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Despite emerging evidence and advances in the mana-
gement of atopic dermatitis there a lack of consensus 
regarding the diagnostic criteria, therapeutic approach, 
method to assess severity, and patient follow-up for 
this condition. An expert consensus study was conduct-
ed to provide recommendations on the management 
of patients with moderate-to-severe atopic dermatitis. 
The study used Delphi-like methodology based on a 
literature review, a summary of the scientific evidence, 
and a 2-round survey. The agreement of 60 panellists 
on 21 statements was evaluated. Consensus was pre-
defined as ≥ 80% agreement of all respondents. In the 
first round 6 statements reached consensus. Unani-
mous consensus was achieved regarding therapeutic 
goals and patient satisfaction (maintained in the long 
term and periodic goals reassessment recommended 
every 3–6 months). In the second round, half of the 
statements reached consensus, all related to patient 
follow-up, treatment goals, and atopic comorbidities. 
The statements that did not reach consensus were 
related to diagnosis (biomarkers, allergy, and food 
testing) and starting patients on conventional syste-
mic treatment rather than advanced treatment. The 
study assessed expert opinion regarding a variety of 
topics related to the clinical approach to patients with 
moderate-to-severe atopic dermatitis, in order to pro-
vide guidance on the diagnosis and management of pa-
tients with atopic dermatitis.
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Atopic dermatitis (AD) is a systemic chronic, pruritic, 
inflammatory skin disease with a relapsing course 

that occurs both in children and adults (1, 2). AD typically 
starts in childhood, affecting approximately 15–20% of 
children worldwide and 1–3% of the adult population (3, 
4), with large variations among countries and regions. 
In Spain, the prevalence in adults is approximately 

55.7% for mild AD, 38.2% for moderate AD, and 6.1% 
for severe AD (5).

In childhood, patients with AD can develop a broad 
spectrum of allergic comorbidities, such as allergic 
rhinitis, asthma, food allergies or eosinophilic esopha-
gitis (1, 6, 7). The relationship between these conditions 
and AD is well established and type 2 inflammation can 
explain an underlying mechanism for the development 
of inflammation and barrier defects (8, 9). Interleukins 
(IL)4 and IL13 have a central role in type 2 inflammation, 
facilitate the production of immunoglobulin E (IgE), and 
are associated with barrier dysfunction (10, 11).

The cardinal features of AD are dry skin and severe 
pruritus. However, clinical manifestations depend on 
age, ethnicity, and stage of the disease and can range 
from papulovesicles to lichenified plaques (12). AD is 
not a life-threatening condition, but it poses a significant 
social, psychosocial, and economic burden. The impact 
of AD on quality of life is well established, with itching, 
scratching, sleep loss, and social embarrassment being 
among the most frequently difficulties (13).

There is no definitive test for diagnosis of AD. It is 
diagnosed clinically based on historical features, mor-
phology and distribution of skin lesions, and associated 
clinical signs (2, 12). Several sets of criteria have been 
proposed, some of which are poorly defined or non- 
specific, while others are quite specific but uncommon 
(2); therefore, there are no standardized diagnostic 
criteria in clinical practice. 

Moreover, it is difficult to establish a universal method 
to assess the severity of AD, due to its heterogeneous 

SIGNIFICANCE
Atopic dermatitis is a chronic disease that causes inflam-
mation, redness and irritation of the skin. Despite nume-
rous advances in the management of this disease there is a 
lack of consensus on the diagnostic criteria and treatment 
approach. This Spanish expert consensus study provides 
recommendations on the management of patients with 
moderate-to-severe atopic dermatitis, in order to standar-
dize the approach and guide health professionals in diag-
nostic and therapeutic decision-making.
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course (14). Markers that may reflect disease severity 
or activity include blood eosinophil levels, serum IgE, 
lactate dehydrogenase (LDH), or thymus activity-regula-
ting chemokine (TARC) (15, 16). Severity indices have 
also been developed, such as Severity Scoring of Atopic 
Dermatitis (SCORAD) or Eczema Area and Severity 
Index (EASI). Quality of life questionnaires and indices 
to assess long-term disease control, such as the Atopic 
Dermatitis Control Tool (ADCT), are also used (2, 17).

