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Dupilumab, a fully human monoclonal antibody that inhibits the IL-4 receptor α subunit, has 

been recently approved for adolescents with inadequately controlled moderate-to-severe 

atopic dermatitis (AD).  Although large clinical trials in adolescents have demonstrated its 

safety and efficacy1,2, few real life data are still available3. Studies carried out required a 4-

week washout period for any systemic immunosuppressants prior to starting dupilumab. 

However in clinical practice this procedure is not often performed.A
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    To evaluate dupilumab treatment associated to systemic immunosuppressant in 

adolescents, in daily practice, clinical baseline data of adolescents with severe AD 

inadequately controlled with CsA and treated with dupilumab were collected. Evaluation 

was performed at baseline (T0) and at 4 and 16 weeks. Disease severity score was assessed 

through the Eczema Area and Severity Index (EASI)4, Investigator Global Assessment (IGA), 

Peak Pruritus Numerical Rating Scale (NRS-itch)5, VAS-sleep and Children’s Dermatology 

Life Quality Index (CDLQI) questionnaire6. All patients received an induction dose of 600 mg 

(Dupixent®), then a subcutaneous 300 mg dose every 2 weeks. All the patients were on 

treatment with CsA at 5 mg/kg/day. The mean duration of CsA therapy was 37.6 weeks 

(Table 1).                    Five adolescents (2 female and 3 males) treated with 

dupilumab for at least 16 weeks (mean 27.2 weeks, mean age to treatment 15.2y) from 

January to December 2020, were included. All patients had severe AD with visible areas 

involved7 and three patients had allergic comorbidities (Table 1). The mean EASI decreased 

from 26 at T0, to 11.4 and 10.75 at T4 and T16 respectively. The reduction between T0 and 

T16 was 15.25. Three patients achieved EASI 75, respectively at week 4, 16 and 32 (Fig 1a). 

Scores for disease severity and quality of life evaluation showed relevant improvements in 

all cases (Fig 1b).                  Patient 1 had the highest EASI value at 

baseline (30) despite concomitant CyA therapy. After a first 65% reduction of EASI at T4, he 

experienced a severe rebound mostly on face and neck after a first attempt of CyA 

discontinuation at T8. It was therefore reintroduced at full dosage with adequate disease 

control and gradually tapered until final suspension at 24 weeks. Patient 4 stopped CsA at T4 

due to the onset of gingival hyperplasia without presenting an exacerbation of the disease, 

but achieving an EASI score reduction of no more than 40%. During the follow-up no 

important side effects were detected and no patient suspended the biological therapy. 

Conjunctivitis occurred in three patients and subsided completely within 20 days of 

ophthalmologic therapy8.              

All patients showed a reduction in EASI score and a gradual withdrawal of CsA with 

introduction of dupilumab. Curiously, the only patient who did not achieve EASI 50 

suspended CsA after 4 weeks, due to onset of gingival hyperplasia9.

    To our knowledge, there are no previous studies on dupilumab treatment in 

adolescents receiving CsA at T0. Our data on effectiveness of dupilumab are in line with A
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reports in literature and with the main trials in adolescents with AD1,2. Interestingly the 

persistence of moderate EASI values observed was conditioned mainly by an average 

delayed improvement of the face and neck regions10. It is notable the only patient who 

experienced a flare-up of AD when CsA was discontinued at T8 had the highest EASI value at 

baseline (30).                                                                               In conclusion, we recommend a 

gradual discontinuation of cyclosporine after at least 8 weeks of dupilumab, to avoid 

rebound effects. Severe forms of atopic dermatitis (EASI ≥ 30), erythrodemic phenotype or 

cases with visible areas involvement, may present a slower improvement and could need a 

longer association with immunosuppressant. These observational data should be validated 

by larger studies.  

Acknowledgements. The patients in this manuscript have given written informed consent 

to publication of their case details.

A
cc

ep
te

d 
A

rt
ic

le



This article is protected by copyright. All rights reserved

References

1. Simpson EL, Paller AS, Siegfried EC et al. Efficacy and Safety of Dupilumab in Adolescents With 

Uncontrolled Moderate to Severe Atopic Dermatitis: A Phase 3 Randomized Clinical Trial. JAMA 

Dermatol. 2020 Jan 1;156(1):44-56.

2. Cork MJ, Thaçi D, Eichenfield LF et al. Dupilumab in adolescents with uncontrolled moderate-to-severe 

atopic dermatitis: results from a phase IIa open-label trial and subsequent phase III open-label 

extension. Br J Dermatol. 2020 Jan;182(1):85-96.

