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HEALTH TECHNOLOGY ASSESSMENT

Dupixent

150 mg/ml — 2 ml solution for injection x 2 pre-filled pens

INN dupilumab

Therapeutic indication Treatment of moderate-to-severe atopic dermatitis in adults
and adolescents 12 years and older who are candidates for
systemic therapy.

Start - end of the procedure 10.10.2022 — 06.10.2023

Final decision Addition of a therapeutic indication to Annex 1 of the
Positive Drug List (PDL) for home treatment of diseases
reimbursed by the National Health Insurance Fund (NHIF).
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Summary of the report on the clinical and pharmacoeconomic assessment of the
health technology of the medicinal product Dupixent

Health problem

Atopic dermatitis (AD) is a frequent, chronically relapsing skin disease with dry skin and a
predisposition to atopic diathesis. The initial appearance of atopic dermatitis is between the third
and sixth month of birth, and in over 80% of the cases the disease manifests itself by the fifth year.
In the first year, the skin lesions affect the face and the capilicium of the infant with clinical
manifestations of acute dermatitis. In youth, the lesions most often affect the folds and are
represented by lichenified plaques, and at times of exacerbation - by erosions and excoriations
with exudation and crusts. In adulthood, the rashes affect the face and neck, back, palms, and soles
and present with circumscribed pigmented lichenified plaques with hyperkeratosis.

According to the severity of the disease, the size of the affected area, multiple therapeutic agents
are applied in different combinations. As patients with atopic dermatitis suffer from dry skin,
emollients are a major part of the local therapy improving the impaired skin barrier function (first
line). In mild forms of the disease, local treatment is carried out with creams and ointments
containing corticosteroids and calcineurin inhibitors (second line), and in hyperketatotic eczema -
local retinoids and tars. In case of disseminated, moderate and severe disease, narrow-spectrum
NB-UVB, PUVA and UVA1 phototherapy is applied (third line). Systemic therapy involves
antibiotics, antihistamines, systemic corticosteroids, azathioprine, cyclosporine, methotrexate,
tacrolimus, mycophenolate mofitel, montelukast and others (fourth line). Systemic steroids are
mainly applied to adult patients with severe forms of atopic dermatitis, unresponsive to local
therapy, in the initial daily dose of 0.5-1mg/kg prednisone.

Biological agents are proteins in their structure, blocking specific stages in the molecular
pathogenesis of the disease. To date, TNF a inhibitors and an IgE blocker (omalizumab) have been
used in single trials for the treatment of atopic dermatitis, with controversial results. The only
biological agent registered to date for the treatment of atopic dermatitis is an interleukin 4 (IL-
4Ra) antagonist (dupilumab).

Efficacy data

The therapeutic efficacy and safety profile of dupilumab was analyzed in three clinical trials -
SOLO 1, SOLO 2 and CHRONOS.

In the SOLO 1 and 2 clinical trials, patients were randomized into three treatment groups: Group
1 - initial dose of 600 mg dupilumab (two 300 mg injections) on day 1, followed by 300 mg once
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every 2 weeks (Q2W) ; 2-group - 600 mg dupilumab on day 1 followed by 300 mg once weekly
(QW); and 3-group - placebo. Clinical trials last 16 weeks, after which results are reported.

In the CHRONOS clinical trial, patients received topical corticosteroids or topical calcineurin
inhibitors in addition to dupilumab or placebo on the regimens presented above. In this trial,
outcomes were reported at 16 and 52 weeks.

Dupilumab showed a rapid onset of efficacy with a statistically significantly higher rate of
improvement, both in terms of an Investigator Global Assessment (IGA) of 0 or 1 (significant or
complete disease response) and in terms of reduction in the Eczema Prevalence and Severity Index
(EASI) — 50%, EASI — 75% and EASI — 90% compared to placebo. In trials SOLO 1 and 2, the
clinical effect of the treatment with dupilumab in patients with atopic dermatitis was statistically
significantly better (p < 0.001) than that of the placebo group. The CHRONOS trial confirmed the
preserved efficacy and statistically superior effectiveness of dupilumab after a 52-week course of
treatment.

