher with dupilumab than placebo at week 16.
Proportions of patients with at least 3-point improvement from
baseline at week 16 were the following: every 2 weeks, 48.8%;
every 4 weeks, 38.6%; and placebo, 9.4%. Proportions of
patients with at least 4-point improvement from baseline at
week 16 were the following: every 2 weeks, 36.6%; every
4 weeks, 26.5%; and placebo, 4.8% (Table 2, eFigure 1 in
Supplement 2).

JAMA Dermatology January 2020 Volume 156, Number1

47


https://jamanetwork.com/journals/jama/fullarticle/10.1001/jamadermatol.2019.3336?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2019.3336
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jamadermatol.2019.3336?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2019.3336
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jamadermatol.2019.3336?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2019.3336
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jamadermatol.2019.3336?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2019.3336
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jamadermatol.2019.3336?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2019.3336
https://jamanetwork.com/journals/jama/fullarticle/10.1001/jamadermatol.2019.3336?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2019.3336
http://www.jamadermatology.com/?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2019.3336

Dupilumab in Adolescents With Uncontrolled Moderate to Severe Atopic Dermatitis

Research Original Investigation

(panunuod)

(0°26) 0€T

(00TT-0£€) 059
(09v€-0'€70) 0°'TLT
(0°0000T-0°£96) 0°S8LE
(0°0879-0°080T) 0°0TET

(€£°96) 6L

(0Z1T-08€) 009
(0vve-0'€12) 0°LLT
(0°£156-0'669T) S'6ELE
(0°0T€L-0'7L6) 0°0¥6C

4(0°88) €£

(086-5¥€) 089
(0'29€-0"£2T0) §°SLT
(0°0000T-0°82£) 0°'T8YE
(0°05€5-0°0TTT) 0°S60T

(8'16) 8L

(0€TT-02€) 099
(0'TTE-0'€20) 0'65C
(0'TE60T-0°ET8) 0°E86E
(0°0009-0'02TT) 0°09TC

(%) "ON “U0131pu0d 1613]]e JUSLINDUOI TZ Y}M S)UdlIed
ri/3unod 11ydouisoa pooig

/N “(£0-T0) UBIPAW ‘UONEIIUIIUOD HJTT WINIBS
w/ny ‘(€0-T0) uerpawl ‘36] 18303 WNIdS

Jw/6d ‘(€0-TD) UeIpaW ‘JYVYL WnIdS

(08)sCT (08)9¢T (re)eet (84)9°11T 5(0S) ueaw ‘21035 SAVH 1e30L
(€9)01¢ (09)01C (59 11T (9 T1C ,(@s) ueaw ‘2103s W30d
(89)9°€T (T9)oer (L) 81 (L9)tret 5(Qs) ueaw ‘31035 010D
(Len)eoL (6°€1) 9°0L (T'#1) 8'69 (€€D) ¥'0L »(0S) uedw ‘21035 AYY0IS
(0°€0) 5799 (r'12) 098 (5°€0) 695 (Tv0) ¥'95 (@S) ueaw JUBIRAIOAUI YSE JUII3d
LnoL (ST)SL @15, 9T1)LL >(QS) ueaw ‘21035 SYN SNYLINId edd
(8'€9) S€T r'zs) ey (8'%S) 9¥ (T'%S) 9v 4
(T9r) 91T (9°L¥) 6€ (Tsv) 8 (6°5¥) 6€ €
(%) "ON ‘21035 Y9 YHm sjualied
(Tv1) §°5¢ (8°€T) €°6¢ (8'%1) 8'G€ (0+1) §'5€ ¢(QS) ueaw ‘a10s |Sy3
(Te)va (0¢e)ser (Te)eTr (e eer A*(as) ueaw ‘qy yo uoneing
(9°9) €'vC (6'2) 67T (6'9) T¥C (09)6°€T (as) ueaw ‘jnNg
(06v) €21 (9°'2v) 6€ (009) ¢ (v'6v) Ty 6 09=
(0°19) 81 (r'2s) € (0°09) T (9°09) €F 6 09>
(%) "ON ‘3ubiam
(00 Ts9 (5¥2) 9°59 (1°02) 859 (ST +'¥9 65 (asS) ueaw ‘y61aM
(1°51) 8¢ (CRa9kas (sT) €T (e'sT) €T uelsy
(0zr) 0€ (58) L (56)8 (9°£1) ST uedLIaWY Uedllyy 10)elg
(529) LT (6°59) S (5°59) 5§ (5°99) 8F AUUM
(%) "ON ‘a3eY
(€°81) 9% (6'ST) €T (8€0) 0C (e'sT) €T ou3eT 1o dluedsiy
(£°18) S0C (T¥8) 69 (T91) 9 (Lv8) e ouje 4o diuedsiH 10N
(%) oN ‘Ad1uyig
(0°69) 8¥1T (r'es) e (6°19) ¢S (¥'29) €5 (%) "ON ‘31w
(9°8%) tet (9°L¥) 6€ (v'9%) 6€ (8'19) v 81> 03 GT=
(¥'19) 6CT (r'es) ev (9°€9) St (T8h) 1 GT>03 712
K*(%) oN ‘aby
nsyt nsyt (CRINA2S (8T)G¥T A'(as) uesw ‘aby
(15T = u) suaned Ny (z8 =u) (8 =u)im A13n3 bur 0og qewnyidng (58 = u) ogadeld JnsiaeIRY)