Topical treatments are the mainstay of AD therapy, 
but systemic treatments are often required in combina-
tion (18). Although AD is considered to involve multiple 
immune pathways, the activation of type 2 immune 
responses, driven by innate type 2 lymphoid cells and T 
helper 2 (Th2) cells, and type-2 cytokines (mainly IL-4 
and IL-13), appears to be a dominant mechanism (18). 
Taking this mechanism into consideration, agents that 
can inhibit 1 or more cytokines, block growth factors 

and hormone receptor signalling pathways, such as 
dupilumab, tralokinumab or Janus kinase (JAK) inhi-
bitors, have been developed recently. These therapies 
constitute the current treatment paradigm (18). 

Despite emerging evidence and numerous advances 
in the management of AD, there is a lack of consensus 
on the most appropriate criteria for diagnosis, as well 
as the optimal therapeutic approach, specifically for 
transition from conventional to advanced therapies. 
There is uncertainty surrounding the method to assess 
severity or patient follow-up. Due to the lack of clear 
consensus, this study aimed to provide recommendations 
on the management of patients with moderate-to-severe 
AD through consultation with a panel of experts, using 
a Delphi-like methodology. These expert recommen-
dations aim to unify the approach to the management 
of these patients and guide diagnostic and therapeutic 
decision-making.

Table I. Patient, Intervention, Comparison, Outcome (PICO) clinical questions

PICO clinical questions

Section 1. Moderate-severe atopic dermatitis (AD) diagnosis

1.1 AD severity scales and classification

1 Which scales (EASI, SCORAD, IGA, IGA, DLQI (r CDLQI)+EASI, PO-SCORAD, EASI+PO-SCORAD) are of choice to assess AD severity or its usefulness in routine 
clinical practice (between the identified scales: EASI, SCORAD, IGA, DLQI (r CDLQI) + EASI, PO-SCORAD, EASI + PO-SCORAD)?

1.2 Biomarkers

2 Are IgE, eosinophilia and LDH biomarkers useful to determine AD severity in routine clinical practice?
3 Are IgE, eosinophilia and LDH biomarkers useful to monitor patients with moderate-severe AD in routine clinical practice?

1.3 Allergy testing

4 Are patch tests indicated to detect possible associated contact sensitization and to achieve better symptom control in patients with moderate-severe AD?
5 Is it indicated to carry out an allergy examination (skin-prick test or specific IgE serum levels) for inhaled or food allergens, to achieve a better evaluation of 

the patient?
6 In patients > 5 years of age with moderate-severe AD who have undergone an allergy examination and have detected IgE-mediated sensitization to food 

allergens, in which cases should a diet avoiding foods containing these allergens be prescribed to achieve a better control of the patient’s symptoms?

Section 2. Moderate-severe AD treatment

2.1 Topical treatment

7 In patients with moderate-severe AD on maintenance treatment, should topical corticosteroids be used proactively (e.g. 2–3 times/week) for a better control 
of signs and symptoms?

8 In patients with moderate-severe AD on maintenance treatment, should calcineurin inhibitors be used proactively (e.g. 2–3 times weeks) for a better control 
of signs and symptoms?

9 In patients with moderate-severe AD who are candidates for topical treatment, how should calcineurin inhibitors be used with respect to topical corticosteroids, 
based on their efficacy and safety profile for a better control of signs and symptoms? 

2.2 Phototherapy

10 In what situations can patients with moderate-severe AD benefit from phototherapy?

2.3 Conventional systemic treatments

11 In the assessment of treatment objectives and changes in the therapeutic line of patients with moderate-severe AD with a classic systemic treatment, should 
only the results of the objective scales be assessed (EASI, SCORAD, BSA, IGA) or should the results of other scales such as those that measure symptoms (NRS 
pruritus) and quality of life (DLQI or CDLQI) also be assessed?

