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SUMMARY

Objectives: Dupilumab is the first biological drug indicated
in atopic dermatitis (AD). The aim of this study is to assess
effectiveness and safety of dupilumab in moderate-severe AD
in clinical practice, and the quality of life of treated patients.
Methods: Descriptive retrospective study was conducted.
Effectiveness was measured by SCORingAtopic Dermatitis
(SCORAD). Primary endpoint was SCORAD-75; secondary
endpoints were SCORAD-90 and “total clearance”, at week
4,12, 24 and 48. Safety was evaluated according to adverse

events profile. Quality of life was assessed by Dermatology
Life Quality Index (DLQI) at week 0 and 48.

Results: At week 4, 2 patients presented SCORAD-75, none
presented SCORAD-90 or clearance. At week 12, 2 patients
showed SCORAD-75, 2 SCORAD-90 and one clearance. At
weeks 24 and 48, 3 patients presented SCORAD-90 and 3
clearance. All patients presented mild-moderate adverse
events. DLQI at week 48 was 0.7.

Conclusions: Dupilumab presented adequate effectiveness
and safety, improving quality of life of treated patients.
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Datos en vida real a largo plazo de dupilumab

en dermatitis atopica

presentaron SCORAD-75, ninguno pre-
sentd SCORAD-90 o aclaramiento. En
la semana 12, 2 pacientes mostraron

RESUMEN

Objetivos: Dupilumab es el primer far-
maco biolégico con indicacién en der-
matitis atopica. El objetivo es evaluar la
efectividad y la seguridad de dupilumab
en dermatitis atopica moderada-grave
en la préactica clinica, asf como la calidad
de vida de los pacientes tratados.
Métodos: Se realizd un estudio descrip-
tivo retrospectivo. La efectividad se eva-

lud mediante el SCORIngAtopic Dermatitis
(SCORAD). La variable primaria fue SCO-
RAD-75; las variables secundarias fueron
SCORAD-90y "aclaramiento total", en las
semanas 4, 12, 24 y 48. La seguridad se
evaludé mediante el perfil de eventos ad-
versos. La calidad de vida se evalué me-
diante el Dermatology Life Quality Index
(DLQYI) en las semanas 0y 48.

Resultados: En la semana 4, 2 pacientes

SCORAD-75, 2 SCORAD-90 y uno acla-
ramiento. En las semanas 24 y 48, 3 pa-
cientes presentaron SCORAD-90 y 3
aclaramiento. Todos los pacientes pre-
sentaron efectos adversos leves-modera-
dos. EI DLQI en la semana 48 fue 0,7.
Conclusiones: Dupilumab presenté una
efectividad y seguridad adecuadas, me-
jorando la calidad de vida de los pa-
cientes.
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INTRODUCTION
Atopic dermatitis (AD) is a chronic inflammatory disease of
the skin, whose main symptoms are: pruritus, eczematous
lesions and xerosis. AD manifestations occurs in outbreaks
of variable duration and intensity, periods of remission and,
in some cases, the symptoms may be continuous. Clinical
symptoms of AD can have important complications due to
the loss of the protective barrier of the skin and the altera-
tion of the immune system, increasing the risk of infections.
It can also cause social and psychological problems, all this
contributing to a decrease in the quality of life of patients,
especially in the moderate and severe forms of the disease!.
The treatment of AD consists of topical and systemic
corticosteroids and antihistamine, immunosuppressants

such as cyclosporine or methotrexate, and even biological
medicinal products (monoclonal antibodies, without indica-
tion described in label) or phototherapy2. Cyclosporine is
considered the treatment of choice for moderate and severe
forms of AD, being the only systemic immunosuppressant
with demonstrated efficacy and authorized in Europe Union
for this indication3. However, there are patients with a lack
of response to cyclosporine, or contraction to its use due to
intolerance or its long-term adverse effects. Systemic corti-
costeroids also have their unfavorable long-term safety pro-
file as a limitation“. Despite available therapeutic options,
there are many patients with uncontrolled moderatesevere
forms of AD, that suggests that effectiveness of treatment
is limited>.
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Figure 1. Number of patients with SCORAD75, SCORAD90 or

clearance in the weeks of measurement

Safety was evaluated according to adverse effects
(AEs) profile, comparing with those described in label®,

as well as discontinuations related to treatment. To re-
cord the AEs, Electronic Clinical History was used.
Quality of life was assessed using the Dermatology

Life Quality Index (DLQI): a simple 10-question valida-

ted questionnaire with scores between 0-30, with the

highest score indicating worse quality of life (0-1 no

effect on patient's life, 2-5 small effect, 6-10 moderate
effect, 11- 20 very large effect and 21-30 extremely

large effect)’2. DLQI was measured at weeks 0 and 48.

