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ABSTRACT

The evidence- and consensus-based guideline on atopic eczema, published in JEADV on 18 August 2022 (part 1) and 3 September 2022 (part
2) was developed in accordance with the EuroGuiDerm Guideline and Consensus Statement Development Manual. Four consensus conferences
were held between December 2020 and July 2021. Twenty-nine experts (including clinicians and patient representatives) from 12 European
countries participated. To reflect the most recent evidence on novel systemic medications, an update was published in October 2022. According
to the purpose of the Italian Society of Dermatology and STD (SIDEMAST), the Italian Association of Hospital Dermatologists (ADOI) and
the Italian Society of Allergological and Environmental Dermatology (SIDAPA) to adapt the EuroGuiDerm guideline on the treatment of atopic
eczema into the Italian Healthcare setting, the original update has been supplemented by inserting notes, well highlighted by the original text, to
emphasize the laws, rules, procedures and suggestions of the Italian Ministry of Health and regional Health authorities.

(Cite this article as: Argenziano G, Cusano F, Corazza M, Amato S, Amerio P, Naldi L, ez al. Italian S3-Guideline on the treatment of atopic eczema
— First Update, adapted from EuroGuiDerm by the Italian Society of Dermatology and STD (SIDEMAST), the Italian Association of Hospital Der-
matologists (ADOI) and the Italian Society of Allergological and Occupational Dermatology (SIDAPA). Ital J Dermatol Venereol 2024 May 10.
DOI: 10.23736/S2784-8671.24.07667-9)

KEy worps: Eczema; Guideline; Consensus.

he European guidelines (EuroGuiDerm) on atopic

eczema published in JEADV on 18t August 2022
(part 1)! and 3rd September 2022 (part 2)? were updated
in October 2022, to reflect the most recent evidence on
novel systemic medications by the European Medicines
Agency (EMA) and the UK Medicines and Health care
products Regulatory Agency (MHRA): Abrocitinib, an
oral selective Janus kinase inhibitor, was approved by
the EMA (adults) and MHRA (adults and adolescents).
Tralokinumab, a human monoclonal antibody IL-13 in-
hibitor, received a license for adolescents. In addition, the
living network meta-analysis (NMA) ‘Systemic Immuno-
modulatory Treatments for Atopic Dermatitis’ by Drucker
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et al 3 was recently updated, which serves as the evidence
base for the systemic treatment section of the European
guideline. The guideline development group (GDG) re-
mained almost unchanged and comprised 28 members
from 12 countries, including two patient representatives.
For the update, a new recommendation for the use of
abrocitinib in patients with atopic eczema who are can-
didates for systemic treatment was voted on (Figure 1A).
This recommendation was accepted unanimously receiv-
ing the highest recommendation strength ‘we recom-
mend’. Previously, abrocitinib had shown significantly
better response on EASI-75 and IGA than placebo in sev-
eral phase 3 trials of the Atopic Dermatitis Efficacy and
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Figure | —Recommendations

We recommend abrocitinib in AE patients, who are candidates for
systemic treatment.

for abrocitinib (A) and for

100%
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A

Abrocitinib: licensed for adults (EMA) and adults and adolescents (UK MHRA).
Dosage in adults: 200 mg per day, reduction to 100 mg per day possible, depending on treatment response.

Short-term (8-16 weeks) vs.PIacebo (NMA medications used in clinical practice or likely to be approved soon).
erence/standardized mean difference EASI, change in sign, POEM, peak pruritus

We recommend tralokinumab in AE patients who are candidates for
systemic treatment.

100%

100% agreement
i
((15/15)

Evidence and consensus
based, see Evidence Report

Tralokinumab: licensed for 212 years.
Age 12-17: initially 600 mg s.c. a%/ 1 followed by 300 mg Q2W.
Adults: initially 600 mg s.c. day 1 followed by 300 mg Q2W.

clear skin after 16 weeks of treatment.
Certainty of evidence:!.2

DDDD HIGH for mean dif
NRS, DLQI, Qol, itch.
@POO0 LOW for undesirable effects.

