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OBJECTIVE

Across countries, the specific mechanisms differ. The convergence toward severe-
dominant access does not (Table1).

To examine how moderate-to-severe atopic dermatitis (AD) is operationalized

within European Health Technology Assessments (HTAs) and reimbursement Table 1. Country mechanisms translating ‘moderate-to-severe’ authorization into
practical access patterns

systems, and to explore why these frameworks structurally favor severe disease
over moderate, with a particular focus on pediatric populations.
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3. Pediatric AD as a Lens on Severity Architecture

Advanced systemic therapies for AD (biologics and JAK inhibitors), are authorized across

Europe for adults and adolescents with moderate-to-severe disease based on lesion- The structural bias against moderate disease is not unique to adult AD populations.
based criteria (e.g., IGA, EASI, BSA) [2-8]. Yet across the EU and the UK, When pediatric AD is considered, these limitations are clearly highlighted. Eligibility
reimbursement eligibility frequently converges toward severe-dominant use. This across the EU and the UK remains anchored primarily to lesion-based metrics (EASI,
pattern reflects a broader structural bias against moderate disease states embedded IGA, BSA). These instruments quantify visible skin involvement and provide regulatory
within prevailing HTA architecture. When this adult-centered severity architecture is consistency. They do not fully capture domains central to the lived pediatric disease
applied to pediatric populations, its limitations become more apparent, as burden, such as sleep disruption, educational impairment, caregiver productivity
multidimensional childhood burden does not map neatly onto lesion-based eligibility loss, psychosocial stress, and flare frequency and cumulative inflammatory
constructs. exposure (Fig. 1), all of which highly prevalent in moderate patients, as confirmed in

interviews with dermatologists. Additionally, life-long disease burden, particularly
important in young populations, is also not fully reflected.

1. Structural Preference for Severe Disease States

HTA systems are designed to prioritize high unmet need, demonstrable incremental

benefit, and sustainable budget impact. Severe disease states align well with these Figure 1. Lesion Metrics vs Pediatric Disease Burden
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2. Translation into AD Reimbursement Across the EU and the UK

Pediatric clinical trials often incorporate multidimensional endpoints (PP-NRS,
POEM, cDLQI) reflecting this broader burden, yet conducted HTA assessments remain
predominantly lesion-driven and thus reimbursement generally follows the same
severe-dominant pattern as seen in adults. When moderate disease is already
structurally difficult to value in adults, applying the same framework to pediatric
populations, where the true burden is highly multidimensional, further exposes the
misalighment between measurement constructs and lived burden.

This structural dynamic becomes visible in how moderate-to-severe AD is translated into
national reimbursement rules. Although regulatory authorization includes moderate-to-
severe populations, national systems operationalize severity through heterogeneous
constructs that frequently prioritize severe disease:

> Italy has framed reimbursement around “grave” disease, referencing EASI-based thresholds
for advanced therapies, resulting in concentration of access to severe patients [9].

> Spain implements access via national positioning reports and hospital protocols; moderate

. . . . . . 4. Cross-Disease Context
AD is effectively not reimbursed in practice for advanced therapies [10].

Comparable patterns are observed in other chronic dermatologic conditions. Pediatric
plaque psoriasis therapies authorized for moderate-to-severe disease are frequently
positioned toward severe populations through PASI thresholds and sequencing
requirements [14]. In vitiligo, location-based proxies (e.g., facial involvement) have been
accepted to capture psychosocial severity [15], illustrating that alternative constructs are

feasible when formally encoded. In alopecia areata, severe-only positioning highlights
> @ermany reimburses largely in line with the marketing authorization, yet AMNOG benefit ongoing tension in valuing quality-of-life-driven conditions [16].

assessment relies on comparator selection and subgroup definitions, influencing added-
benefit grading and subsequent subgroup benefit recognition and clinical positioning [13].

> France evaluates therapies through SMR/ASMR grading at the ITT level with strict hierarchical
testing. while subgroup segmentation is possible, severe-enriched trial populations and
limited power can constrain distinct value recognition in moderate disease [11].

> UK retains moderate-to-severe wording but requires prior systemic failure and continuation
based on response criteria (e.g., EASI improvement) [12].

These examples suggest that the valuation challenge of moderate states reflects
broader features of HTA severity architecture and not disease-specific anomalies.

CONCLUSION

Across the EU and the UK, translation of “moderate-to-severe” from regulatory authorization to reimbursed access reflects structural features of HTA and implementation
pathways that tend to concentrate use in populations with clearer severity and treatment-effect signals. Pediatric AD does not create this dynamic but makes its limitations more
visible, as adult-derived lesion metrics incompletely capture multidimensional and life-course burden. Where moderate disease generates smaller incremental effects and
longer-term benetfits, its value may be less distinctly differentiated within prevailing frameworks. Pediatric indications therefore serve as a lens through which to examine how
moderate disease is defined, evidenced, and operationalized across European health systems.
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