Im z £12A3 Bw 00£/00z qewnyidng

sanisieIdRIRY) aseasiq pue soiydesSowaq auleseq °| 3|qeL

jamadermatology.com

JAMA Dermatology January 2020 Volume 156, Number1

48

//jamanetwork.com/ on 08/27/2022

https:

Downloaded From


http://www.jamadermatology.com/?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2019.3336

Original Investigation Research

Dupilumab in Adolescents With Uncontrolled Moderate to Severe Atopic Dermatitis

"SeIL 3sNp pue ‘pjow ‘syueld ‘sjewwiue ‘suoijedipat ‘s|dwiexs 10} ‘0] saiia|je SSpNU| |

‘syuaiied QG Uo a|qe|iee eleq |

‘syusnied €8 UO 3|qe|ieAe eleq
‘g sl uoissaidap Jo A1aixue yum syuaned
SulAy13uapl 10§ 81025 JJOIND PAPUSLULLIOIDI BY | "PAUILLIIBP UDDQ 10U SeL| 9]eds S} J0j uoniulyap asuodsal 10
a3ueyd uossad-uiyum [njSulueaw Ajjediuld ay3 ‘swoidwAs uoissaidap Jo A1aIxue jo usping Jaiesss e Sunedipul
591025 12YSIY Ym ‘|z 01 O wouy aduel sajeasqns (uoissaidap Surinsesw) g-SavH pue (A1eixue Sulinseau)
V-SAVH UO $91025 ‘74, 01 O WO} 9|eds e uo uoissaldap pue Ayaixue jo swoidwAs pajiodas-jusiied sainsespy g

'syulod g S| uonuep asuodsal 1o a8ueyd uostad-uiyum [nySujuesu
Ajjeanp ay3 ‘Ayanas 193eal8 Sunedipul sa102s JaySiy Yim ‘8z 03 O 4O 9|eds e uo das|s uo gy JO 1994J9 ay3 pue
(8uiyoy Buipnpur) swoidwiAs Jo Aouanbaiy ay3 sajen|eAs ‘swoldwiAs payiodai-juaiied Jo dnseaw aysodwo)
‘sjuiod g si uonuap asuodsal 1o a8ueyd uosiad-uiyum jnySuluesw Ajjediulp sy
700 U0 10942 191ea.8 Suiiesipul $9102s 1aySiy YIm ‘0€ 03 O JO 9|edS B L0 70D pale|a.-yi|eay saienjead ,
‘uonulyap asuodsal 10 d3ueyd uosiad-uiyum [nySuruesiu Ajjediuld a3 Se pajeLlilsa ussq

sey /' J0 a8uep e :Aj1aAss 1918318 Sunedipul $9102s 1aySiy yum '€QL 03 O Wwoly 98uel s9103s !sso| das|s pue Yoy

4o swoidwiAs pajiodal-jusiied pue ySg paidaye pue A111aAas aseasip paiiodal-103es1isaAul JO 3103s paulquio)
'sjulod 4 Sl uoUIRp dsuodsal
1o 93ueypd uosiad-uiyum jnySuiuesw Ajjeaiuld sy “Suiyoy asiom Sunedipul sanjea 1aysSiy yum ‘gL 03 O Woy

SuiSuel aeds e uo sinoy 4, snoinaad ay3 Ul ANsusiul YD} WNWIXew sy} S9ssasse 1eyl ainseaw pajiodal-jusied 5
"PaUILLLIBISP U3 J0U Sey 3|eds Sy Joj uoniulap asuodsal 1o aueyd

uosiad-uiyum [nySuiueaw Ajesiul|d ay3 *A31aAss 193ea18 Suredipul $9103s 1331y Yim “ 03 O Woly 33uel S31035 4
‘uoijulap asuodsal Jo a8ueyd uosiad-uiyum |nySuluesw Ajesiuld ayy