At prescriber’s discretion, every fourth week dosing may be considered for patients who achieve clear or almost

Short-term (8-16 weeks) vs.PIacebo (NMA medications used in clinical practice or likely to be approved soon).
erence/standardized mean difference EASI, change in sign, POEM, peak pruritus

Safety (JADE) global development program.+6 The 200
mg dose of abrocitinib also showed partially better results
compared to dupilumab in a recent head-to-head trial.”
For treatment with abrocitinib, a starting dose of 200 mg
once daily is recommended for adults. After a satisfactory
response, the dose can be reduced to 100 mg daily. In pa-
tients aged 65 years and older, a starting dose of 100 mg
once daily is recommended. The same is recommended
for adolescents, even if currently licensed only for this
age group in the UK. In clinical trials the most common
adverse events were nausea, headache, respiratory tract
infections and acne. Herpesvirus infections, thrombocy-
topenia and elevation of serum creatinine phosphokinase
occurred only rarely.8 Because of these potential side ef-
fects and based on experience with other Janus kinase in-
hibitors, the guideline recommends baseline safety screen-
ing before starting therapy (full blood count, renal, liver
and lipid profile, creatinine phosphokinase level, as well
as hepatitis and tuberculosis screening, including a chest
radiograph). During therapy with abrocitinib repeat safe-
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ty investigations (full blood count, renal, liver and lipid
profile, and creatinine phosphokinase level) are recom-
mended at four weeks into treatment and then every three
months. To minimize the risk of serious side effects, the
recently announced recommendations of the EMA’s hu-
man medicines committee (CHMP) on Janus kinase in-
hibitors should also be followed.?

Abrocitinib

Cibinqo® (Pfizer Inc, New York, NY, USA) is indicated
for the treatment of moderate to severe atopic dermatitis
in adults who are candidates for systemic therapy. The rec-
ommended dose is 100 mg or 200 mg once daily based
on individual patient presentation. A dose of 100 mg is
recommended for patients at higher risk of venous throm-
boembolism (VTE), major adverse cardiovascular events
(MACE) and malignancy. For patients >65 years of age,
the recommended dose is 100 mg once daily. A dose of
200 mg once daily may be appropriate for patients with
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high disease burden who are not at higher risk of VTE,
MACE and malignancy or patients with an inadequate re-
sponse to 100 mg once daily. The lowest effective dose to
maintain response should be used.

In patients with moderate to severe renal impairment a
dose of 50 mg to 100 mg once daily is recommended. The
drug is available in the following pharmaceutical forms:
50, 100, 200 mg tablets.

Reimbursement

Abrocitinib (Cibinqo® compresse [15 mg]) is reimbursed
in Italy for the treatment of severe atopic dermatitis (EASI
>24) in adult patients who are candidates for systemic
therapy with the clinical indications, limitations and rec-
ommendations of all JAK inhibitors (Determina AIFA
n. DG/197/2023) available on Gazzetta Ufficiale Serie
Generale n.99 del 28-04-2023).

The previous recommendations from the first version of
the evidence-based chapter on systemic treatments were
re-voted, because new data were available from the up-
dated NMA.3 However, all existing recommendations in
the chapter were confirmed unchanged.

Furthermore, the stepped-care plans for children and
adolescents as well as adults were adapted to reflect the
new recommendation on abrocitinib and the new lower
minimum age for dupilumab (6 months and above).

The stepped-care plan for children and adolescents now
also recommends tralokinumab. EMA had previously ap-
proved tralokinumab from 12 years of age, as the drug
showed significantly better efficacy than placebo in a phase
3 trial in adolescents aged between 12 and 17 years.10. 11

For severe atopic eczema in adult patients, six sys-
temic drugs now received the strong recommendation ‘we
recommend’: ciclosporin, the biologics dupilumab and
tralokinumab, and the Janus kinase inhibitors abrocitinib,
baricitinib and upadacitinib.

Baricitinib

Olumiant® (Eli Lilly and Company, Indianapolis, IN,
USA) is approved for the treatment of moderate to severe
atopic dermatitis in adults who are candidates for systemic
therapy. The recommended dose is 4 mg or 2 mg once
daily based on individual patient presentation. A dose of
2 mg is recommended for patients at higher risk of venous
thromboembolism (VTE), major adverse cardiovascular
events (MACE) and malignancy. For patients >75 years of

age, the recommended dose is 2 mg once daily. A dose of
4 mg once daily may be appropriate for patients with high
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disease burden who are not at higher risk of VTE, MACE
and malignancy or patients with an inadequate response
to 2 mg once daily. The lowest effective dose to maintain
response should be used.

Reimbursement

Baricitinib (Olumiant® compresse 2 mg and 4 mg) is re-
imbursed in Italy (Gazzetta Ufficiale Serie Generale n.157
del 07-07-2023) with the same clinical indications, limita-
tions and recommendations reported in the box above for
all JAK inhibitors. Baricitinib should be used in combina-
tion with topical corticosteroids.

The immunosuppressants azathioprine and methotrex-
ate are used off-label and received the weaker recom-
mendation ‘we suggest’, reflecting the lower strength
of evidence available for the two medications. Systemic
corticosteroids were suggested only as rescue therapy in
exceptional cases with a weak recommendation strength
(Figure 2A).