2.4 Biological treatments and new molecules
12 Should adult patients with moderate-severe AD with a level of severity that indicates the use of an advanced systemic treatment undergo systemic treatment 

prior to the prescription of the biologic for reasons of efficacy and safety and without considering the administrative conditions?
13 Should paediatric patients with moderate-severe AD with a level of severity that indicates the use of an advanced systemic treatment undergo systemic treatment 

prior to the prescription of the biologic for reasons of efficacy and safety and without considering the administrative conditions?
14 In adult patients with moderate-severe AD, is treatment with dupilumab more effective, safer, more comfortable to administer, and easier to monitor than 

conventional systemic treatment?
Section 3. AD patient follow-up
15 In patients with moderate-severe AD, should a therapeutic change be considered if the therapeutic goals established between 3 and 6 months are not achieved?
16 In the medical assessment of patients with moderate-severe AD, is the therapeutic objective considered accomplished if at least an EASI75 or SCORAD 50 is 

achieved in a set period of time?
17 In the medical assessment of patients with moderate-severe AD, is the objective of improving patient satisfaction considered accomplished if at least a 2-point 

reduction in the PtGA is achieved in a set period of time?
Section 4. Atopic comorbidities
18 In patients with moderate-severe AD with atopic comorbidities (asthma, rhinitis, sinonasal polyposis, eosinophilic esophagitis) and having failed with conventional 

systemic therapy, should priority be given to treatment with an inhibitor IL-44/IL-13 biologic drug over IL-13 inhibitor biological drug and JAK inhibitors due to 
their greater control of said comorbidities?

AD: atopic dermatitis; EASI: Eczema Area and Severity Index; SCORAD: Severity Scoring of Atopic Dermatitis; IGA: Investigator Global Assessment; DLQI: Dermatology 
Life Quality Index; CDLQI: Child DLQI; PO-SCORAD: Patient oriented SCORAD; LDH: lactate dehydrogenase.PtGA: Patient Global Assessment.

http://medicaljournalssweden.se/actadv
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MATERIALS AND METHODS
This consensus study is based on a literature review, a summary 
of the available scientific evidence, and the use of a 2-round 
Delphi-type consensus survey. The Delphi method is a structured 
process designed to systematically collect expert’s opinion on a 
given subject (19). 

A scientific committee was formed, consisting of 11 Spanish 
experts from a representative sample of university hospitals 
throughout Spain with significant experience in the management 
of patients with moderate-to-severe AD, 2 of whom have expertise 
in paediatric patients. The committee members are leaders in AD 
and treat most of the cases of moderate-severe AD in their area 
(an estimated mean of 150 patients/year). The scientific committee 
was responsible for the decision-making, developed the Delphi 
statements based on the results of the systematic review, and 
adapted them before the second round. 

A research protocol was developed that described the objectives 
and methodology of the project, and the criteria and requirements 
for the selection of survey respondents. The scientific committee 
developed 18 clinical questions (Table I), following the PICO 
format (Patient, Intervention, Comparison, Outcomes) (20).

In October 2021, a rapid systematic review was conducted of the 
following clinical databases: National Guideline Clearinghouse, 
National Library of Guidelines, TRIP database, Epistemonikos, 
and Medline. Clinical practice guidelines, meta-analyses, systema-
tic reviews, randomized clinical trials, and observational studies, 
and only publications in English or Spanish from the last 5 years 
were reviewed. If no data were found in these documents, the 
search was repeated without a time filter. 

Overall, 2,273 publications were identified, of which 244 were 
duplicates. The title and abstract of 2,030 references were evaluat-
ed according to the previously established inclusion and exclu-
sion criteria, and 87 references were selected for a full reading. 
Subsequently, 26 were discarded because they did not meet the 
inclusion criteria, and 61 publications were finally included in the 
evidence synthesis. The searches and study selection processes are 
detailed in the Preferred Reporting Items for Systematic Reviews 
and Meta-Analyses (PRISMA) diagram shown in Fig. 1.