SE PajewIse uaaq sey 99 o aSueyd e 'Aianss Ja1ealsd Suiiedipul $a402s JaySiy Yyim ‘gz 01 O Woly a8uel Sa1ods ,

£910°0 Aq Adiynw

‘193] Jad sjeIexo.o1w 01 5a7:100°0 Aq Aldijnw ‘) Jad (01 03 S|IydouISOa 1I9AUOD O] 510308} UOISISAUOD |S

"aupjowayd paie|ngal-uoeAilde

pue snwAu3 ‘JYV] ‘shewsg didoly Surd0ds ‘avy0Ds B4 Jo Aujenb 70D aj1uenb paiyy ‘€D ‘oj11enb

15114 "D ‘2INSea|\ BWSZDT PaURLIQ-1UBNed ‘NI0d ‘91eds Suney [earawin ‘SYN ‘aseuagolpAysp a1e1de| ‘Ha

'JUBLLISSASSY [BGO|D S,103eS1IS9AU| ‘YD) ‘B]edS uolssaldaq pue A1aixuy [e)dsoH ‘'SavH ‘xapul A11aAas pue

ealy BWIZ27 ‘|SYT xapu| AyenD 8417 ASojojewaq s,uaJpliyd 101a) ‘eale adepns Apoq 'ysg !(pasenbs sisiaw

ur 3ySiay Aq papiaip sweiSojp| ul 1ySiom se paie|ndjed) xapul ssew Apoq ‘[Ng ‘siiew.ap didole ‘qy :SuoleinaIqqy

(T € roe (Tt
(¥'01) 9 (zer) ot (0zr) 01
(8'¢1) e (TLT) ¥1 (T 9

(80) ¢ 0 @t
(8'00) ¢S (r'v2) 0T (1°81) ST
(9'£2) 69 (9's) 1z (§2e) Lt

(r'tv) 901 (L'ty) s€ 4(8'5¥) 8¢
(T69) €L1 (£'02) 8 (6€9) €5
ro)T (Tn1 0
(ORXS roe (Tn1
(9°2) 6T (€09 (K]
(8'80) tL (8'97) T (L€g) 8t
(8'20) LS (r'v2) 0T (€50 1¢
(8'09) zsT (r'€9) Ts (Lz9)es
(9°€9) €T (1°99) 9% (9°09) tv
(9°99) ¥91 (0°2L) 65 (8°£9) 8%

0 a1ejouaydodApy
(T0)9 21eX3.130U33\
(Tv1) 1 au10dso)aA)
(TD1 auldoiyyezy
(0°00) L1 sjuessalddnsountutu 1epI0IaISUoN
(Lvo)1e SP101215031310)
(8°'8¢) €€ (%) "ON ‘ay 104 suol3edIpawW d1Wa3SAS Jolid BulAIRIR SJUdIIRd
(6'24) 79 sa1b1a)e a0
0 si316eydosa J1iydouiso3
roe sdAjod jesen
(T8) L s1IsnuISoUly DUy
(6'50) Tt SaAIH
(8'81) 91 SIIAIUN[UOD J16Ia)Y
(5'99) 81 ABJae poo
(T'v5) 9 BLILISY
(1°29) LS siuIYd 21619y

(152 = u) syuaned v (z8=u) (8 =u)m A19n3 bw 0o€ qewnyidng

M z £19A3 B 00€/00T qewnyidng

(58 = u) ogade)d JnsuRpeIRy)

(panunuod) sanisieldeley) asessiq pue soiydesSowaq auldseq °| d|qeL

49

JAMA Dermatology January 2020 Volume 156, Number1

jamadermatology.com

//jamanetwork.com/ on 08/27/2022

https:

Downloaded From


http://www.jamadermatology.com/?utm_campaign=articlePDF%26utm_medium=articlePDFlink%26utm_source=articlePDF%26utm_content=jamadermatol.2019.3336

Research Original Investigation

Dupilumab in Adolescents With Uncontrolled Moderate to Severe Atopic Dermatitis

Table 2. Efficacy Outcomes?