This study fulfilled the regulations for compassio-

nate use programs established by the Spanish Medici-
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Dupilumab is a recombinant human IgG4 monoclonal
antibody, which binds specifically to IL-4 and IL-13 (cytoki-
nes involved in AD), and is the first biological medicinal pro-
duct with indication in AD described in label®. According to
the clinical trials results, it could be an interesting option for
those patients with moderate and severe AD and inade-
guate response to previous treatment®’. The efficacy and
safety of dupilumab in AD as monotherapy or in combina-
tion with topical corticosteroids has been evaluated in 3 ran-
domized, double-blind, placebo-controlled clinical trials:
SOLO-1, SOLO-2 and CHRONOS®°. The results of these cli-
nical trials have demonstrated statistically significant benefit
in patients with moderate and severe AD, improving the
signs and symptoms with acceptable safety.

However, due to the recent appearance of dupilumab,
there are few studies that present results in real life, which
are essential to corroborate the results of clinical trials. The
purpose of this study is to assess the effectiveness and safety
of dupilumab in moderate to severe AD in clinical practice,
as well as the quality of life of treated patients. However,
due to the recent appearance of dupilumab, there are few
studies that present results in real life, which are essential to
corroborate the results of clinical trials. The purpose of this
study is to assess the effectiveness and safety of dupilumab
in moderate to severe AD in clinical practice, as well as the
quality of life of treated patients.

MATERIAL AND METHODS

Descriptive retrospective study was conducted. Patients trea-
ted with dupilumab between 01/01/2018 and 15/01/2019
were included. Electronic Clinical History and prescription
program Farmatools® were used to record the following
dates: sex, age, previous and concomitant treatment, po-
sology, number of doses received and duration of treat-
ment.

Effectiveness was measured by SCORingAtopic Derma-
titis (SCORAD). It is a clinical tool that points out the severity
of the AD depending on the affected areas, intensity of le-
sions and subjective symptoms: mild >25, moderate 25-50,
and severe >50'. Primary endpoint was SCORAD-75 (num-
ber of patients with baseline SCORAD reduction of at least
75%), and secondary endpoints were SCORAD-90 (number
of patients with baseline SCORAD reduction of at least
90%) and “total clearance” (number of patients that reach
SCORAD 0), measured at week 4, 12, 24 and 48.

nes and Medical Products Agency (Agencia Espanola
del Medicamento y Productos Sanitarios). Patients in-
cluded in the extended access program were provided
of informed consent.

RESULTS

During the study period, 6 patients were included. There
were 4 (67%) men and 2 (33%) women. Mean age was
43 (32-49) years. Previous treatment in all patients (n=6)
included antihistamines, corticoids and immunosuppres-
sants. Antihistamines were: cetirizine (n=6), hydroxyzine
(n=2), ebastine (n=2), bilastine (n=1) dexchlorpheniramine
(n=1) and desloratadine (n=1). Corticoids were: prednisone
(n=6), betamethasone (n=4), methylprednisolone (n=4) and
clobetasol (n=1). Immunosuppressants were: cyclosporine
(n=5), methotrexate (n=4), azathioprine (n=2), tacrolimus
(n=2), pimecrolimus (n=1) and mycophenolate (n=1). Four
patients required phototherapy additionally. Concomitant
with dupilumab, one patient needed cetirizine, one pred-
nisone, and two patients required a combination of cetiri-
zine plus prednisone in case of itching. Initial dose of
dupilumab was 600 mg administrated subcutaneously, fo-
llowed by a continuation dose of 300 mg every two
weeks. The mean of treatment duration was 11.5 (11-12)
months.

The baseline SCORAD mean was 62.7 (50-82.2). At
week 4, 2 patients presented SCORAD- 75, and the rest did
not reach therapeutic response: no patients achieved SCO-
RAD-90 or clearance at this time. At week 12 a progressive
decrease in the SCORAD was observed, and 5 patients
achieved therapeutic response: 2 patients showed a SCO-
RAD-75, 2 SCORAD-90 and one clearance; one patient lost
the response achieved at week 4 due to an outbreak of the
AD. At week 24 and 48 the results were the same: 3 pa-
tients presented SCORAD-90 and 3 clearance (Figure 1).