The complete text of the selected articles was read critically 
and the information was synthesized. The studies were classified 
according to the quality of the work using the Grading of Recom-
mendation, Assessment, Development, and Evaluation (GRADE). 
Certainty of evidence recommendation strengths are detailed in 
Table II.

Based on the evidence synthesis, a draft was developed to answer 
the 18 clinical questions. The scientific committee revised the draft 

and agreed on 21 statements to be included in the Delphi-type 
questionnaire (Table II). 

A panel of 60 participants was selected from a representative 
series of hospitals and geographical areas. Panellists had to meet 
the following criteria: (i) specialists in dermatology, (ii) expe-
rienced in the management of patients with AD; (iii) members of 
scientific society working groups; (iv) seeing a minimum of 10 
patients with AD per month. 

The consensus process was conducted using the Delphi 2-round 
methodology. The questionnaire was made available on an online 
platform that offered access to the summary of the evidence.

The degree of agreement was assessed on a scale of 1–5 (1: 
strongly disagree, 2: moderately disagree, 3: neither agree nor 
disagree, 4: moderately agree, 5: strongly agree). Consensus was 
pre-defined as ≥ 80% of all respondents rating their agreement as 
4 or 5, and unanimous consensus was defined as 100% agreement 
(all voting 5). After the first round, the results and comments of 
the panellists were analysed, the relevant modifications were made 
to the statements, and submitted to the second round. Statements 
that reached consensus in the first round were not submitted to 
the second round.

RESULTS

All 60 invited panellists participated in the first round 
and 58 took part in the second round (96% participation). 
Of all the panellists, 94.8% worked in a hospital setting, 
and 84% of them had more than 10 years of experience. 
In total, almost 90% of panellists saw between 10 and 
50 patients with AD per month. 

In the first round, 21 Delphi statements were evaluated 
and 6 reached consensus, 2 of them unanimous. Fifteen 
other statements were reviewed and re-submitted in 
the second round. To improve clarity and facilitate the 
consensus, some of the statements were divided into 2 
statements. In the second round, 9 statements achieved 
consensus and 9 were discrepant. The flow of the 2 
Delphi rounds and its results (% of agreement and round) 
are shown in Fig. 2 and Table II, respectively.

Out of the 8 statements from section 1 (moderate-
to-severe AD diagnosis), 1 item achieved unanimous 
agreement, consensus was reached for 2 items, whereas 
divergence was observed in 5 items. It must be noted 
that 1 of these statements was modified after the first 
round and 2 of its versions were validated in the second 
round. In the treatment section (Section 2. Moderate-to-
severe AD treatment), 6 statements achieved agreement 
and 4 were still disagreed upon after the second round. 
Consensus was reached on 2 statements in section 3 
(AD patient’s follow-up) in the first round, with 1 of the 
statements achieving unanimous agreement. Agreement 
was reached on the remaining 4 statements after the se-
cond round. Consensus was reached on the statements 
in section 4 about atopic comorbidities in the first round.

DISCUSSION

This Delphi-based study focused on unresolved issues on 
the optimal strategy for the therapeutic management of 

Fig. 1. Preferred Reporting Items for Systematic Reviews and 
Meta-Analyses (PRISMA) 2021 flow diagram of the databases and 
registry search performed for the systematic literature review.

http://medicaljournalssweden.se/actadv
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Table II. Percentage of agreement on Delphi-type statements on the management of patients with moderate-severe AD. Certainty of 
evidence and recommendation strength

Item 
number Statement

% 
Agreement Round

Recommendation 
strength

Evidence 
certainty

Section 1. Moderate-severe AD diagnosis 
1.1 AD severity: severity scales and classification
1 In patients with moderate-severe AD, the use of EASI, SCORAD and IGA scales is suggested to 

assess the severity of the disease.
100% 1st Weak or 

conditional
Low

1.2 Biomarkers
2a In patients with AD, IgE is useful as a complement to the clinical evaluation to determine the 

severity of the disease.
34.48% 2nd

2b In patients with AD, LDH is useful as a complement to the clinical evaluation to determine the 
severity of the disease.

