Received: 26 October 2023 Accepted: 16 February 2024

DOI: 10.1111/jdv.19929

LETTER TO THE EDITOR

50 JEADV

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)."* 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.’™
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).® We identified
17 difficult-to-treat patients (11 females [64.7%)], mean age:
58.5+19.0years), 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.? 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.

tMEDaCoTRA Study Group members presented in Appendix A.
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TABLE 1

Baseline
Patients achieving EASI 50 response, % (1) -
Patients achieving EASI 75 response, % (1) -
Patients achieving EASI 90 response, % (1) -
Patients achieving >4-point improvement in Itch NRS, % (n) -
Mean EASI score + SD* 23.1+11.8
Mean Itch-NRS + SD* 7.7+2.7
Mean Sleep-NRS +SD* 6.1+3.4
Mean DLQI score + SD* 11.6+7.5

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.

Week 4 Week 16 Week 32
65 (11/17) 80 (8/10) 75 (3/4)
35.3 (6/17) 50 (5/10) 50 (2/4)
5.8 (1/17) 20 (2/10) 50 (2/4)
35.3 (6/17) 40 (4/10) 50 (2/4)
9.8+9.6 7.2+10.0 4.8+4.9
50+3.3 3.3+34 3.0+2.1
2.8+2.4 3.1+3.1 4.0+£3.2
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.
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