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L E T T E R  T O  T H E  E D I T O R

Successful response to tralokinumab in patients unresponsive, 
intolerant or with contraindications to dupilumab and JAK 
inhibitors: A case series

Dear Editor,
The recent approval of novel targeted therapies that included 
two biologics (dupilumab and tralokinumab) and three 
small molecules consisting of Janus kinase (JAK) inhibitors 
(abrocitinib, baricitinib and upadacitinib) has profoundly 
changed the long-term management of moderate-to-severe 
atopic dermatitis (AD).1,2 Though an optimal control may be 
obtained, a proportion of patients are unresponsive, intoler-
ant or have contraindications to these therapeutic agents.

Tralokinumab has demonstrated a favourable efficacy 
and safety profile in the treatment of moderate-to-severe 
AD in both clinical trials and real-life experiences.3–5 
However, there is scarce evidence regarding tralokinumab 
response in difficult-to-treat patients presenting a relevant 
therapeutic unmet need, being unresponsive, intolerant or 
presenting contraindications to any available targeted ther-
apy (namely dupilumab and JAK inhibitors).6 We identified 
17 difficult-to-treat patients (11 females [64.7%], mean age: 
58.5 ± 19.0 years), who had previously failed either dupi-
lumab (17/17, 100%) or upadacitinib (9/17, 52.9%), while the 
use of JAK inhibitors was not recommended in 8/17 (47.1%) 
patients due to comorbidities (ischemic heart disease in 2 
cases and 1 case for each of the following comorbid condi-
tions: history of thromboembolism, HBcAb positivity, recur-
rent herpes zoster, recent history of melanoma, concomitant 
cardiovascular risk factors and metabolic syndrome). This 
high-need patient subcohort (n = 17 patients) showed no sig-
nificant differences in terms of disease severity assessed at 
the time of study enrolment, compared with patients treated 
with tralokinumab as first line immune-targeted therapy 
(named naive patients, n = 126). Mean Eczema Area Severity 
Index (EASI) score [23.1 ± 11.8 vs. 22.5 ± 8.3, p = 0.798], mean 
Itch- and Sleep-numerical rating scale (NRS) values (Itch-
NRS: 7.7 ± 2.7 vs. 7.3 ± 2.1, p = 0.425; Sleep-NRS: 6.1 ± 3.4 vs. 
4.6 ± 3.5, p = 0.099) and mean dermatology life quality index 
(DLQI) score (11.6 ± 7.5 vs. 11.4 ± 6.4, p = 0.925) resulted not 
significantly different between difficult-to-treat and naive 
patient subcohorts. Nor clinic-demographic discrepancies 

in terms of age at disease onset (p = 0.129), IgE serum lev-
els (p = 0.525) or eosinophil cell count (p = 0.229), AD pat-
tern (p = 0.303) or phenotype (p = 0.404) were detected. 
A significant higher age at treatment initiation was found 
among difficult-to-treat than naive patients (57.9 ± 19.5 vs. 
41.5 ± 18.6, p = 0.0009).

Significant improvements from baseline were detected 
among difficult-to-treat cohort for both patient-oriented 
disease severity scores and physician-based assessment 
scores as early as Week 4 and were sustained throughout the 
32 weeks of observation (Table 1). At Week 16, EASI 50 and 
EASI 75 responses were achieved by 65% and 35.3%, respec-
tively, with an increasing percentage of patients achieving 
EASI 50, EASI 75 and EASI 90 responses (80%, 50% and 
20%, respectively).

These findings are consistent with data reported in the 
ECZTRA 3 clinical trial, related to the clinical response at 
Week 16 as well as to the progressive and sustained improve-
ment in disease activity observed throughout the 32 weeks of 
observation.3 Four of 17 (23.5%) patients experienced an ad-
verse event (AE), including telogen effluvium (1 case), head-
ache (1 case), injection site reaction (1 case) and spontaneous 
intracranial haemorrhage that was considered as unrelated 
to tralokinumab exposure (1 case). In total, 5/17 patients 
(29.4%) discontinued treatment: 3 due to ineffectiveness (one 
at Week 4 and 2 at Week 16), and 2 due to the occurrence 
of AEs. Noteworthy, the three patients (2 female; mean age: 
63 years) who discontinued treatment due to ineffectiveness 
exhibited a higher disease burden at baseline compared to 
the rest of the study cohort (n = 14), with a mean EASI score 
of 29 compared to 20.7, respectively.

In conclusion, tralokinumab obtained a favourable clin-
ical response as second or third line of treatment in the 
management of difficult-to-treat patients who presented 
a highly relevant therapeutic unmet need, resulting unre-
sponsive, intolerant or had contraindications to multiple 
lines of systemic therapies, including dupilumab and JAK 
inhibitors.
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T A B L E  1   Mean values of EASI, DLQI, ITCH-NRS and SLEEP-NRS and % of patients reaching IGA0/1 and EASI 50, 75 and 90 at each time point.

