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Stepped-care plan for children and adolescents with atopic eczema

o)y Ot

+ Add antiseptic/zntibiotic /antiviral fantifunga| Comines misssire red ded below and e ect from [if appropeste):

treatment in cases of infections

= Consider compliance and dizgnosis, if thempy has

insuffident effect mej‘e in tense for 2 16years in hosnse far 26 years in licenssfor = 12 years

+ Refer to Table 2 in part 2 of the guideline for 7
T | AZA + | mMTXP
TCS classes recommended

I aphia betical or dor

Continie measr s neoommended below and selsct from (if appropriate):

MNB-UWEB }
moderate + and medium
proactive proactive dose UVAL! Cﬂl-ll'lﬂm'lg

Conith o below and sl ect from (if appropriate
mrild TC52 TC® t ‘ wet wraps
. oldance of
baseline " educational
th Erﬂp‘f kaily, in sufficient quantity and sdjust aEI:erger:s

freqguency to dogres of skin drynes

s much & possible in programimes
Seend tidend i ents

referto guideline text for restrictions, * licensed indication, *off-labeltreatment

A4 (dark green) strong recommendation for the use of anintervention/ T (light green} weak recommendation forthe use of an intervention

Fordefinitions of disease severity, acute, reactive, proactive see section Vil and section ‘Introduction to systemic treatment’ of the EuroG uibDerm Atopic Eczema
Guideline

Al fA=azathioprine; OyA=ciclospann; Dupi=dupilumab; MTX=methotrexate; T O =topical calcineurin inhibitors; TCS= topical corticostemids; Upas upadacitinib;
UvAL=ultraviolet AL NB-UVB=narrow-band utmviolet B

a
. EALEY

¥ 2 abslansons

Symbols  Implicetions (adapted from GRADE ')

_ ‘We balieve tiat all or simaost all miormed people would make that choloe .

1 We balieve !at most informed people would make fhat choioe, bat a substantial number would not.

o We cannot make a recommendstion.

i We balieve tat most informed people would make & choice aganst fiat infenvention, but a substantial number wouild not
_ We belbeve mat all or 2imost all miormed peopis would make 8 choice BO2INET That chowe.
i_ No recommen daton .

Figure 2 Stepped-care plan for children and adolescents with AE.

4) Harrison's Principles of Internal Medicine, 2le. 2022. Chapter 350: Mechanisms of Regulation and Dysregulation of the

Immune System

5) Goodman & Gilman's: The Pharmacological Basis of Therapeutics, 14e. 2023. Chapter 75: Dermatological Pharmacology

6) A Wollenberg, et al. European guideline (EuroGuiDerm) on atopic eczema: part I — systemic therapy. J Eur Acad Dermatol

Venereol. 2022 Sep;36(9):1409-31.

7) A Wollenberg, et al. ETFAD/EADV Eczema task force 2020 position paper on diagnosis and treatment of atopic dermatitis in

adults and children. J Eur Acad Dermatol Venereol. 2020 Dec;34(12):2717-44.
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Figure 2. Proportion of Patients Achieving Coprimary End Points Over Time to Week 16

| & | Patients achieving EASI-75 B | Patients achieving 1GA Dor
| A| Pati hieving EASI-75 (B| Pati ieving IGADor 1
100 100

@ Placebo (n=85)
B0 Cupitumab 300 mg every 4 wk (n=84} a0
A Dupitumab 200/300 mg every 2 wk {(n=82)
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= =
& 60 o 804
T =X
e g
= A =
= 404 e e U | = 40
g s J 1 |
o § - = a
= 4 —
T 20 .. Z 20 — e -
g 1 i a
.- ______-.--——-—. F - i
e —_= Mt e— o .
0 2 4 [ B 10 12 14 15 0 2 4 [ 8 10 12 14 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
(IcA) scores of Dor 1.

* P« 001vs placebo.

- (SFMAM) MEEZFOM ZAoUH(g2w, 9.8%; qgdw, 10.8%; placebo,
4.7%), A B9 BFS(g2w, 8.5%; g4w, 6.0%; placebo, 3.5%) A
HE0|] O =¢on, H|F2HAM "8 ZE2 O 9 LEFE (92w,

I AA

9.8%; g4w, 9.6%; placebo, 18.8%).