3. Mareschal A, Puzenat E, Aubin F. Dupilumab Efficacy and Safety in Adolescents with Moderate-to-

Severe Atopic Dermatitis: A Case Series. Acta Derm Venereol. 2020 Jan 7;100(1).

4. R Chopra, P P Vakharia, R Sacotte, et al. Severity strata for Eczema Area and Severity Index (EASI), 

modified EASI, Scoring Atopic Dermatitis (SCORAD), objective SCORAD, Atopic Dermatitis Severity Index 

and body surface area in adolescents and adults with atopic dermatitis. Br J Dermatol. 2017 Nov; 

177(5): 1316-1321.

5. G. Yosipovitch, M. Reaney, V. Mastey, et al. Peak Pruritus Numerical Rating Scale: psychometric 

validation and responder definition for assessing itch in moderate-to-severe atopic dermatitis. Br J 

Dermatol. 2019 Oct; 181(4): 761–769.

6. Lewis-Jones MS, Finlay AY. The Children's Dermatology Life Quality Index (CDLQI): initial validation and 

practical use. Br J Dermatol. 1995 Jun;132(6):942-9.

7. Tavecchio S, Angileri L, Pozzo Giuffrida F et al. Efficacy of Dupilumab on Different Phenotypes of Atopic 

Dermatitis: one-year experience of 221 Patients. J Clin Med. 2020 Aug 19;9(9):2684.

8. Jo CE, Georgakopoulos JR, Ladda et al. Short-Term Evaluation of the Real-World Efficacy and Safety of 

Dupilumab for the Treatment of Moderate-to-Severe Atopic Dermatitis: A Canadian Multicenter 

Retrospective Cohort Study. J Cutan Med Surg. 2020 Sep/Oct;24(5):468-473.

9. Deepa Ponnaiyan and Visakan Jegadeesan. Cyclosporine A: Novel concepts in its role in drug-induced 

gingival overgrowth Dent Res J. 2015 Nov-Dec; 12(6): 499–506.

10. Ring J, Alomar A, Bieber T et al. Guidelines for treatment of atopic eczema (atopic dermatitis) Part II. J 

Eur Acad Dermatol Venereol 2012; 26: 1176– 1193.

A
cc

ep
te

d 
A

rt
ic

le



This article is protected by copyright. All rights reserved

Table legend

Table 1. Anamnestic summary of five adolescent patients with comorbidities, systemic 

medication and dupilumab adverse events. A.D: atopic dermatitis; F.A: food allergy; KCA: 

allergic keratoconjunctivitis; CsA: cyclosporine A; PT: phototherapy; SCS: systemic 

corticosteroids; AZA: azathioprine, MTX: methotrexate; AE: adverse event.
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Figure legend

Fig. 1 (a) Percentage of EASI reduction from baseline. At T4 patient 5 (Pt. 5) achieved EASI 

75, patients 1 and 3 presented a reduction of over 60% of EASI score. Patients 2 and 4 had a 

reduction of about 40% of the value. At T16 and at T32, patients 3 and 1 respectively 

achieved EASI75. Patient 4 maintained an EASI reduction of around 40%, patient 2 had a 

subsequent reduction of 20% of EASI score at T16. (b) Mean change from baseline in 

Investigator Global Assessment (IGA), Peak Pruritus Numerical Rating Scale (NRS-itch), VAS-

sleep and Children's Dermatology Life Quality Index (CDLQI). 
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Table 1: Anamnestic summary of five adolescent patients with comorbidities, systemic medication and dupilumab adverse events.  

PATIENT SEX AGE 
AGE A.D 

ONSET 
PHENOTYPE VISIBLE AREAS COMORBIDITIES 

SYSTEMIC 

THERAPIES 
AE DUPILUMAB 

PT.1 M 17 1 M ERYTHRODERMIC FACE SHELLFISH F.A, KCA CsA, PT, SCS 
BILATERAL 

CONJUNCTIVITIS 

PT.2 F 17 3 M CLASSIC FACE NONE 
CsA, SCS, AZA, 

MTX 
NONE 

PT.3 M 13 3 M 
GENERALIZED 

INFLAMMATORY 
FACE NONE CsA, SCS NONE 

PT.4 M 16 12 M 
GENERALIZED 

INFLAMMATORY 
FACE, HANDS RINITIS, ASTHMA CsA, PT, SCS 

BILATERAL 

CONJUNCTIVITIS 

PT.5 F 13 4 Y (48 M) CLASSIC FACE 
RINITIS, HYPOTHYRODISM, 

HYPEREOSINOPHILIA 
CsA, SCS 

BILATERAL 

CONJUNCTIVITIS 
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