Safety data

The most common adverse reactions are local reactions at the application site, conjunctivitis,
blepharitis and herpes simplex.

Data on comparators

Systemic therapy corticosteroids, azathioprine, cyclosporine, methotrexate, or mycophenolate
mofitel was chosen as a comparative alternative to dupilumab, in patients with moderately severe
to severe atopic dermatitis who have exhausted the effect or developed serious side effects from
systemic treatment carried out to date.

Pharmacoeconomic indicators

Published health technology assessments performed by governmental institutions intended
for the health care systems of other countries

Three assessments have been published by other government institutions - Haute Autorité de santé
- HAS (France), Der Gemeinsame Bundesausschuss - G-BA/ Institut fir Qualitat und
Wirtschaftlichkeit im Gesundheitswesen - IQWIG (Germany) and The National Institute for
Health and Care Excellence - NICE (Great Britain). NICE recommends dupilumab for the
treatment of adults with moderate and severe AD. HAS and G-BA/ IQWiG recommend dupilumab
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in the treatment of adults and adolescents, with G-BA/ IQWIiG considering the drug only in
moderately severe AD.

Applied analysis

A pharmacoeconomic analysis of the cost-effectiveness analysis (CEA) type was applied, in which
the final outcome in terms of health benefits is presented in the form of life years gained (LYG)
and cost-utility analysis (CUA), where the final outcome in terms of health benefits is presented
in the form of quality-adjusted life-years (QALY) gained. Systemic therapy indicated for the
treatment of atopic dermatitis and ciclosporin was selected as a comparative alternative. The
perspective of the analysis is that of the paying institution - the National Health Insurance Fund
(NHIF). Health benefits and costs are discounted with an annual discount factor of 3.5%. The
choice of the time horizon of the analysis is justified in terms of the life expectancy of the affected
population, as well as the consideration of long-term therapeutic outcomes. A model was applied
that is a combination of a ‘Decision Tree’ (short-term) reflecting the results of the short-term
dupilumab trials (CHRONOS and CAFE) and a long-term Markov model with time-dependent
transient probabilities of occurrence of an absorbable health state (death). The decision tree reflects
the outcomes of one year of therapy to response or not, and then disease progression and therapy
to life is modeled with a Markov model.

The results of the analysis show that when compared to ciclosporin, the health technology
dupilumab demonstrates a higher value of health benefits gained at a higher direct cost per patient.
The ICUR of dupilumab compared to ciclosporin is above the conditionally accepted threshold of
BGN 51,897/QALY (3 times GDP per capita according to NSI data for 2020).

Costs for the assessed health technology

The costs included in the model are direct medical costs for administration of the alternatives,
dupilumab and ciclosporin, as well as non-medical costs for medical services and direct costs in
adult patients with atopic dermatitis.

Subgroup analysis
Not attached.

Budget impact analysis

The budget impact analysis is conducted from the perspective of the paying institution - NHIF.
The time horizon of the analysis is 5 years. The target population includes adults and adolescents,
aged 12 years and older, diagnosed with moderate to severe atopic dermatitis who require systemic
therapy. The estimated number of patients in the first year is 50, and in the fifth year - 180. Two
scenarios have been developed - "World with Dupixent” and "World without Dupixent".

The analysis projected cost increases over a five-year period to the NHIFs, not taking into account
risk-sharing agreements and patient access schemes.
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Conclusion

The medicinal product Dupixent (dupilumab) shows high efficacy in achieving a therapeutic
response in patients with atopic dermatitis, as measured by EASI values and Atopic Dermatitis
Rating Scale - SCORAD reduction. These statistically significant results are also supported by the
data on the improvement of the patients' quality of life measured by the Dermatology Life Quality
Index - DLQI and the Hospital Anxiety and Depression Scale - HADS. Dupixent is an alternative
for the treatment of atopic dermatitis resistant to other therapies, having a very good safety profile
and in clinical trials most reported adverse effects are comparable to those in the placebo group.
Dupixent is not a cost-effective alternative for the treatment of patients with moderate to severe
atopic dermatitis. The budget impact analysis forecasts an increase in the NHIF expenditure.