In children and adolescents, ciclosporin, dupilumab,
tralokinumab (Figure 1B) and upadacitinib were strong-
ly recommended for severe atopic eczema. In addition,
abrocitinib was also strongly recommended. However, at
present this drug has only been approved in the UK for
those aged 12 and over. In the EU, this drug can only be
used off-label in children and adolescents. As for adults,
azathioprine and methotrexate received a weaker recom-
mendation (Figure 2B).

Upadacitinib

Rinvoq® (Abbvie Inc, North Chicago, IL, USA) is ap-
proved for the treatment of moderate to severe atopic der-
matitis in adults and adolescents aged 12 or older who are
candidates for systemic therapy.

The recommended daily doses are 15 mg and 30 mg. A
dose of 15 mg is recommended for patients at higher risk
of venous thromboembolism (VTE), major adverse car-
diovascular events (MACE) and malignancy. The dose of
30 mg may be appropriate for patients with high disease
burden who are not at higher risk of VTE, MACE and
malignancy or patients with an inadequate response to 15
mg. The lowest effective dose to maintain response should
be used. For adolescents (12-17 years of age) weighing at
least 30 kg and for patients >65 years of age, the recom-
mended dose is 15 mg once daily.

Upadacitinib should be used in the following patients only
if no suitable treatment alternatives are available: those
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+ Add antiseptic/antibiotic/antiviral/antifungal y
treatment in cases of infections Continue measures recommended below and select form (if appropriate):

+ Consider compliance and diagnosis, if therapy . .
has insufficient effect Abro2 Bari2 CyA1.2 Dupi2 Tralo2 Upa2
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Refer to guideline test for restrictions; 2licensed indication; 3off-label treatment.
11 (dark green) strong recommendation for the use of an intervention; T (light green) weak recommendation for the use of an intervention. ‘
For definitions of disease severity, acute, reactive, proactive, see section VIl and the “Introduction to systemic treatment” of the EuroGuiDerm Guideline on Atopic
Eczema.
Abro: abrocitinib; AZA: azathioprine; Bari: baricitinib; CyA: ciclosporin; Dupi: dupilumab; MTX: methotrexate; TCI: topical calcineurin inhibitors; TCS: topical cortico- “ 3/1 5)
steroids; Tralo: tralokinumab; Upa: upadacitinib; UVA1: ultraviolet A1; NB-UVB: narrowband ultraviolet B.
+ Add antiseptic/antibiotic/antiviral/antifungal Continue measures recommended below and select form (if appropriate):
treatment in cases of infections
+ Consider compliance and diagnosis, if therapy Abro2
has insufficient effect
i in license for in license for in license for
* Refer to Table 3 for TCS classes recommended officense <18 years 216 years 26 years 17 years
>12 years only in UK
Severe T | AZAL3 T | MTX1.3
Continue measures recommended below and select form (if appropriate): "'.";
|
d
Moderate m TCI2 1 Psychosomatic |
proactive proactive counselling b
Continue measures recommended below and select form (if appropriate):
Mild TCs2 TCI2 1 Iwet wraps
acute
. avoidance )
Baseline of allergens educational
therapy daily, in sufficient quantiri_and adjust as much as possible programs
frequency to degree of skin dryness in sensitized patients
[
1Refer to guideline test for restrictions; 2licensed indication; 3off-label treatment. >75%
11 (dark green) strong recommendation for the use of an intervention; 1 (light green) weak recommendation for the use of an intervention. ‘
For definitions of disease severity, acute, reactive, proactive, see section VIl and the “Introduction to systemic treatment” of the EuroGuiDerm Guideline on Atopic
Eczema.
Abro: abrocitinib; AZA: azathioprine; Bari: baricitinib; CyA: ciclosporin; Dupi: dupilumab; MTX: methotrexate; TCI: topical calcineurin inhibitors; TCS: topical cortico- (12/15)

steroids; Tralo: tralokinumab; Upa: upadacitinib; UVA1: ultraviolet A1; NB-UVB: narrowband ultraviolet B.

B

Figure 2.—Stepped-care plans: A) for adults with atopic eczema; B) for children and adolescents with atopic eczema.
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aged 65 years or above, those with history of atheroscle-
rotic cardiovascular disease or other cardiovascular risk
factors (such as current or past long-time smokers) and
those with malignancy risk factors (such as current malig-
nancy or history of malignancy).

Reimbursement

Upadacitinib (Rinvoq® compresse [15 and 30 mg]) is re-
imbursed in Italy for the treatment of severe atopic derma-
titis (EASI >24) in adult patients who are candidates for
systemic therapy with the clinical indications, limitations
and recommendations that are described in the box above
for all JAK inhibitors (Determina AIFA n. DG/197/2023)
available on Gazzetta Ufficiale Serie Generale n.99 del 28-
04-2023).

The steps of baseline therapy and treatments for mild
and moderate eczema remain unchanged.
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