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ABSTRACT

Objectives: The purpose of this study was to analyze the drug survival rate of dupilumab up to 2years
in a large real-world cohort of adult patients affected by moderate/severe atopic dermatitis (AD), and
to investigate the clinical, demographic and predictive factors influencing the patients’ treatment
persistence.

Material and methods: This study included adult patients affected by moderate-to-severe AD treated
with dupilumab for at least 16 weeks who visited 7 dermatologic outpatient clinics in Lazio, Italy, from
January 2019 until August 2021.

Results: A total of 659 adult patients (345 male [52.3%], mean age: 42.8years) with an average
treatment duration of 23.3months were enrolled in the study. Overall, 88.6% and 76.1% of patients
were still on treatment after 12 and 24 months, respectively. The drug survival rate for discontinuation
due to AEs and dupilumab ineffectiveness was 95.0% at 12 months and 90.0% at 24 months. The main
reasons for drug discontinuation included inefficacy (29.6%), failed compliance (17.4%), persistent
efficacy (20.4%) and adverse events (7.8%). Adult AD onset (>18years) and EASI score severity measured
at the last follow-up visit were the only factors significantly associated with lower drug survival.
Conclusion: This study revealed an increased cumulative probability of dupilumab survival at 2years,
reflected by a sustained effectiveness and a favorable safety profile of the drug.

KEYWORDS
Atopic dermatitis; dupilumab;
drug survival

Introduction azathioprine, and mycophenolate mofetil, have not been investi-
gated by randomized studies and are associated with systemic

Atopic dermatitis (AD) is the most common inflammatory skin dis-  ¢oxicity and poor tolerability (4). Dupilumab is a monoclonal anti-

ease, with a prevalence of 20% in children and 5-10% in adults,
and over 230 million people are affected worldwide (1). It is char-
acterized by intense itch, dry skin and eczematous lesions showing
preferential involvement of body areas according to the patient’s
age (1). Severe AD is often associated with poor sleep quality,
mental health disturbances, including anxiety and depression, and
overall impairment of the patient’s quality of life (1-3). Over
one-third of patients suffer from a moderate/severe form of AD,
which requires systemic treatment to be adequately controlled (4).
Traditional systemic immunosuppressant’s commonly used in AD,
including systemic corticosteroids, cyclosporine, methotrexate,

body targeting the IL-4 alpha chain and thus inhibiting both IL-4
and IL-13 signaling. Since its release in Europe in September 2017,
dupilumab has profoundly changed the management of moder-
ate/severe AD in adults, allowing long-term control of signs and
symptoms of the disease and a favorable safety profile (5-7). The
most recent data of the open-label study ‘LIBERTY AD OLE
reported a sustained improvement in all clinical efficacy outcomes
up to 4years of treatment, with a safety profile comparable to that
described in previous controlled trials of up to 52weeks (8). In
addition, several real-life experiences have confirmed a remarkable
long-term activity and safety profile of dupilumab, with low rates
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of drug discontinuation consistent with those shown in random-
ized clinical trials (2.2%-11.5%) (5-7,9-11).

Drug survival is a comprehensive outcome defined as the
length of time an individual takes a drug until it is discontinued.
In cases of chronic skin diseases, drug survival incorporates patient
satisfaction, efficacy, safety, and tolerability of treatments in real
life (12).

The aim of our study was to analyze the drug survival rate of
dupilumab up to 2years in a large real-world population of adult
patients with moderate/severe AD and to investigate the clinical,
demographic, and predictive factors influencing the patients’ treat-
ment persistence.

Patients and methods

In this retrospective multicenter study, we included adult patients
with moderate to severe AD under treatment with dupilumab for
at least 16 weeks who were referred to 7 dermatologic outpatient
clinics in Lazio, Italy, from January 2019 until August 2021.
Dupilumab was prescribed according to the Italian Drug Agency
(AIFA) recommendations (Eczema Area Severity Index (EASI) score
>24, inadequate response to or intolerance to Cyclosporin A (CsA)
or medical condition not compatible with CsA treatment).

All patients enrolled in this study used daily moisturizers, while
topical medium- to very-high-potency corticosteroids and topical
calcineurin inhibitors were applied as needed.