All the patients presented some AE during the study pe-
riod: pain in the administration (n=6), conjunctivitis (n=3),
dermatological reaction with rash and pruritus (n=2), joint
pain (n=1), edema (n=1), alopecia (n=1), hair growth (n=1),
anxiety (n=1), insomnia (n=1), cold sores (n=1), dry skin (n=1),
loss of weight (n=1). Three of these AEs were described in
label®: conjunctivitis, cold sores and pain at the injection site.
The pain in the administration was moderate-severe in first 4
weeks, decreasing to mild in the following administrations.
Conjunctivitis appeared since the beginning of treatment and
was self-limited in 2 cases, while in one patient the symptoms
were severe and maintained until the end of the study; this
patient required treatment with ophthalmic cyclosporin, an-
tibiotics, dexamethasone and artificial tears. Alopecia and
weight loss appeared after 4 weeks of treatment and were
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maintained until the end of the study time. The rest of AEs
appeared in the first 4 weeks of treatment, had a short du-
ration and disappeared spontaneously. There was not any
treatment discontinuation due to AEs. Respect to quality of
life, the mean of DLQI at week O was 21.83 (range 14-26)
and it was 0.7 maintained until the end of the study time.
The rest of AEs appeared in the first 4 weeks of treatment,
had a short duration and disappeared spontaneously. There
was not any treatment discontinuation due to AEs.

Respect to quality of life, the mean of DLQI at week 0
was 21.83 (range 14-26) and it was 0.7 at week 48.

DISCUSSION AND CONCLUSIONS

The results of this study are consistent with those of clinical
trials®1°, and support the idea that dupilumab presents cli-
nical benefit in patients with moderate and severe AD, im-
proving the signs and symptoms with acceptable safety, in
comparison with the rest of therapeutic alternatives?.

Most patients reached therapeutic response before week
12, with half of them getting at least SCORAD-90 at this time.
At week 24, half of the patients achieved total clearance,
maintaining this response until week 48. On the other hand,
tolerance to dupilumab was adequate, because although all
patients presented AEs, these did not cause treatment discon-
tinuation. Most of these AEs appeared at the beginning of
the treatment and were selflimited. Furthermore, dupilumab
improved considerably the quality of life of the patients after
4 weeks, and it was maintained until week 48.

To date, there are few studies that provide real life data
about dupilumab.4, hence the importance of our study. The
results of this study provide long-term real life data in patients
with moderate-severe AD that suggests relevant clinical be-
nefit of dupilumab, which is of fundamental importance con-
sidering that the rest of currently existing treatments have
limited efficacy and numerous AEs when used for a long pe-
riod of time.

However, with our small sample size, caution must be
applied, and further studies are needed to assess the long-
term effectiveness and safety of dupilumab.

Despite the good results presented in the clinical trials,
and due to the high price of dupilumab, some public health
systems have decided not to finance the treatment2's. But
in the future, it would be necessary to take into account the
importance of data in real life when establishing cost-effec-
tive criteria.

Acknowledgments: The authors would like to thank José
Carlos Armario Hita, from the Dermatology Service of the
Puerto Real University Hospital, for his contribution in the
collection of data for this studly.

Ethical responsibilities: To develop this study the authors
met all ethical and legal criteria. This manuscript has been
prepared in compliance with international recommenda-
tions on clinical research (Helsinki Declaration of the World
Medlical Association).

Confidentiality of the data: All authors declare that the pro-
tocols established by their respective health centers have
been followed to access the data of the medical records.

Real long-term data of dupilumab in atopic dermatitis

Conflict of interests: The authors declare no conflict of in-
terests.

Financing: Without financing.

BIBLIOGRAPHY

1. Wollenberg A, Oranje A, Deleuran M, Simon D, Szalai Z, Kunz B, et al.
ETFAD/EADV Eczema task force 2015 position paper on diagnosis and treat-
ment of atopic dermatitis in adult and paediatric patients. Journal of the Euro-
pean Academy of Dermatology and Venereology. 1 de mayo de 2016;30(5):
729-47.

2. Garcia H. Informe de Posicionamiento Terapéutico de dupilumab (Dupi-
xent®) en dermatitis atopica [Internet]. 2019 [citado 2 de junio de 2019]. Dis-
ponible en: https://www.aemps.gob.es/medicamentosUsoHumano/informes
Publicos/docs/IPT-dupilumab-Dupixent-dermatitis-atopica.pdf.