20.69% 2nd

3 Current evidence does not allow 1 biomarker (serum IgE, eosinophilia, or LDH) to be recommended 
over another for the monitoring of patients with moderate-severe AD as an aid to clinical 
assessment.

98,33% 2nd Weak or 
conditional

Low

1.3 Allergy testing
4 Patch tests should be conducted in patients with AD, especially if there is a history suggestive of 

contact dermatitis, atypical lesion distribution, or in cases of adulthood onset.
98.33% 1st Weak or 

conditional
Low

5 In the diagnosis of patients with moderate-severe AD, it is recommended to carry out an allergy 
examination with a skin-prick test (SPT) and/or determination of food-specific IgE serum levels in 
those patients with generalized AD and with a compatible clinical history.

17.24% 2nd

6 In the diagnosis of patients with moderate-severe AD, it is recommended to carry out an allergy 
examination by SPT and/or determination of inhalant allergens-specific IgE serum levels in those 
patients with generalized AD or with an airborne pattern, and with compatible clinical history.

22.41% 2nd

7 In patients with moderate-severe AD who have undergone an allergy examination and detected IgE 
sensitivity to food allergens by a SPT or specific IgE serum levels, an elimination diet should be prescribed, 
limiting only those foods that contain said allergens and to which the patient shows intolerance.

36.21% 2nd Weak or 
conditional

Very low

Section 2. Moderate-severe AD treatment

2.1 Topical treatment
8 In patients with moderate-severe AD who need topical treatment, the proactive use of topical 

corticosteroids is suggested due to their effect on treatment response, number of exacerbations, and 
symptom control.

87.93% 2nd Weak or 
conditional

Low

9 In patients with moderate-severe AD who need proactive topical treatment, both topical 
corticosteroids and topical calcineurin inhibitors can be used to improve eczema control.

93.10% 2nd Weak or 
conditional

Low

10 In patients with moderate-severe AD who need topical maintenance treatment, the use of topical 
calcineurin inhibitors could be beneficial over topical corticosteroids.

77.59% 2nd Weak or 
conditional

Low

2.2 Phototherapy 
11 The use of phototherapy may be useful in patients with moderate-severe AD as a therapeutic 

intervention at a given time, but it may not be recommended as a medium-long term treatment.
67.24% 2nd Weak or 

conditional
Low

2.3 Conventional systemic treatments
12 In patients with AD, the use of PROs (patient-reported outcomes) such as NRS pruritus, quality of 

life, etc. is suggested in addition to objective scales to assess the severity of AD.
95.00% 1st Expert opinion-based 

recommendation
2.4 Biological treatments and new molecules
13 Based on clinical criteria (regardless of cost/reimbursement), all patients ≥18 years old with 

moderate-severe AD who are candidates for systemic therapy must be treated with a conventional 
systemic treatment prior to starting advanced systemic treatment (biologics and authorized JAK 
inhibitors), as long as there is no contraindication.

25.86% 2nd Expert opinion-based 
recommendation

14 Based on clinical criteria (regardless of cost/reimbursement), all patients <18 years old with 
moderate-severe AD who are candidates for systemic therapy should be treated with a conventional 
systemic treatment prior to starting an advanced systemic treatment (biologics and authorized JAK 
inhibitors), as long as there is no contraindication.

15.52% 2nd Expert opinion-based 
recommendation

15 Based on clinical criteria (regardless of cost/reimbursement), in patients with moderate-severe AD and 
high burden of disease, initial treatment with an advanced systemic treatment (biologics and authorized 
JAK inhibitors) is recommended over systemic conventional treatments for better disease control.

84.48% 2nd

16a In patients with moderate-severe AD refractory to systemic therapy and who are candidates for 
advanced treatment with infectious comorbidities (hepatitis, tuberculosis, herpes) or thromboembolic 
risk, biologic treatments are preferred over JAK inhibitors due to their safety profile.

98.28% 2nd

16b In patients <12 years old and elderly patients with moderate-severe AD refractory to systemic 
therapy and who are candidates for advanced treatment, biologic treatments are preferred over JAK 
inhibitor due to their safety profile.