The following demographic and clinical data were collected
from each patient: region of residence, age, sex, AD features (age
at AD onset, clinical phenotypes according to Silvestre Salvador
et al. classification (13), topographical distribution of skin lesions,
AD severity, previous treatments) and dupilumab therapy (time
duration, discontinuation, reasons for discontinuation and adverse
events). Clinical outcomes were collected at the following time-
points: baseline, week 16, week 48, week 64, week 80 and week
96. Disease severity was assessed by (a) Eczema Area Severity
Index (EASI) score, which varies from 0 to 72; (b) itch Numeric
Rating Scale [itch-NRS] ranging from 0 to 10]; and (c) Dermatology
Life Quality Index (DLQI) with a scale from 0 to 30.

Drug survival was considered the period between the start of
drug intake and drug discontinuation. In line with previous stud-
ies, treatment discontinuation was defined as dupilumab interrup-
tion for more than 2months (11). Reasons for drug discontinuation
were categorized as adverse events (AEs), sustained remission of
disease, loss of efficacy, poor adherence, and other reasons, includ-
ing pregnancy, concomitant diseases, and death from COVID-19
infection and vaccination.

The study was approved by the Local Ethical Committee (pro-
tocol n. 0054579/2022).

Statistical analysis

Continuous variables were described as the means and standard
deviations (SD), and categorical variables were reported using
absolute and relative (%) frequencies. Kaplan—-Meier survival plots
were obtained to define descriptive unadjusted DS curves. Overall
discontinuation and discontinuation due to dupilumab ineffective-
ness and AEs were analyzed separately as failure events for drug
survivor function. Patients were censored if the reason for discon-
tinuation did not match the event of interest or if lost to follow-up.
The percentage of patients still on treatment at 12 and 24 months
after the start of dupilumab was used to calculate the cumulative

survival rates. To estimate adjusted hazard ratios (HRs) for therapy
discontinuation, multivariable Cox regression models were calcu-
lated, including sex, age at disease onset, age at treatment initia-
tion, and previous cyclosporin intake as clinically meaningful
variables that could be relevant for the model. We considered
including the predictor variable in the final model if the univariate
Cox proportional hazard regression test for continuous variables or
the log-rank test of equality for categorical variables had a p value
of 0.2-0.25 or less. Analyses were performed by using STATA/BE
17.0 Software (StataCorp, Texas).

Results

Clinical and demographic characteristics of the general
population

Overall, 659 adult subjects (345 male [52.3%] 312 females [47.7%],
mean age: 42.8+19.90) were included in the study. Demographic
and clinical data are summarized in Table 1.

The majority of dupilumab-treated patients [481/570 (87.1%)]
referred to the prescribing centers for drug supply in Lazio, while
71/570 (12.9%) patients were residents outside the Lazio region.
Most patients reported the onset of disease during childhood
(0-11) (49.8%, 328/659) and adulthood (18-64) (32.8%, 216/659),
while the occurrence of AD during adolescence (11-18) and old
age (>64) was less frequently observed (Table 1).

The classic clinical phenotypes (lichenified/exudative flexural
dermatitis, mostly associated with head-and-neck eczema and/or
hand eczema) were diagnosed in 49.3% (177/359) of the study
population, followed by the generalized pattern (36.5%, 133/359),
prurigo nodularis (7.2%, 26/359) and nummular eczema (5.3%,
19/359). Concerning sensitive body areas, 12/122 patients (9.8%)
showed involvement of the head and neck area, while 17/122
patients (13.9%) had hand involvement.

Previous systemic treatment with cyclosporine A was reported
in 55.6% (366/659) of patients, while in the remaining study pop-
ulation (44.4%, 292/659), cyclosporine was not previously pre-
scribed because of medical contraindications (e.g., hypertension,
nephropathy).

At the time of dupilumab initiation, the mean (£SD) EASI score
was 28.0 (+6.7), the mean (+SD) itch-NRS was 8.2 (£1.9), and the
mean (£SD) DLQI was 15.9 (+7.5).

Drug survival

Among 659 patients, 580 (88.0%) had available start and end data
of dupilumab treatment (or last follow-up date) to use for time to
event analysis. A total of 115/580 (19.8%) patients discontinued
dupilumab therapy. The main reasons for discontinuation were
inefficacy in 29.6% (34/115), failed compliance in 17.4% (20/115),
stable efficacy in 20.8% (23/115), and adverse events in 7.8%
(9/115). Concerning the side effects that led to drug discontinua-
tion, 5/9 (55.6%) cases were ocular side effects (xerosis, conjuncti-
vitis), and 4/9 (44.4%) were injection site adverse reactions.