3. Ficha Técnica Sandimmun Neoral 100 mg cdpsulas blandas [Internet]. [ci-
tado 4 de junio de 2019]. Disponible en: https://cima.aemps.es/cima/dochtml/ft/
60320/FT_60320.html.

4. Sidbury R, Davis DM, Cohen DE, Cordoro KM, Berger TG, Bergman JN, et
al. Guidelines of care for the management of atopic dermatitis: Section 3. Ma-
nagement and treatment with phototherapy and systemic agents. Journal of
the American Academy of Dermatology. 1 de agosto de 2014;71(2):327-49.
5. European Medicines Agency. Dupixent - European Public Assessment Report
[Internet]. 2017 [citado 5 de junio de 2019]. Disponible en: https://www.ema.
europa.eu/en/documents/assessment-report/dupixent-epar-public-assessment-
report_en.pdf.

6. Ficha Técnica Dupixent 300 mg solucién inyectable en jeringa precargada
[Internet]. [citado 29 de mayo de 2019]. Disponible en: https://cima.aemps.
es/cima/dochtml/ft/1171229006/FT_1171229006.html.

7. Bruin Weller M de, Thaci D, Smith CH, Reich K, Cork MJ, Radin A, et al. Du-
pilumab with concomitant topical corticosteroid treatment in adults with atopic
dermatitis with an inadequate response or intolerance to ciclosporin A or when
this treatment is medically inadvisable: a placebo-controlled, randomized phase
IIl clinical trial (LIBERTY AD CAFE). British Journal of Dermatology. 2018;178(5):
1083-101.

8. Simpson EL, Bieber T, Guttman-Yassky E, Beck LA, Blauvelt A, Cork MJ, et
al. Two Phase 3 Trials of Dupilumab versus Placebo in Atopic Dermatitis. New
England Journal of Medicine. 15 de diciembre de 2016;375(24):2335-48.

9. BlauveltA, Bruin-Weller M de, Gooderham M, Cather JC, Weisman J, Pariser D,
et al. Long-term management of moderate-to-severe atopic dermatitis with du-
pilumab and concomitant topical corticosteroids (LIBERTY AD CHRONOS): a 1-
year, randomised, double-blinded, placebo-controlled, phase 3 trial. The Lancet.
10 de junio de 2017,389(10086):2287-303.

10.Thagi D, L. Simpson E, Deleuran M, Kataoka Y, Chen Z, Gadkari A, et al. Ef-
ficacy and safety of dupilumab monotherapy in adults with moderate-to-severe
atopic dermatitis: a pooled analysis of two phase 3 randomized trials (LIBERTY
AD SOLO 1 and LIBERTY AD SOLO 2). Journal of Dermatological Science. marzo
de 2019;50923181119300283.

11.Basra MKA, Fenech R, Gatt RM, Salek MS, Finlay AY. The Dermatology Life
Quality Index 1994-2007: a comprehensive review of validation data and cli-
nical results. British Journal of Dermatology. 2008;159(5):997-1035.

12. Dermatology Life Quality Index (DLQI)-a simple practical measure for routine
clinical use - FINLAY - 1994 - Clinical and Experimental Dermatology - Wiley
Online Library [Internet]. [citado 4 de junio de 2019]. Disponible en: https://on-
linelibrary.wiley.com/doi/abs/10.1111/j.1365-2230.1994.tb0 1167 .x?sid=
nim%3Apubmed.

13.Faiz S, Giovannelli J, Podevin C, Jachiet M, Bouaziz J-D, Reguiai Z, et al. Ef-
fectiveness and safety of dupilumab for the treatment of atopic dermatitis in a
real-life French multicenter adult cohort. Journal of the American Academy of
Dermatology [Internet]. 27 de febrero de 2019 [citado 8 de junio de 2019];0(0).
Disponible en: https://www.jaad.org/article/S0190-9622(19)30345-7/abstract
14.0lesen CM, Holm JG, Narreslet LB, Serup JV, Thomsen SF, Agner T. Treatment
of atopic dermatitis with dupilumab: experience from a tertiary referral centre.
Journal of the European Academy of Dermatology and Venereology [Internet].
[citado 8 de junio de 2019];0(0). Disponible en: https://onlinelibrary.wiley.
com/doi/abs/10.1111/jdv.15609.

15.Zimmermann M, Rind D, Chapman R, Kumar V, Kahn 'S, Carlson J. Economic
Evaluation of Dupilumab for Moderate-to-Severe Atopic Dermatitis: A Cost-Uti-
lity Analysis. J Drugs Dermatol. 1 de julio de 2018;17(7):750-6.