87.93% 2nd

Section 3. AD patient follow-up

17a In patients with moderate-severe AD, it is recommended to consider a change in treatment if at least 
EASI75 is not achieved after 3–6 months of treatment.

91.38% 2nd

17b In patients with moderate-severe AD, it is recommended to consider a change in treatment if at least 
EASI50 is not achieved after 3–6 months of treatment.

86.21% 2nd

18 In patients with moderate-severe AD, it is recommended to consider a change in treatment if at least 
SCORAD 50 is not achieved after 3–6 months of treatment.

81.67% 1st Weak or 
conditional

Moderate

19 In the clinical assessment of patients with moderate-severe AD, the objective of improving patient 
satisfaction must be individualized, depending on the predominant signs/symptoms, course of the 
disease, etc.

95.08% 2nd

20 Therapeutic goals and those for improving the satisfaction of the patient with moderate-severe AD 
achieved during the established period should be maintained in the long term. A periodic reassessment 
of the goals is recommended every 3–6 months.

100.00% 1st Expert opinion-based 
recommendation

Section 4. Atopic comorbidities

21 In patients with moderate-severe AD with atopic comorbidities, the use of dupilumab is recommended 
over other therapies due to its proven effect on clinical improvement, change in asthma control score 
and sinus symptoms, in addition to its effect on EASI75, NRS, IGA and POEM scores.

83.33% 1st Strong Moderate

Strength of the recommendation and evidence certainty was assessed for the evidence-based recommendations before the Delphi rounds. These recommendations have 
been modified after the 2 rounds of the Delphi process by the experts.
AD: atopic dermatitis; EASI: Eczema Area and Severity Index; IGA: Investigator Global Assessment; LDH: lactate dehydrogenase; NRS: numerical rating scale; POEM: 
Patient-Oriented Eczema Measure; PRO: Patient-Reported Outcomes; SCORAD: SCORing Atopic Dermatitis; SPT: skin-prick test.

http://medicaljournalssweden.se/actadv
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patients with moderate-to-severe AD. A 2-round Delphi 
consensus explored the opinions of experienced derma-
tologists across Spain regarding a series of statements 
made after a systematic review. 

The results of this study show a unanimous agreement 
regarding the use of EASI, SCORAD, and Investigator 
Global Assessment (IGA) to assess disease severity. 
Although there is a lack of uniformity in disease-severity 
scales, all the panellists approve the use of the 3 afore-
mentioned scales, as it is suggested in the available 
literature (2, 21). In clinical practice, SCORAD followed 
by IGA and EASI are the most used scales to assess 
disease severity (21). Regarding the use of biomarkers 
for clinical and severity assessment, panellists considered 
that neither IgE nor LDH can be recommended. These 
results are aligned with current evidence (22). Although 
IgE is 1 of the most studied biomarkers, correlation with 
disease severity is quite weak and LDH could prove 
useful, but it requires additional research (22). To date, 
TARC levels are the most reliable biomarker studied 
with the best correlation with disease severity, but they 
are not routinely available in most laboratories (15, 22). 

The role of allergy in AD is controversial. AD itself 
is not a type I or type IV allergy, nor is it necessarily 
associated with allergic sensitization. However, over-
all, the data indicates that allergy plays a role in certain 
patients (23). In this sense, agreement was reached by 
considering allergy testing (patch tests for delayed-type 
IV hypersensitivity) in patients with AD, specifically in 
those with a history of contact dermatitis, atypical lesion 
distribution, or adulthood onset. As evidenced by the 
literature, allergy testing is recommended when allergic 
contact dermatitis is suspected (24). Panellists, however, 
did not show agreement on performing a skin-prick test 
(SPT) or a serum-specific IgE testing to food and inhaled 
allergens for the diagnosis.