Dupilumab discontinuation was significantly more frequent in
adult AD patients (=18years) (24.2%, 55/226) than in those with
early (<18years) onset (15.1%, 45/297) (p=.008). No other associa-
tion with demographic features was observed.

The average (+SD) treatment duration was 23.3 months (+16.8).
Considering overall discontinuation as a failure event for drug sur-
vival, 88.6% (95% Cl: 85.5%-91.1%) and 76.1% (95% Cl: 70.8%-
80.7%) of patients remained on dupilumab at 12 and 24 months,



Table 1. Clinical and demographic characteristics of the study population.

Total patients n 659
Males [n (%)] 345 (52.3)
Females [n (%)] 314 (47.7)
Age (Mean=+SD) 42.8 (+£19.9)
Patients residing in Lazio [n (%)]* 481 (87.1)
Patients residing outside Lazio [n (%)]* 71 (12.9)
Previous CsA Yes [n (%)] 366 (55.6)
administration  No [n (%)] 292 (44.4)
Age at onset Child (0-11) [n (%)] 328 (49.8)
Adolescent (11-17) [n (%)] 58 (8.8)
Adult (18-64) [n (%)] 216 (32.8)
Older adult (>65) [n (%)] 51 (7.6)
Clinical disease Classic phenotype [n (%)] 177 (49.3)
phenotype Prurigo nodularis [n (%)] 26 (7.2)
(n=359) Nummular eczema [n (%)] 19 (5.3)
Generalized phenotype [n 131 (36.5)
(%)]
Psoriasis-like dermatitis [n 6 (1.7)
(%)]
Difficult-to-treat Head and neck involvement 12 (9.8)
anatomical site [n (%)]
involvement Hands involvement [n (%)] 17 (13.9)
(n=122)
EASI (baseline) [mean(+(SD)] 29.2 (7.6)
Itch-NRS (baseline) [mean(£(SD)] 8.3 (1.9)
DLQI (last follow-up visit) [mean(+(SD)] 15.9 (7.5)
Overall AEs Tot observation [n (%)] 31/659 (4.7)
Cutaneous [n (%)] 16 (51.6)
Ocular [n (%)] 14 (45.2)
Other (reflux esophagitis) [n 13.2)
(%)]
Drug discontinuation* 115/580 (19.8)
Reasons for drug  Stable efficacy [n (%)] 24 (20.8)
discontinuations Inefficacy [n (%)] 34 (29.6)
Compliance [n (%)] 20 (17.4)
Pregnancy [n (%)] 3 (2.6)
Covid-19 [n (%)] 1(0.9)
Death [n (%)] 1 (0.9)
Other concomitant diseases 5 (4.3)
[n (%)]
Not available data [n (%)] 6 (5.2)
Other reasons [n (%)] 12 (10.4)

Adverse Events [n (%)] Tot observations

9(7.8)

Ocular adverse events 5 (55.6)

(conjunctivitis,

Xerosis)
Cutaneous adverse 4 (44.4)
events
(injection-site
reaction) n (%)
*Sum does not always match the total due to missing data.
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respectively (Figure 1). The cumulative probability of drug survival
considering discontinuation due to either AEs or ineffectiveness
was 95.0% (95% Cl: 92.6%-96.6%) at 12months and 90.0% (95%
Cl: 86.1%-92.9%) at 24 months (Figure 2).

The univariate analysis showed that adult AD onset (=18years)
(HR = 1.592, 95% Cl = 1.052-2.409, p=.028) and EASI score at the
last follow-up visit (HR = 1.128, 95% Cl = 1.099-1.158, p<.0001)
were associated with an increased risk of overall discontinuation,
while for each unit increase in the EASI score assessed at the last
follow-up visit, a 16% additional risk of discontinuation due to
ineffectiveness or AE was observed. Disease severity assessed by
absolute EASI score at the last follow-up visit was the only predic-
tive factor for overall drug discontinuation, as confirmed by multi-
variate analysis, with a 13% increased likelihood of therapy
discontinuation for each unit increase in the EASI score (HR = 1.13,
95% Cl = 1.104-1.166, p <.0001), regardless of baseline EASI score,
age at disease onset, sex, age at treatment initiation and previous
cyclosporin administration (Prob>chi2<.0001). The same trend
was observed in the case of drug discontinuation for ineffective-
ness and AEs (HR = 1.17, 95% ClI = 1.123-1.223, p<.0001) (Table 3).

