Long-Term Effectiveness and Discontinuation of Dupilumab in Patients With Atopic Dermatitis: A
Literature Review

Abstract

Background: Dupilumab, an IL-4 and IL-13 antagonist, has demonstrated efficacy in treating moderate-
to-severe atopic dermatitis (AD). While short-term benefits are well-documented, long-term
effectiveness and safety data are crucial for evaluating sustained treatment strategies. This literature
review aims to synthesize data on the long-term effectiveness and safety of dupilumab in patients with
atopic dermatitis, focusing on real-world evidence and extended treatment durations.

Literature Review: A comprehensive review was conducted of studies evaluating dupilumab’s impact on
patient-reported outcomes and clinical measures over various periods. Key outcomes included the
Eczema Area and Severity Index (EASI), Numerical Rating Scale (NRS) for pruritus, Dermatology Life
Quality Index (DLQI), and treatment satisfaction. Long-term studies indicated that dupilumab remains
effective and well-tolerated over extended periods. Significant improvements in EASI scores, pruritus,
and quality of life were maintained or enhanced over 36 months. Patient satisfaction remained high,
with a majority reporting substantial improvement in itch (75.3%) and satisfactory disease control
(80.7%). Discontinuation rates varied, with 23.8% of patients stopping treatment, primarily due to
adverse events or perceived ineffectiveness. The most common adverse event was conjunctivitis. Real-
world data also showed a high persistence rate, with improved compliance noted when patients
administered their injections at home. Combined topical and systemic treatments were suggested as a
beneficial approach for sustained management.

Conclusion: Dupilumab offers sustained benefits for managing moderate-to-severe atopic dermatitis,
with ongoing improvements in disease control and quality of life. Despite some discontinuations related
to adverse effects and inefficacy, the overall safety profile remains favorable. Continued use, supported
by home administration and combined therapeutic approaches, may enhance long-term patient
outcomes. Further research is needed to refine treatment strategies and optimize long-term efficacy.

Introduction

AD is a prevalent inflammatory skin condition that many individuals experience(1). This condition is
described as having a long-lasting and recurring nature, with episodes of itchy eczematous lesions
appearing on dry skin(2). The occurrence of AD has been on the rise in various parts of the world and
has now stabilized in North America and Europe(3). In children, the prevalence has reached 15-20%,
while in adults it stands at 1-3%(3). One of the main symptoms of AD is itching, which can greatly impact
a person's quality of life(4, 5).

The pathophysiology of atopic dermatitis is a complex and multifactorial process(6). It involves changes
in the immune response, defects in the skin's protective barrier, genetic disorders, changes in the
immune response, and environmental factors that disrupt the balance of microbes on the skin(7). These
factors contribute to abnormalities in the immune dysfunction and skin barrier, which are believed to
play a crucial role in the development of atopic dermatitis(7).



Dupilumab, a fully human monoclonal antibody, has been approved in the US to treat symptoms of
moderate-to-severe AD in both adults and pediatric patients aged 6 months and older(8). It is
specifically indicated for cases where topical prescription therapies are not effectively controlling the
disease or are not recommended(8). Given that AD is a chronic condition, it is crucial to assess the long-
term effects of treatment and whether it provides sustained benefits, particularly from the patient's
point of view(9). Although a clinical trial's open-label extension demonstrated that dupilumab remained
effective and safe for up to 4 years, there have been limited real-world studies that thoroughly assess
the long-term patient experience with dupilumab(10). These studies either had a small sample size or
followed patients for only 1 to 2 years. The long-term effectiveness of dupilumab and the implications
of discontinuation are critical areas of interest for both clinicians and patients. While initial studies and
clinical trials have demonstrated significant improvements in disease severity and quality of life,
understanding the sustained efficacy of the medication and the consequences of stopping treatment are
essential for optimizing patient outcomes [17-20].

This literature review aims to explore the long-term effectiveness of dupilumab in managing atopic
dermatitis, drawing on data from clinical trials and real-world studies. Additionally, it will examine the
factors influencing the discontinuation of dupilumab.