Baseline Week 4 Week 16 Week 32

Patients achieving EASI 50 response, % (n) – 65 (11/17) 80 (8/10) 75 (3/4)

Patients achieving EASI 75 response, % (n) – 35.3 (6/17) 50 (5/10) 50 (2/4)

Patients achieving EASI 90 response, % (n) – 5.8 (1/17) 20 (2/10) 50 (2/4)

Patients achieving ≥4-point improvement in Itch NRS, % (n) – 35.3 (6/17) 40 (4/10) 50 (2/4)

Mean EASI score ± SD* 23.1 ± 11.8 9.8 ± 9.6 7.2 ± 10.0 4.8 ± 4.9

Mean Itch-NRS ± SD* 7.7 ± 2.7 5.0 ± 3.3 3.3 ± 3.4 3.0 ± 2.1

Mean Sleep-NRS ± SD* 6.1 ± 3.4 2.8 ± 2.4 3.1 ± 3.1 4.0 ± 3.2

Mean DLQI score ± SD* 11.6 ± 7.5 7.25 ± 3.9 4.5 ± 3.2 3.0 ± 3.2

*p < 0.001 for each time point versus baseline.
Abbreviations: DLQI, Dermatology Life Quality Index; EASI, Eczema Activity Severity Index; NRS, Numeric Rating Scale; SD, standard deviation.



e854  |      LETTER TO THE EDITOR

Ketty Peris1,2

MEDaCoTRA Study Group†

1Dermatologia, Dipartimento Universitario di 
Medicina e Chirurgia Traslazionale, Università 

Cattolica del Sacro Cuore, Rome, Italy
2Dermatologia, Dipartimento di Scienze Mediche e 

Chirurgiche, Fondazione Policlinico Universitario A. 
Gemelli IRCCS, Rome, Italy

3Dermatology Unit, Fondazione IRCCS Ca' Granda 
Ospedale Maggiore Policlinico, Milan, Italy

4Unit of Dermatology—University of Campania Luigi 
Vanvitelli, Naples

5Section of Dermatology, Department of Medical 
Sciences, University of Turin, Turin, Italy

6Section of Dermatology and Venereology, Department 
of Medicine, University of Verona, Verona, Italy

7Department of Systems Medicine, University of Rome 
"Tor Vergata", Rome, Italy

8Dermatology Unit, Fondazione Policlinico “Tor 
Vergata”, Rome, Italy

9Department of Dermatology, Germans Trias i Pujol 
University Hospital (HUGTP), Autonomous University 

of Barcelona (UAB), Badalona, Spain
10Department of Dermatology, Lausanne University 

Hospital CHUV and University of Lausanne, 
Lausanne, Switzerland

11Department of Pathophysiology and Transplantation, 
Università degli Studi di Milano, Milan, Italy

Correspondence
Andrea Chiricozzi, Dermatologia, Università 

Cattolica del Sacro Cuore, Fondazione Policlinico 
Universitario A. Gemelli IRCCS, Largo A. Gemelli 8, 

00168 Rome, Italy.
Email: chiricozziandrea@gmail.com

Niccolò Gori and Elena Ippoliti contributed equally to this 
work and shared the first authorship. 

ORC I D
Niccolò Gori   https://orcid.org/0000-0003-1987-0623 
Martina Maurelli   https://orcid.org/0000-0001-7492-8010 
Marco Galluzzo   https://orcid.org/0000-0002-3424-5175 

Monica Munera Campos   https://orcid.
org/0000-0002-2227-2993 
Lucia Di Nardo   https://orcid.org/0000-0002-2087-7526 
Curdin Conrad   https://orcid.org/0000-0002-2547-3440 
Jose Manuel Carrascosa   https://orcid.
org/0000-0003-4266-0771 
Giuseppe Argenziano   https://orcid.
org/0000-0003-1413-8214 
Simone Ribero   https://orcid.org/0000-0002-0098-1406 
Giampiero Girolomoni   https://orcid.
org/0000-0001-8548-0493 
Angelo Valerio Marzano   https://orcid.
org/0000-0002-8160-4169 
Andrea Chiricozzi   https://orcid.
org/0000-0002-6739-0387 
Ketty Peris   https://orcid.org/0000-0003-1957-6600 

R E F E R E N C E S
	1.	 Wollenberg A, Kinberger M, Arents B, Aszodi N, Avila Valle G, 

Barbarot S, et  al. European guideline (EuroGuiDerm) on atopic ec-
zema: part I—systemic therapy. J Eur Acad Dermatol Venereol. 
2022;36(9):1409–31.

	2.	 Bieber T. Atopic dermatitis: an expanding therapeutic pipeline for a 
complex disease. Nat Rev Drug Discov. 2022;21(1):21–40.

	3.	 Silverberg JI, Adam DN, Zirwas M, Kalia S, Gutermuth J, Pinter A, 
et  al. Tralokinumab plus topical corticosteroids as needed provides 
progressive and sustained efficacy in adults with moderate-to-severe 
atopic dermatitis over a 32-week period: an ECZTRA 3 post hoc analy-
sis. Am J Clin Dermatol. 2022;23(4):547–59.

	4.	 Pezzolo E, Schena D, Gambardella A, Rossi M, Barei F, Calzavara 
Pinton P, et al. Survival, efficacy and safety of tralokinumab after 32 
and 52 weeks of treatment for moderate-to-severe atopic dermatitis in 
adults: a multicentre real-world study. J Eur Acad Dermatol Venereol. 
2023;38:e11-e13. https://​doi.​org/​10.​1111/​jdv.​19382​

	5.	 Chiricozzi A, Ferrucci SM, Di Nardo L, Gori N, Balato A, Ortoncelli 
M, et al. Current treatment goals are achieved by the majority of pa-
tients with atopic dermatitis treated with tralokinumab: results from a 
multicentric, multinational, retrospective, cohort study. Expert Opin 
Biol Ther. 2023;23(12):1307–15. https://​doi.​org/​10.​1080/​14712​598.​2023.​
2292627

	6.	 Pezzolo E, Naldi L. Tralokinumab in the treatment of resistant atopic 
dermatitis: an open-label, retrospective case series study. J Eur Acad 
Dermatol Venereol. 2023;37(5):e644–e645.

A PPE N DI X A
MEDaCoTRA Study Group: Eugenia Veronica Di Brizzi4 
MD, Nicole Macagno5, Luca Mastorino5 MD, Claudia 
Paganini7 MD, Marina Talamonti8 MD.