Effectiveness of dupilumab throughout 2years of observation

Dupilumab was effective in the long-term management of AD as
demonstrated by the progressive decrease in the mean (+SD) EASI
score, which dropped from 29.2 (+7.6) to 2.9 (+4.5; p<.0001)
throughout the 2-year observation period (Figure 2). The ameliora-
tion of clinical manifestations was accompanied by a marked
reduction in itch ([mean (xSD) itch-NRS from 8.3 (+ 1.9) to 1.7
(£2.2), p<.0001] and progressive recovery of the overall quality of
life [mean (£SD) DLQI from 15.9 (+7.5) to 2.1 (+4.6), p<.0001] from
baseline to the last follow-up (Table 2).

Discussion

Long-term control of moderate-to-severe AD has been extremely
challenging with a therapeutic armamentarium limited to conven-
tional immunosuppressant therapies (4). Currently, dupilumab has
completely revolutionized the management of adult AD, permit-
ting the achievement of long-term remission of disease signs and
symptoms in an increased proportion of patients (6).

b) = Kaplan—Meier survival estimate
wn
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o
o
wn
o
"ol
(\J. -
o
o
o
d T T T T T
0 200 400 600 800
Analysis time
Number at risk
580 451 282 168 0

Figure 1. Kaplan-meier survival plots. (a) Overall discontinuation and (b) discontinuation due to AEs and inefficacy were considered failure events for drug survivor
function (analysis time =days).
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The present study confirms an optimal long-term safety pro-
file and effectiveness of dupilumab in 659 adult subjects with
moderate-to-severe AD, reflecting a high drug survival rate, up to
2years of observation. In particular, the overall drug survival
rates were 88.6% and 76.1% at 1 and 2years, respectively. These
results are consistent with data recently published from a
real-world Canadian multicenter study on 145 patients, which
showed a two-year overall drug survival rate of 80% (14), whereas
other real-world experiences reported slightly lower rates com-
pared to our study (10,15,16). Considering drug discontinuation
exclusively due to AEs and/or ineffectiveness, the cumulative
probability of drug survival at 1 and 2years was 95.0% and
90.0%, respectively.

In line with our findings, a real-world experience comparing
drug survival rates of dupilumab, methotrexate and cyclosporine
reported dupilumab discontinuation after one year of treatment
due to poor response and/or AEs in 2% of treated patients,
whereas approximately half of patients treated with methotrexate

Figure 2. Characterization over time of the mean EASI score during dupilumab

treatment. or cyclosporine interrupted treatment (16).

Table 2. Dupilumab efficacy at specified time points considering the overall study population.

Overall study population

Baseline Week 16 Week 48 Week 64 Week 80 Week 96 p Value*
Number of patients 659 659 362 410 210 155
EASI (mean+SD) 29.2 (7.6) 5.5 (5.4) 3.8 (4.7) 39 (4.7) 2.6 (3.4) 2.9 (4.5) <.0001
DLQI (mean+SD) 15.9 (7.5) 3.1 (34) 24 (29 2.2 (3.0 1.7 (2.2) 2.1 (4.6) <.0001
NRS-itch (mean+SD) 8.3 (1.9 34 (3.7) 2.0 (2.4) 2.6 (3.6) 1.7 2.3) 1.7 2.2) <.0001

"Paired t test for the comparison between baseline EASI, DLQI and itch-NRS and the corresponding last follow-up visit scores for each patient.

Table 3. Univariable and multivariable Cox proportional hazard regression model predicting overall drug discontinuation (Prob >chi2=0.0000) and discontinuation due

to AEs and inefficacy (Prob> chi2=0.0000).