Placebo Dupilumab 300 mg Dupilumab 200/300 mg
Outcome (n = 85) Every 4 wk (n = 84) Every 2 wk (n = 82)
Patients with IGA 0 or 1 score at week 16, No. (%) 2(2.4) 15 (17.9)° 20 (24.4)°

Difference vs placebo, % (95% CI) NA 15.5(6.7-24.3) 22.0(12.2-31.9)
Patients with EASI-75 score at week 16, No. (%) 7 (8.2) 32(38.1)° 34 (41.5)°

Difference vs placebo, % (95% Cl) NA 29.9(17.9-41.8) 33.2(21.1-45.4)

EASI score at baseline, mean (SD)¢ 35.5(14.0) 35.8 (14.8) 35.3(13.8)
EASI score at week 16, mean (SD)© 24.1 (15.5) 12.3(11.1) 13.0(12.6)
Percent change from baseline to week 16 in EASI score, LS mean (SE) -23.6 (5.5) -64.8 (4.5)° -65.9 (4.0)°

Percent difference vs placebo, LS mean (95% Cl) NA -41.2 (-54.4t0-28.0) -42.3(-55.6t0-29.0)

Weekly average of daily Peak Pruritus NRS score at baseline, mean (SD)© 7.7 (1.6) 7.5(1.8) 7.5(1.5)
Weekly average of daily Peak Pruritus NRS score at week 16, mean (SD)“ 6.0(2.3) 4.0(2.7) 3.9(2.2)
Percent change from baseline to week 16 in weekly average of daily Peak Pruritus -19.0 (4.1) -45.5 (3.5)° -47.9 (3.4)°

NRS score, LS mean (SE)

Percent difference vs placebo, LS mean (95% Cl) NA -26.5(-37.5t0-15.6) -29.0(-39.5t0-18.4)
Proportion of patients with >3-point improvement (reduction) from baseline to 8/85(9.4) 32/83 (38.6)° 40/82 (48.8)°
week 16 in weekly average of daily Peak Pruritus NRS, No./No. available (%)

Difference vs placebo, % (95% Cl) NA 29.1(17.0-41.3) 39.4(26.9-51.8)
Proportion of patients with 24-point improvement (reduction) from baseline to 4/84 (4.8) 22/83(26.5)° 30/82 (36.6)°
meviléellfly average of daily Peak Pruritus NRS, No./No. available (%)

Difference vs placebo, % (95% Cl) NA 21.7 (11.2-32.3) 31.8(20.5-43.2)
Patients with EASI-50 score at week 16, No. (%) 11 (12.9) 46 (54.8)° 50 (61.0)°

Difference vs placebo (95% CI) NA 41.8(29.0-54.6) 48.0 (35.3-60.8)
Patients with EASI-90 score at week 16, No. (%) 2(2.4) 16 (19.0)° 19 (23.2)°

Difference vs placebo (95% CI) NA 16.7 (7.7-25.7) 20.8 (11.1-30.5)

Time to onset of end point
Peak Pruritus NRS score improvement =3 points NA
Median (95% Cl), wk NC 6.0 (5-11)¢ 5.4 (4-8)°
Hazard ratio (95% Cl) NA 1.9(1.2-2.8) 2.2(1.5-3.4)
Peak Pruritus NRS score improvement 24 points
Median (95% ClI), wk NC 11.0 (6-NC) 11.4 (9-NC)
Hazard ratio (95% Cl) NA 2.3(1.4-3.9)¢ 2.40 (1.5-4.0)°
Percent BSA at baseline, mean (SD)“ 56.4(24.1) 56.9(23.5) 56.0(21.4)
Percent BSA at week 16, mean (SD)© 42.1(25.4) 23.4(19.9) 26.4 (25.4)
Change in percent BSA from baseline to week 16, LS mean (SE) -11.7.(2.7) -33.4(2.3)° -30.1(2.3)°

Difference vs placebo, LS mean (95% CI) NA -21.8(-29.0to-14.6) -18.4(-25.1t0-11.8)
SCORAD at baseline, mean (SD)© 70.4 (13.2) 69.8 (14.1) 70.6 (13.9)

SCORAD at week 16, mean (SD)“ 53.1(19.7) 35.8(17.8) 34.9(18.6)
Percent change from baseline to week 16 in SCORAD score, LS mean (SE) -17.6 (3.8) -47.5(3.2)° -51.6 (3.2)°

Percent difference vs placebo, LS mean (95% Cl) NA -29.9(-40.0t0-19.8) -34.0(-43.4t0-24.6)
CDLAQI score at baseline, mean (SD)© 13.1(6.7) 14.8 (7.4) 13.0(6.2)

CDLQI score at week 16, mean (SD)¢ 7.9 (6.5) 5.2(5.1) 5.0(4.1)
Change from baseline to week 16 in CDLQI score, LS mean (SE) -5.1(0.6) -8.8(0.5)° -8.5(0.5)°

Difference vs placebo, LS mean (95% CI) NA -3.7(-5.2t0-2.2) -3.4(-5.0t0-1.8)
POEM score at baseline, mean (SD)© 21.1(5.4) 21.1(5.5) 21.0(5.0)

POEM score at week 16, mean (SD)© 16.2 (8.3) 11.2(7.4) 10.8 (6.9)
Change from baseline to week 16 in POEM score, LS mean (SE) -3.8(1.0) -9.5(0.9)° -10.1(0.8)°