Several studies have shown an increased rate of sen-
sitization to both food and aeroallergens (25). Although 
these proportions vary widely, on average, 50% of 
children and 35% of adults with AD are sensitized to 
common allergens (26, 27). Patients with AD commonly 
have elevated total IgE that can lead to non-specific IgE 
binding on allergen-specific IgE assays, raising the risk 

of false-positive results (23). Considering this informa-
tion, the panellists do not agree that a SPT for food or 
aeroallergen-specific IgE testing should be carried out 
in the diagnostic evaluation of patients with AD. These 
tests should only be performed when the patient has a 
compatible clinical history of allergy. Panellists also 
did not agree with routinely prescribing an elimination 
diet in patients who have undergone allergy testing and 
showed positive SPT or serum-specific IgE to food al-
lergens without clinical correlation. Despite the fact that 
elimination of food allergens in selected patients with AD 
and confirmed food allergy can lead to significant clinical 
improvement (28, 29), foods should not be eliminated 
from the diet randomly without firm clinical suspicion, 
especially since, in general, foods have a low rate of trig-
gering AD (30). Test results should always be correlated 
with clinical history and clinical reactivity (23). 

Topical treatments are the cornerstone of AD therapy 
(18). Consensus was reached for the proactive use of 
corticosteroids or calcineurin inhibitors for the treatment 
of moderate-to-severe AD. The results of the current 
study are similar to those reported by another group of 
Spanish dermatologists (31) and are aligned with current 
evidence (32, 33). Although the percentage of agreement 
was very high (almost 78%), our panellists did not agree 
with prioritizing topical calcineurin inhibitors over to-
pical corticosteroids. Lack of consensus may be due to 
the limited evidence comparing both therapeutic groups 
and safety alerts related to calcineurin inhibitors (33, 
34). Narrowband ultraviolet B (NBUVB) phototherapy 
compared wtih placebo improved eczema severity (inclu-
ding itching), and it is considered an alternative first-line 
therapy for adults and adolescents with moderate-to-
severe AD (35). Considering current evidence, it is 
surprising that panellists did not agree with the use of 
phototherapy. It is believed that the wording of this 
item could have been misinterpreted, or that the lack of 
agreement could be related to the unavailability of photo-
therapy or the fact that the procedure is time- consuming. 
Consensus was reached for the use of Patient Reported 
Outcomes (PRO), such as numerical rating scale (NRS) 
pruritus, and quality of life scales, in addition to objec-
tives scales to assess disease severity.

Patients with moderate-to-severe AD despite optimal 
topical therapy will require a systemic treatment for 
adequate disease control (36). The choice of treatment 
is based on evidence of efficacy, safety, availability, 
patient preference, and cost considerations. Statements 
13 and 14 were expert opinion statements based on cur-
rent prescription regulations from the Spanish national 
health system, not based on evidence, and the use of 
1 conventional systemic treatment before starting an 
advanced systemic treatment (dupilumab, tralokinumab 
or oral JAK inhibitors, such as abrocitinib, baricitinib, 
filgotinib, tofacitinib and upadacitinib) is recommended 
both in elderly patients and in childhood. 

Round 1 (panellists = 60) 

Rating statements = 21 Consensus statements = 6 
 (2 unanimous) 

Round 2 (panellists = 58) 

Rating statements = 15 Consensus statements = 9 
Discrepant statements = 9 

 some statements were divided into two 

statements to improve clarity, and both 

were included in round 2 

Fig. 2. Flow diagram illustrating the 2 rounds of the Delphi process.

http://medicaljournalssweden.se/actadv
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Panellists agreed to initiate treatment with an advanced 
systemic treatment (biologics and approved oral JAK in-
hibitors) over systemic conventional treatments for better 
control of the disease. In line with these results, a recent 
systematic review about the short-term effectiveness 
and safety of biologics and JAK inhibitors concluded 
that upadacitinib and abrocitinib are the drugs with the 
highest efficacy, both in monotherapy and in combina-
tion with topical corticosteroids. However, these drugs 
were also associated with the highest risk of adverse ef-
fects, whilst monoclonal antibodies have a better safety 
profile (37). 