Overall drug discontinuation

Drug discontinuation due to AEs and inefficacy

HR Std. Err P>zl  95% conf. interval HR Std. Err P>zl  95% conf. interval
Univariable analysis
Disease Eczematous Ref Ref
phenotype  Erythrodermic 0.756 0.249 0.398 0.396-1.445 0.503 0.291 0.325 0.161-1.565
Prurigo-like 1.146 0.616 0.800 0.399-3.286 0.672 0.702 0.704 0.0867-5.207
Nummular 2.208 1.000 0.080 0.909-5.367 2.586 1.683 0.144 0.722-9.262
eczema
Psoriasis-like 2.029 2.071 0.488 0.274-15.010 4.841 5.068 0.132 0.622-37.674
Anatomical Flexural areas Ref Ref
disease Head/neck 4.56e-16 1.24e-08 1.000 0 4.53e-17 4.59e-09 1.000 0
localization  Portrait 1.039 1.076 0.970 0.136-7.909 4.61e-17 8.72e-09 1.000 0
dermatitis
Hand eczema 0.703 0.532 0.642 0.159-3.097 4.62e-17 5.03e-09 1.000 0
Baseline EASI score 0.976 0.014 0.103 0.947-1.1004 0.995 0.022 0.845 0.953-1.040
EASI score (last follow-up visit) 1.128 0.015 0.000 1.099-1.158 1.157 0.024 0.000 1.112-1.205
Male Ref Ref
Female 1.353 0.283 0.148 0.898-2.039 1.621 0.533 0.142 0.851-3.089
Early AD onset (<18years) Ref Ref
Adult AD onset (>18years) 1.59 0.337 0.028 1.052-2.409 1.728 0.579 0.103 0.895-3.336
Age at treatment initiation 1.01 0.005 0.027 1.001-1.021 1.017 0.007 0.030 1.001-1.032
No prior use of cyclosporin Ref Ref
Prior use of cyclosporin 0.978 0.208 0.919 0.644-1.485 1.008 0.335 0.980 0.525-1.934
Residence Lazio Ref Ref
country Outside Lazio 1.160 0.349 0.621 0.643-2.092 1.686 0.713 0.216 0.736-3.865
Multivariable analysis
Baseline EASI score 1.019 0.027 0.482 0.966-1.075 1.060 0.048 0.191 0.971-1.158
EASI score (last follow-up visit) 1.133 0.016 0.000 1.103-1.164 1.157 0.024 0.000 1.110-1.205
Male Ref Ref
Female 1.263 0.335 0.379 0.751-2.123 1.236 0.563 0.640 0.507-3.018
Early AD onset (<18years) Ref Ref
Adult AD onset (>18years) 1.349 0.480 0.400 0.672-2.711 0.915 0.576 0.888 0.266-3.142
Age at treatment initiation 1.002 0.009 0.818 0.984-1.019 1.006 0.016 0.697 0.975-1.037
No prior use of cyclosporin Ref Ref
Prior use of cyclosporin 1.101 0.322 0.741 0.620-1.955 1324 0.711 0.602 0.461-3.797

HR: hazard ratio; Std. Err: standard error; conf. interval: confidence interval. Statistically significant p value are in bold.



Long-term effectiveness in controlling AD manifestation, limited
occurrence of AEs, the absence of drug interaction, and organ tox-
icity were the main reasons explaining the significantly higher
drug survival rates reported with dupilumab in comparison with
traditional immunosuppressants (16). In our study, 115/580 (19.8%)
patients withdrew from dupilumab treatment, most frequently due
to ineffectiveness, which was reported in 34/580 (5.9%) patients.

Khosravi et al. (10), in a 2-year drug survival analysis including
112 AD patients treated with dupilumab, reported similar find-
ings, describing disease flares as the main reason for drug dis-
continuation (5%), followed by conjunctivitis (3%), and satisfactory
control of AD combined with phototherapy in 0.9%. Notably, the
authors did not detect any association between demographic
characteristics and drug failure (9), while in our study, drug dis-
continuation was more frequently associated with adult AD onset
(24.2%) than early onset (15.1%) (p=.008). In addition, adult AD
onset was found to increase the risk of overall discontinuation by
59% (HR = 1.59, p=.028) in the univariable Cox regression anal-
ysis, although this finding was not confirmed in the multivariable
model. Notably, Dal Bello et al. in a 16-month drug survival anal-
ysis on 149 patients, found that an increased risk of drug discon-
tinuation was associated with adult AD onset and shorter disease
duration (17). The authors hypothesized that the higher per-
sistence of treatment in patients with an earlier AD onset may be
partially explained by the central role of Th2 inflammation found
in these patients compared to the mixed Th2/Th17/Th22 skewing
phenotype detected in patients with adult AD onset (17).

In contrast to these observations, a recent multicentric study,
including 363 AD patients under treatment with dupilumab
throughout 4years of observation, identified the early onset of AD
(before the age of 18years) as a significant predictor of shorter
overall drug survival (18).