Difference vs placebo, LS mean (95% CI) NA -5.7(-8.2t0-3.2) -6.3 (-8.6 to -4.0)
Change from baseline to week 16 in weekly average of daily Peak Pruritus -1.5(0.3) -3.4(0.3)® -3.7(0.3)®
NRS score,

LS mean (SE)

Difference vs placebo, LS mean (95% Cl) NA -1.9(-2.7to-1.1) -2.2(-2.9to-1.4)
Percent change from baseline to week 4 in weekly average of daily Peak Pruritus -12.5(3.1) -33.1(3.1)° -34.7 (3.0)°
NRS score, LS mean (SE)

Percent difference vs placebo, LS mean (95% Cl) NA -20.6(-29.1to-12.1) -22.2(-30.6t0-13.9)
Total HADS score at baseline, mean (SD)“ 11.6 (7.8) 13.3(8.2) 12.6 (8.0)
Total HADS score at week 16, mean (SD)© 8.4 (7.6) 7.6(7.2) 8.5(8.2)
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Table 2. Efficacy Outcomes® (continued)

Placebo Dupilumab 300 mg Dupilumab 200/300 mg
Outcome (n = 85) Every 4 wk (n = 84) Every 2 wk (n = 82)
Change from baseline to week 16 in total HADS score, LS mean (SE) -2.5(0.8) -5.2 (0.7)f -3.8(0.7)°
Difference vs placebo, LS mean (95% Cl) NA -2.7 (-4.8t0-0.6) -1.3(-3.3t00.8)
Proportion of patients with reduction of weekly average of daily Peak Pruritus 4/84 (4.8) 17/83 (20.5)" 18/82 (22.0)'
NRS score =4 points from baseline at week 4, No./No. available, %
Difference vs placebo, LS mean (95% Cl) NA 15.7 (5.9-25.5) 17.2(7.1-27.2)

Abbreviations: BSA, body surface area; CDLQI, Children’s Dermatology Life
Quality Index; EASI, Eczema Area and Severity Index; EASI-50, 50%
improvement from baseline in EASI score; EASI-75, 75% improvement from
baseline in EASI score; EASI-90, 90% improvement from baseline in EASI score;
HADS, Hospital Anxiety and Depression Scale; IGA, Investigator's Global
Assessment; LS, least squares; NA, not applicable; NC, not calculable;

NRS, Numerical Rating Scale; POEM, Patient-Oriented Eczema Measure;
SCORAD, Scoring Atopic Dermatitis.

2 Explanation of test scoring is given in Table 1footnotes.
bp<.001.

< All observed data values regardless of rescue treatment use.
dp=.003.

¢p=.001.

f Nominal P = .01.

&Nominal P = .22.

"Nominal P = .003.

i Nominal P < .001 vs placebo.

Figure 2. Proportion of Patients Achieving Coprimary End Points Over Time to Week 16
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A, Patients achieving 75% or more improvement from baseline in Eczema Area and Severity Index (EASI-75). B, Patients achieving Investigator’s Global Assessment

(IGA) scores of O or 1.
2P < .001vs placebo.

For the primary and key secondary outcomes, sensitivity
analyses (last observation carried forward for imputation of
missing data, or all observed data regardless of rescue treat-
ment use) were consistent with the primary analysis, demon-
strating that efficacy was robust irrespective of imputation
method used. For example, for patients receiving dupilumab
every 2 weeks, differences vs placebo for least-squares mean
percentage change from baseline to week 16 in EASI were -34.9
(95% CI, —44.8 to -25.1; P < .001) using all observed data re-
gardless of rescue treatment use, and -46.0 (95% CI, -56.8 to
-35.3; P < .001) using the last observation carried forward for
imputation of missing data (eFigure 2, eFigure 3, eTable 1in
Supplement 2).