8) Simp

son EL, et al. Efficacy and Safety of Dupilumab in Adolescents With Uncontrolled Moderate to Severe Atopic Dermatitis:

A Phase 3 Randomized Clinical Trial. JAMA Dermatol. 2020 Jan 1;156(1):44-56.

9) 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)

10) Investigator’s Global Assessment, scores range from O to 4, with higher scores indicating greater severity
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Hg.4 Efficacy outcomes from PSBL through week 52 by patient Area and Severity Index, EASI-75 patients achieving a = 7T5% reduc-

baseline weight. Proportion of patients achieving (a) IGA 0/1 or (b) tion in EASI compared with PSBL, JGA Investigator’s Global Assess-
EASL-75, and (¢) mean % change in EASL BL baseline. EASI Eczema ment, PSEL parent study baseline, S standard deviation
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11) Blauvelt A, et al. Long-Term Efficacy and Safety of Dupilumab in Adolescents with Moderate-to-Severe Atopic Dermatitis:
Results Through Week 52 from a Phase III Open-Label Extension Trial (LIBERTY AD PED-OLE). Am J Clin Dermatol. 2022

May;23(3):365-83.
12) Investigator’s Global Assessment, scores range from O to 4, with higher scores indicating greater severity

13) 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)
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Fig 1. Atopic dermatitis. Proportion of patents achieving co-primary endpoints of an 1GA
scoreof 0 or 1 and EASI-75, and the LS mean percentage change in EAST over time in the overall
population and the baseline weight <30-kg and =30-kg subgroups. EAS] Eczema Area and
Severity Index; EASL 75, =75% improvement from baseline in EASI scores; IGGA, Investigator's
Global Assessment; LS, least-squares; 2w, every 2 weeks; gduw, every 4 weeks; TS, topical
coticosteroids, *P o< 05 P < 001 =P < 0001 ; all Pvalues in the weight strata are nominal.

- (et M) ZetH (g2w, 14.8%; g4w, 6.7%; placebo, 4.2%)1 TALE 2|t
w, 10.7%; gdw, 10.0%; placebo, 5.8%)2 = CHH| MY EL
o 25| gk

Sk
S B

fl

14) Paller AS, et al. Efficacy and safety of dupilumab with concomitant topical corticosteroids in children 6 to 11 years old with
severe atopic dermatitis: A randomized, double-blinded, placebo-controlled phase 3 trial. J Am Acad Dermatol. 2020
Nov;83(5):1282-93.

15) topical corticosteroids
16) Investigator’s Global Assessment, scores range from O to 4, with higher scores indicating greater severity

17) =75% improvement in Eczema Area and Severity Index (EASI-75) from baseline
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Figure 3 Efficacy endpoints. (a) Percentage change in EASI from baseline of the phase Th study to week 52 of the phase IT OLE. (b) Proportion
of patents achieving EASI 75 from the baseline of the phase Oa study to week 52 of the phase I0 OLE. (c) Propartion of patients achieving 1GA

scores of 0 or 1 from the baseline of the phase Ik smdy to week 52 of the phase III OLE. (d) Percentage change in Peak Prurinis NRS fram the
phase III OLE study. (h) Change in CDLQI from baseline of the OLE study o week 48 AD, atopic dermatitis; BSA, body surface area; CDLOI,
Children’s Demmatology Life Quality Index; EASI, Eczema Area and Severity Index; EASI 75, > 75% improvement from baseline in EASI; IGA,
Investgator's Global Assessment; NRS, Numerical Rating Scale; OLE, open-label extension; SCORAD, SCORing Atopic Dermatitis. The mean
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18) Cork MJ, et al. Dupilumab provides favourable long-term safety and efficacy in children aged = 6 to < 12 years with
uncontrolled severe atopic dermatitis: results from an open-label phase Ila study and subsequent phase III open-label

extension study. Br J Dermatol. 2021 May;184(5):857-70.

19) Investigator’s Global Assessment, scores range from O to 4, with higher scores indicating greater severity

20) 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)
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