JAK inhibitors are new molecules that partially block 
multiple cytokine signalling, including IL-4, IL-5, and 
IL-13, involved in immune response and inflammation. 
Baricitinib and upadacitinib are JAK inhibitors com-
mercialized in Spain for the treatment of AD. The panel 
of experts agreed that, in patients refractory to systemic 
therapy and candidates for advanced treatment with in-
fectious comorbidities and thromboembolic risk, biologic 
treatments specifically targeting type 2 inflammation are 
preferred over oral JAK inhibitors due to their safety pro-
file. They also agreed on the use of biologics in children 
(< 12 years of age) and in elderly patients (> 65 years). 
In the elderly population, it can be deduced that the 
preference of the panellists to use a biological treatment 
over an oral JAK inhibitor is based on the safety profile. 
These results are consistent with current safety data on 
the use of JAK inhibitors, and recent recommendations 
from the European Commission Pharmacovigilance Risk 
Assessment Committee (PRAC) to minimize the risk 
of serious side-effects with JAK inhibitors. These side-
effects include cardiovascular conditions, blood clots, 
cancer and serious infections. These medicines should 
be used in the following patients only if no suitable treat-
ment alternatives are available: those aged ≥ 65 years, 
those at increased risk of major cardiovascular problems 
(such as heart attack or stroke), those who smoke or 
have done so for a long time and those at increased risk 
of cancer (38). Regarding paediatric patients, it must be 
considered that in patients < 12 years old JAK inhibitors 
are not yet approved in Spain and only dupilumab can 
be used in this population. Hence, experts consider that 
consensus was reached for this statement due to the lack 
of indication. 

Section 3 of the statements focused on the optimal 
follow-up of patients with AD. Panellists recommend 
considering a change in treatment if at least EASI75 or if 
at least SCORAD 50 are not achieved after 3–6 months 
of treatment. These results align with the algorithm of an 
international consensus for decision-making in treating 
moderate-to-severe AD with systemic treatments (39). 
SCORAD has been proven to be an appropriate score to 
detect the progress of AD, and EASI is suitable for moni-
toring drug efficacy (21). During the clinical assessment 
of patients, the objective of improving patient satisfaction 

must be individualized, depending on the predominant 
signs/symptoms and disease course. These objective and 
therapeutic goals should be maintained in the long term 
and a reassessment is recommended every 3–6 months. 

As previously stated, patients with AD can develop 
atopic comorbidities, such as allergic rhinitis, asthma, 
food allergies, or eosinophilic oesophagitis, referred to 
as “the atopic march” (1, 6, 7). In patients with moderate-
to-severe AD, dupilumab has been shown to significantly 
improve asthma and/or rhinosinusitis, nasal polyposis 
and eosinophilic esophagitis compared with placebo (40, 
41). Moreover, it has also been demonstrated that it is 
beneficial for adult patients with perennial allergic con-
junctivitis and perennial allergic asthma associated with 
moderate-to-severe AD (1). In line with this, the experts 
agreed on the use of dupilumab over other therapies due 
to its proven effect on clinical improvement, change in 
asthma control score and sinus symptoms, in addition to 
its effect on EASI75, NRS, IGA, and Patient Oriented 
Eczema Measure (POEM) scores.

The current Delphi-like study assessed expert opinion 
in a variety of topics on the clinical approach to patients 
with moderate-to-severe AD. The results show that there 
are fields in disease management with discrepancies, 
revealing huge clinical variability. 

The panel of experts considers that evidence for using 
biomarkers to assess the severity of moderate-to-severe 
AD is limited, and none of the biomarkers can be recom-
mended. They also recommend performing allergy test-
ing for type IV hypersensitivity (patch tests), especially 
when allergic contact dermatitis is suspected by history, 
there is an atypical distribution of lesions, or in patients 
with adult-onset AD. There is a broad consensus on the 
optimal patient follow-up considering EASI75 as a thera-
peutic goal. Regarding therapeutic options, study results 
show that advanced systemic treatments (biologics and 
oral JAK inhibitors) are preferred to conventional syste-
mic treatments if there are no contradictions. Efforts must 
be made to allow access to advanced systemic treatments 
as first-line treatment options in patients with moderate-
to-severe AD and high burden of disease.
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