Other Secondary Outcomes

The time to onset of improvement in Peak Pruritus NRS was
significantly shorter in the dupilumab than placebo groups
(Table 2). The least-squares mean percentage change from base-
line to week 4 in Peak Pruritus NRS was significantly greater
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with both dupilumab regimens vs placebo (every 2 weeks,
-34.7; every 4 weeks, -33.1; placebo, -12.5) (Table 2, Figure 3B),
and a greater proportion of dupilumab-treated patients than
placebo-treated patients had 4 points or more improvement
in Peak Pruritus NRS at week 4 (prespecified time point) (ev-
ery 2 weeks, 22.0%; every 4 weeks, 20.5%; placebo, 4.8%)
(Table 2, eFigure 1in Supplement 2). Significantly higher pro-
portions of patients treated with both dupilumab regimens
reached EASI-50 and EASI-90 at week 16 (EASI-50: every 2
weeks, 61.0%; every 4 weeks, 54.8%; placebo, 12.9%; EASI-
90: every 2 weeks, 23.2%; every 4 weeks, 19.0%; placebo, 2.4%)
(Table 2). Both dupilumab regimens also significantly im-
proved SCORing Atopic Dermatitis results at week 16 (Table 2);
reduced frequency of patient-reported AD symptoms (includ-
ingitch and sleep loss) and improved QoL significantly vs pla-
cebo measured by Patient-Oriented Eczema Measure (least-
squares mean changes from baseline to week 16: every 2 weeks,
-10.1; every 4 weeks, -9.5; placebo, -3.8), and Children’s Der-
matology Life Quality Index scores (least-squares mean changes
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Figure 3. Least-Squares (LS) Mean Percentage Changes and LS Mean (SE) Changes From Baseline to Week 16

® Placebo (n=85)

Dupilumab 300 mg every 4 wk (n=84)

A Dupilumab 200/300 mg every 2 wk (n=82)
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2P <.001vs placebo.

from baseline to week 16: every 2 weeks, -8.5; every 4 weeks,
-8.8; placebo, -5.1) (Table 2, Figure 1C,D). Improvements in
total HADS score were numerically greater with dupilumab
than placebo and with every-4-week than every-2-week regi-
mens (every 2 weeks, -3.8; every 4 weeks, -5.2; placebo, -2.5)
(Table 2). In addition, the proportion of patients requiring res-
cue medication was higher in the placebo group than the du-
pilumab groups (every 2 weeks, 20.7%; every 4 weeks, 32.1%;
placebo, 58.8% (eFigure 4 in Supplement 2).

Additional Efficacy Analyses

Because the dupilumab every-2-week dose was based on
body weight, efficacy was assessed by body weight sub-
group (<60 kg vs 260 kg). In both subgroups, dupilumab-
treated patients were more likely than placebo-treated
patients to have IGA O or 1, EASI-75, or 4-point or more
improvement in Peak Pruritus NRS at week 16 and to
achieve greater improvement in least-squares mean per-
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centage change from baseline to week 16 in EASI. For
example, in patients receiving dupilumab every
2 weeks, the rates at week 16 for IGA O or 1 were 30.2% Vs
2.3% for placebo in those weighing less than 60 kg, and
17.9% vs 2.4% in patients weighing 60 kg or more; for EASI-
75, rates were 46.5% vs 7.0% for placebo in patients weigh-
ing less than 60 kg, and 35.9% vs 9.5% for placebo in
patients weighing 60 kg or more (eFigure 5 in Supple-
ment 2). In both weight groups, the every-2-week regimens
generally provided numerically superior responses com-
pared with the every-4-week regimen on all prespecified
end points except EASI-75 and mean percentage change in
EASI, for which each dose regimen provided comparable
responses (eFigure 5 in Supplement 2).

Pharmacokinetic Analyses
Pharmacokinetic analysis was conducted on 249 patients. At
week 16, steady state mean trough concentrations of func-
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Table 3. Adverse Events During the Study Treatment Period

Adverse Events

No. (%)

Dupilumab 300 mg
Every 4 wk (n = 83)

Dupilumab 200/300 mg

Placebo (n = 85) Every 2 wk (n = 82)

Patients with TEAE
Patients with TEAE leading to discontinuation of study drug permanently
Serious TEAE
Death
Most common TEAES®
Dermatitis atopic (PT)
Skin infections (adjudicated)
Skin infections excluding herpetic skin infections (adjudicated)
Upper respiratory tract infection (PT)
Headache (PT)
Conjunctivitis®
Nasopharynagitis (PT)
Infections and infestations (S0C)©
Injection-site reactions (HLT)
Herpes viral infections (HLT)

59 (69.4) 53 (63.9) 59 (72.0)
1(1.2) 0 0

1(1.2) 0 0

0 0 0
21(24.7) 15(18.1) 15(18.3)
17 (20.0) 11(13.3) 9(11.0)
16 (18.8) 8(9.6) 8(9.8)
15 (17.6) 6(7.2) 10(12.2)
9(10.6) 4(4.8) 9(11.0)
4(4.7) 9(10.8) 8(9.8)
4(4.7) 9(10.8) 33.7)
37 (43.5) 38 (45.8) 34 (41.5)
3(3.5) 5(6.0) 7(8.5)
3(3.5) 4(4.8) 1(1.2)

Abbreviations: HLT, high-level term; PT, preferred term; SOC, system organ
class; TEAE, treatment-emergent adverse event.