Long-Term Effectiveness of Dupilumab in Patients with Atopic Dermatitis

A study assessed patient-reported outcomes during long-term dupilumab treatment and

evaluated data(8). There were significant reductions from baseline in the use of concomitant AD
therapy (P<0.05). Between 30-36 months, the results for various factors such as sleep symptoms, flares,
non-itch skin symptoms, health-related quality of life work/activity impairment, treatment satisfaction,
and disease control were either similar to or even better than the results at the 12-month mark. These
improvements were significant compared to the initial baseline measurements (P<0.001). A majority of
respondents, 75.3%, reported a significant improvement in itch due to global change. The majority of
respondents, about 80.7%, reported satisfactory disease control (score of 7 on ADCT). Additionally, a
high percentage of 86.8% expressed their satisfaction with the treatment.

Overall, the survey results showed that patients experienced ongoing benefits from long-term treatment
with dupilumab, even up to 36 months. However, the use of additional therapies for atopic dermatitis
(AD) did have a reducing effect.

A RELIEVE-AD was a study conducted to assess the effectiveness of dupilumab in adults with moderate-
to-severe atopic dermatitis in real-world clinical practice settings(10). The study used patient-reported
outcomes to evaluate the impact of dupilumab over a period of one year. Patients in RELIEVE-AD
experienced significant and long-lasting improvements in disease control, quality of life, and daily
activities (including work productivity) throughout the course of one year of treatment. They also
reported reductions in flares, itch, non-itch skin symptoms, and sleep problems. Additionally, the use of
other therapies for AD decreased while patient satisfaction with treatment increased.

There is limited long-term data on the safety and long-term effectiveness of Dupilumab in treating
atopic dermatitis. A study assessed the effectiveness and safety of dupilumab over a period of three
years following the start of treatment(11). The clinic and patient-reported outcomes were assessed over
a period of three years, with evaluations conducted every four months. The study included a cohort of
418 patients. There was a noticeable decrease in the mean EASI over time, starting at 23.64 at baseline



and reaching 2.31 at T9. There were similar trends in the reported outcomes of patients. At T1 (4
months), 75.58% of patients achieved EASI75 and 53.49% achieved EASI90. By T9, these numbers
increased to 92.55% and 80.85% respectively. Additionally, 61.7% of patients achieved a DLQI score of
0/1 at T9. At T9, a majority of the patients (86 out of 94) achieved a mean NRSpp < 4, which is quite
impressive. Conjunctivitis was the most frequently reported adverse event, affecting approximately 13%
of patients at each timepoint analyzed. In clinical practice, Dupilumab has been shown to be both
effective and safe for the treatment of AD for up to 3 years.

In a recent study by Halling et al. (2021), they conducted a thorough analysis and review of real-world
data to evaluate the safety and effectiveness of dupilumab in individuals with AD(12). In real-world data,
it has been shown that dupilumab is a well-tolerated therapy and highly effective for AD, similar to what
was observed in clinical trials. However, some reports suggest that dupilumab may be slightly less
effective in real-world settings compared to clinical trials. In routine clinical practice, the long-term
effectiveness of therapy is closely tied to how committed patients are to staying on their prescribed
treatment. Persistence in therapy refers to the duration of time from when treatment begins to when it
is stopped.

Silverberg et al. (2021a) and Dal Bello et al. (2020) found that Dupilumab had a high persistence rate in
real-world settings, suggesting that patients were satisfied with its treatment schedule, tolerability, and
effectiveness(13, 14). In certain countries, there are still numerous patients who undergo Dupilumab
injections at a clinic or hospital.

In a recent study by Ito et al. (2020), they found that the compliance rate significantly improved when
patients were taught to administer their own injections of dupilumab at home(15).