It must be emphasized that the combination of a traditional
systemic immunosuppressant or phototherapy with dupilumab
may represent an effective strategy to enhance drug retention in
patients experiencing an inadequate response to dupilumab
monotherapy (19,20).

Indeed, considering the progressive consolidation of clinical results
over time in up to 2years of observation of dupilumab real-world
experiences, the additional benefits obtained with combination ther-
apy can then be maintained with dupilumab monotherapy (21,22).

The suspension of dupilumab due to satisfactory response
according to the patient’s decision, regardless of whether shared
with the dermatologist, is not uncommon (24/115, 20.9% of
patients in our study), and it may negatively affect the cumulative
probability of drug survival.

In our study, all patients who interrupted dupilumab for satisfac-
tory response experienced complete clinical remission (EASI < 1;
Itch-NRS < 1; DLQI < 1) for at least 6months. Along these lines, a
satisfactory and stable response to dupilumab was reported as one
of the most frequent causes of drug interruption (17,23). The third
reason for drug discontinuation was poor compliance with therapy
(20/580, 3.4%), although the distance from the referral center was
not the eventual reason explaining the poor compliance, as no sig-
nificant differences in drug withdrawal were reported between
patients residing in Lazio and extraregional residents.

Only 9/659 (1.4%) patients withdrew from dupilumab treat-
ment because of drug-related AEs throughout the observation
period of 122weeks, thus confirming an excellent long-term
safety profile. Drug interruption due to severe allergic conjuncti-
vitis, recalcitrant to topical treatment with corticosteroid and cyc-
losporin, was observed in 5/659 (0.76%) subjects. This observation
is consistent with other long-term real-world experiences

JOURNAL OF DERMATOLOGICAL TREATMENT . 5

reporting a discontinuation rate of dupilumab for ocular adverse
events of lower than 2% (10,17,24). Interestingly, C. Patruno et al.
recently showed an amelioration of severe and recalcitrant
dupilumab-induced conjunctivitis with an interval prolongation
beyond the standard 2weeks between drug administration (25).

Another real-world multicenter study involving 715 adult AD
patients treated with dupilumab estimated an overall drug survival
for dupilumab of 90.3%, 85.9% and 78.6% at 1, 2 and 3years,
respectively (15). Furthermore, when discontinuation for ineffec-
tiveness was considered, drug survival increased significantly to
96.5%, 95.7% and 95.7% at the same timepoints, respectively.
Similarly, when discontinuation for AE was considered, the cumu-
lative probability of drug survival was 96.3%, 93.2% and 92.6% at
1, 2 and 3years, respectively (15). The use of immunosuppressive
drugs at baseline and a lack of response at 4weeks were identified
as predictors of poor drug survival due to drug ineffectiveness,
whereas use of immunosuppressive drugs at baseline, advanced
age and very severe IGA resulted in shorter survival due to AEs.

In our study, a predictive value for dupilumab discontinuation
was not observed for several clinical and demographic character-
istics, including age, sex, baseline AD severity, clinical phenotype,
involvement of special areas, and previous treatment with cyclo-
sporine. The only predictive factor for dupilumab discontinuation
was disease severity, defined as the absolute EASI score at the
last follow-up visit, with a 14% increased likelihood of therapy
discontinuation for each unit increase in the EASI score. This
result implies that worsening AD is associated with an increased
risk of discontinuation, with valuable clinical significance.

In this regard, it is important to emphasize the clinical rele-
vance of identifying and avoiding, whenever possible, potential
disease exacerbating factors (e.g., allergens, irritants) to optimize
the persistence of patients under treatment.

The limitations of this study mainly consist of its retrospective
nature. As drug survival is a comprehensive tool also influenced by
therapeutic choices, the recent introduction of new drugs for the
treatment of moderate to severe AD, including oral JAK inhibitors
and tralokinumab, could affect the replicability of the results of
this study in the future.

The coverage of drug costs in Italy is supported by the state as
well as in many other Western countries, while in underdeveloped
countries, financial reasons may limit the availability of dupilumab,
and this must be considered a limitation that reduces the gener-
alizability of the study’s results and conclusions.

In conclusion, the introduction of dupilumab filled an unmet
therapeutic need in AD by providing prolonged effectiveness and
tolerability that could not be achieved with previous conventional
therapies. However, further research on the role of age and dis-
ease chronicity as well as on other potential predictive factors for
treatment discontinuation is required to optimize and tailor the
therapeutic approach to AD.
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