@ Adverse events reported according to the Medical Dictionary for Regulatory
Activities (MedDRA)>® preferred term occurring in 5% or more of patients in
any treatment group.

®|ncludes MedDRA PTs atopic keratoconjunctivitis, conjunctivitis, conjunctivitis
allergic, conjunctivitis bacterial, and conjunctivitis viral.

€ The SOCs according to MedDRA.

tional dupilumab were approximately 3-fold higher in pa-
tients receiving dupilumab, 200 or 300 mg, every 2 weeks (54.5
mg/L) than those receiving dupilumab, 300 mg, every 4 weeks
(19.8 mg/L) (eFigure 6A in Supplement 2). Many patients re-
ceiving the every-4-week regimen, particularly those of greater
body weight, had trough concentrations at or near the lower
limit of quantification (eFigure 6B in Supplement 2). The du-
pilumab every-2-week regimen achieved similar exposure in
patients with body weight less than 60 kg (200 mg) (mean [SD],
51.3 [24.2] mg/mL); and 60 kg or more (300 mg) (mean [SD],
57.9[30.0] mg/mL); with dupilumab, 300 mg, every 4 weeks,
trough concentrations were lower in patients weighing 60 kg
or more (mean [SD], 13.1 [11.9] mg/mL) than in those weigh-
ingless than 60 kg (mean [SD], 27.2 [16.1]1 mg/mL); and in those
in the upper weight ranges (eFigure 6B,C in Supplement 2).
A positive exposure-response association was observed; higher
dupilumab trough concentrations were associated with a
higher proportion of patients having IGA O or 1 and a greater
percentage change from baseline in EASI (eFigure 7 in
Supplement 2).

Biomarker Analyses

Both dupilumab groups showed reductions from baseline in
blood eosinophil count and significant suppression of blood
lactate dehydrogenase level, serum thymus and activation-
regulated chemokine (TARC) (also known as CCL17), and total
IgE concentrations compared with placebo. For example, for
the patients receiving dupilumab every 2 weeks, the differ-
ence in median change from baseline to at week 16 in total IgE
concentrations vs placebo was -2524.0 kU/L (95% CI, -3579.0
to -1783.6 kU/L) (eFigure 8, eTable 2 in Supplement 2).
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Efficacy in Comorbid Conditions

At week 16, patients with comorbid asthma or allergic rhinitis
showed numerically greater improvement in asthma control
(measured by least-squares mean changes from baseline in the
Juniper Asthma Control Questionnaire) (for the patients re-
ceiving dupilumab every 2 weeks, least-squares mean differ-
ence vs placebo at week 16 was -0.58; 95% CI, -1.07 to —0.10)
and numerically greater reduction in symptoms of allergic rhi-
nitis (measured by least-squares mean changes from baseline
in the Total Nasal Symptom Score) with dupilumab vs pla-
cebo (for the patients receiving dupilumab every 2 weeks, the
difference inleast-squares mean change from baseline at week
16 vs placebo was -0.81; 95% CI, -2.74 to 1.12) (eTable 3 in
Supplement 2). Dupilumab also significantly suppressed IgE
concentrations for specific food allergens (cow’s milk, egg
white, and peanut) and aeroallergens (cat dander and dust mite)
at week 16. For example, for patients receiving dupilumab
every 2 weeks, the difference in median percentage change
from baseline at week 16 vs placebo for suppressed IgE con-
centrations for peanut allergens was -53.9% (95% CI, -63.2%
to -41.5%) and for cat dander was -55.2 (95% CI, -66.8 to -42.7)
(eTable 4 in Supplement 2).

Safety

The incidence of treatment-emergent adverse events was simi-
lar across treatment groups (Table 3).3® One patient (placebo
group) discontinued treatment owing to an adverse event
(AD exacerbation) unrelated to the study drug. One serious ad-
verse event (appendicitis) was reported in the placebo group.
Incidence of infections was similar across treatment groups;
nonherpetic skin infection rates were numerically lower in the
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dupilumab vs placebo groups (every 2 weeks, 8 patients [9.8%];
every 4 weeks, 8 [9.6%]; placebo, 16 [18.8%]) (Table 3). Inci-
dence of conjunctivitis was higher in the dupilumab vs pla-
cebo groups (every 2 weeks, 8 patients [9.8%]; every 4 weeks,
9[10.8%]; placebo, 4 [4.7%]), as well as injection-site reactions
(every 2 weeks, 7 patients [8.5%]; every 4 weeks, 5[6.0%]; pla-
cebo, 3 [3.5%]), with a dose-dependent increase in injection-
site reactions (Table 3, eTable 5in Supplement 2). None of these
events was serious or severe or led to treatment discontinua-
tion. No deaths occurred during the study.

|
Discussion

In adolescents with moderate to severe AD, 16-week dupil-
umab monotherapy compared with placebo resulted in sta-
tistically significant and clinically meaningful improvements
in signs and symptoms of AD, including itch and sleep, and QoL.