Discontinuation of Dupilumab in Patients With Atopic Dermatitis

There is a lack of extensive data regarding the safety and long-term effectiveness of Dupilumab for
atopic dermatitis in real-world scenarios. An investigation assessed the clinical effectiveness and factors
leading to the discontinuation of Dupilumab treatment in individuals of different age groups who have
AD. The study examined up to 5 years of treatment in real-world scenarios. A total of 1286 patients
diagnosed with AD received treatment with Dupilumab. The majority of patients were able to keep their
AD under control, with EASI scores of 7 or lower and NRS scores for pruritus of 4 or lower. These results
were consistent over a period of up to 5 years of treatment, with percentages ranging from 78.6% to
92.3% for EASI scores and 72.2% to 88.2% for NRS scores. Additionally, a significant portion of patients
(up to 70.5%) were able to extend the time between doses, typically to 300 mg every 3 or 4 weeks.
There were some noticeable differences between age groups in terms of IGA and EASI over time, but
these differences were relatively small. There were no significant differences in the reported levels of
itching between different age groups. The levels of median thymus- and activation-related chemokine
showed a significant decrease from 1751 pg/mL to 390 after 6 months of treatment and continued to
remain low. There was a temporary increase in median eosinophil levels up to week 16, followed by a
significant decrease over time. A total of 306 patients, accounting for 23.8% of the study population,
stopped taking Dupilumab. This occurred after a median duration of 54.0 weeks, with a range of 29.0 to
110.0 weeks. The most commonly cited reasons for discontinuation were adverse events, reported by
98 patients (7.6%), and ineffectiveness, reported by 85 patients (6.6%). A total of forty-one patients
(3.2%) resumed treatment with Dupilumab, and the majority of these patients experienced a positive
response once again. During this cohort study, the clinical effectiveness of Dupilumab remained



consistent over a period of up to 5 years. Additionally, a significant number of patients were able to
reduce their dosing interval to every 3 or 4 weeks. A significant number of patients had to stop their
treatment, primarily because of adverse events and/or lack of effectiveness.

A study explored patient characteristics, effectiveness, safety, and treatment aspects of Dupilumab
treatment for a duration of up to 84 weeks(16). At 84 weeks, we observed a decrease of -15.2 (SE, 1.7)
for the Eczema Area and Severity Index, -16.9 (SE, 1.4) for the Patient-Oriented Eczema Measure, and -
17.2 (SE, 1.6) for the Dermatology Life Quality Index. We observed a positive trend in the improvement
of the Investigator Global Assessment and Numerical Rating Scale for pruritus over time. A total of 79
severe adverse events were reported, with 11 of them being classified as serious. These events were
observed in 69 patients. A total of 46 eye complaints were reported. A total of twenty-one patients
made changes to their regular dosing schedule, while fourteen patients decided to stop treatment,
primarily because it was not effective (n = 7).

Regularly practicing Dupilumab treatment for up to 84 weeks is generally well-tolerated, with the
exception of some reported eye complaints. You may find that combining topical and initial concomitant
systemic treatment can be a beneficial long-term solution for atopic dermatitis. This approach has been
shown to provide sustained improvement in signs, symptoms, and overall quality of life.

Conclusion

The extensive data reviewed on the long-term effectiveness and discontinuation of dupilumab in
patients with atopic dermatitis highlights its sustained efficacy and safety in real-world settings.
Dupilumab consistently demonstrates significant improvements in patient-reported outcomes, such as
reductions in Eczema Area and Severity Index (EASI) scores, pruritus, and overall quality of life, even up
to 36 months and beyond. The ability of patients to extend dosing intervals further underscores the
treatment’s long-term effectiveness. However, the data also reveals important insights into the
challenges associated with dupilumab therapy. While the majority of patients experienced continued
benefits, a notable proportion discontinued treatment primarily due to adverse events or perceived
ineffectiveness. Adverse events, particularly eye complaints, and issues with treatment effectiveness
remain key concerns that need to be addressed. Additionally, variations in patient responses based on
age and the temporary increase in eosinophil levels suggest the need for personalized management
strategies. Overall, dupilumab has proven to be a robust option for managing moderate-to-severe atopic
dermatitis, offering lasting improvements in disease control and patient satisfaction.
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