While the every-2-week and every-4-week regimens had
similar safety, the every-2-week regimen was numerically su-
perior in most categorical efficacy end points, including the
proportion of patients with IGA O or 1. Pharmacokinetic data
support the every-2-week dosing approval, as this dose pro-
vided higher dupilumab trough concentrations—a factor as-
sociated with greater efficacy. The tiered weight-based every-
2-week regimen normalized exposure in patients with body
weight less than 60 kg and 60 kg or more; dupilumab was more
effective than placebo in both subgroups, and results in pa-
tients weighing less than 60 kg were at least comparable to
those in patients weighing 60 kg or more in all key efficacy
measures. These data, therefore, support tiered weight-
based dosing.

Compared with the adult AD population of the LIBERTY AD
SOLO 1 and SOLO 2 phase 3 trials,'° this adolescent population
had higher baseline disease severity, rates of atopic comorbidi-
ties, and median serum total IgE concentrations (eTable 6 in
Supplement 2). The placebo-adjusted response in the adoles-
cent every-2-week group was greater than or comparable to that
in the adult every-2-week group for all primary and key sec-
ondary end points, except IGA O or 1, which was lower in ado-
lescents (eTable 7, eFigure 9 in Supplement 2). A higher pla-
cebo response was observed in adults compared with
adolescents (eTable 7, eFigure 9 in Supplement 2). The cumu-
lative proportion of patients needing rescue treatment in the
dupilumab every-2-week and placebo groups was higherin ado-
lescents than in adults (eFigure 10 in Supplement 2). Safety re-
sults were generally similar in adolescents and adults; in both
groups, dupilumab was associated with increases in injection-
site reaction and conjunctivitis, and with reductions in
nonherpetic skin infections (eTable 8 in Supplement 2).

Evaluation of dupilumab efficacy in adolescents with
AD, separately from adult patients, was necessary given the
possible mechanistic differences in disease mediators
between these patient populations. The efficacy and safety
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results were consistent between the adolescent and adult
AD populations, in particular, the marked improvements in
mean percentage change in EASI, which is the most power-
ful continuous measure reflecting disease improvement.
Although the unadjusted response rates on categorical mea-
sures were lower in adolescents than adults, this difference
could be explained by the greater disease severity in adoles-
cents at baseline, which is also reflected in the lower pla-
cebo response rates for adolescents and the higher use of
rescue medication.

These results suggest that IL-4/IL-13 are fundamental me-
diators of AD in both patient populations and further distin-
guish dupilumab as a targeted immunomodulator that lacks
broad immunosuppressive effects. This finding is further sup-
ported by the marked suppression by dupilumab observed
using measures of systemic type 2 inflammation that are known
to correlate with AD severity (eg, serum TARC, total IgE, and
LDH concentration°-4?), as was seen in adults. Furthermore,
the dupilumab-mediated improvements observed in comor-
bid conditions, such as asthma and allergic rhinitis, support
the role of IL-4/IL-13 in these diseases. We also observed sig-
nificant suppression of allergen-specific IgE concentrations for
aeroallergies by dupilumab, which was consistent with the re-
ported role of IL-4 in allergic asthma.*® The efficacy of dupi-
lumab on comorbid atopic conditions will be reported in a fu-
ture study of the adult population with AD.

Limitations

This trial has limitations. These limitations include the rela-
tively short treatment period (16 weeks) and the fact that du-
pilumab was not assessed in combination with other medica-
tions (eg, topical corticosteroids), as was done in some of the
dupilumab trials in adults.?°

. |
Conclusions

Dupilumab monotherapy resulted in statistically significant
and clinically meaningful improvements in disease signs and
symptoms, including pruritus and sleep loss, and a positive ef-
fect on QoL. The every-2-week regimen was numerically su-
perior to the every-4-week regimen on categorical end points.
Dupilumab had an acceptable safety profile and the placebo-
adjusted efficacy and safety in adolescents with moderate to
severe AD were similar to those in adults. To our knowledge,
this trial is the largest to date of a systemic treatment for pe-
diatric AD and the first confirmatory trial showing a favor-
able benefit-to-risk profile of a monoclonal antibody in this pa-
tient population with high unmet medical need. The findings
provide evidence of the importance of targeted type 2 cyto-
kine blockade, in particular IL-4/IL-13, in reducing the clini-
cal severity and extensive effect of AD in adolescents, with the
potential to simultaneously address the high burden of type
2 comorbidities.
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