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Abstract: Atopic dermatitis (AD) is a common inflammatory skin disease, which negatively impacts the individual’s quality of life
(QoL). In particular, moderate-to-severe AD is frequently difficult to treat. We report a case involving a 40-year-old male who has
suffered from AD since early childhood and who also had co-morbid seasonal allergic rhinitis. In June 2021, we initiated treatment
with the fully human IgG4 monoclonal antibody tralokinumab that specifically targets IL-13 and the patient has been followed for 38
weeks. During this time period, he received a booster vaccination for COVID-19 (week 18) and developed the disease in April 2022
(both with minimal impact). Tralokinumab treatment reduced AD symptoms, was well tolerated and improved QoL scores, and the
patient reported that he was very satisfied with the treatment.
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Introduction

Atopic dermatitis (AD) is a chronic inflammatory skin disease characterized by recurrent, intensely pruritic eczematous
lesions."? The pathogenesis of AD involves a complex interplay between genetic and environmental factors which result
in epidermal barrier impairment, an inflammatory microenvironment, and immune dysregulation.>* The immune
response is predominantly type-2 immunity-based, and a pivotal role has been suggested for IL-13, among other
cytokines.”®

Tralokinumab is a high-affinity monoclonal antibody that binds to and inhibits IL-13 specifically, blocking its
interaction with the IL-13 receptors and neutralizing their biological activity.” Based on the results of Phase III
randomized, placebo-controlled clinical trials (RCTs), tralokinumab was approved in the EU for the treatment of
moderate-to-severe AD in adult patients who are candidates for systemic therapy.' However, at the present time,
there do not appear to be long-term real-world effectiveness data pertaining to the use of tralokinumab in community
practice where patients with AD are exposed to social/environmental factors associated with day-to-day living. This
includes the current coronavirus disease 2019 (COVID-19) pandemic caused by the severe acute respiratory syndrome
coronavirus-2 (SARS-CoV-2) virus.

Herein, we report the case of a male patient who was prescribed tralokinumab for almost 40 weeks for AD, which had
proven resistant to conventional first-line therapies. During the course of his AD treatment, he had received a COVID-19
vaccination and, at a later date, he was infected with the SARS-CoV-2 virus. All data presented in this article have been
anonymised to ensure patient confidentiality, and written consent for the publication and publication of photographs was
obtained from the patient. Institutional approval for publication of this case report was obtained from the Medizinische
Hochschule Hannover, although it is not a legal requirement in Germany.
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Case Report
A 40-year-old male presented at our dermatological department and was diagnosed with AD as a 1-year-old child. Over
the intervening years, the patient has also suffered from seasonal allergic rhinitis with elevated IgE, with symptoms of
conjunctivitis/blepharitis and swollen eyes in the spring/summer time. The patient had never experienced any signs or
symptoms of asthma.

Conventional treatments such as moisturizers, higher potency (group 3 or 4, Niedner classification) corticosteroids,
topical calcineurin inhibitors and UV-A1 phototherapy had been tried with limited success and usually with flare-up
of AD symptoms. In June 2021, the patient presented to the dermatology department with pruritic eczematous lesions,
including the face and neck (Figure 1A, baseline) as well as symptoms of an allergic rhinoconjunctivitis. A full
diagnostic examination was performed, including measures of QoL (Table 1). A relapse of severe AD was diagnosed
with significant eye involvement leading to the initiation of tralokinumab treatment. Because co-morbid eye symptoms
were particularly troublesome for this patient during the spring allergy season, we chose to treat his AD with
tralokinumab rather than dupilumab since it may be associated with a lower incidence of conjunctivitis compared with
dupilumab.'"™"* Tralokinumab (Adtralza®) was administered as a subcutaneous injection at an initial dose of 600 mg
(four 150 mg injections) followed by 300 mg (two 150 mg injections) administered every other week. Concomitant
topical class II corticosteroids and pimecrolimus cream were also applied as required.

During tralokinumab treatment, the patient achieved stable disease and a reduction of the eye symptoms during
follow-up. Improvement was observed in most measures of disease severity after 12 weeks of treatment (Table 1).
Follow-up visits at weeks 32 and 34 showed that disease measure scores were either maintained or further improved
during continued treatment. The last follow-up visit took place at week 38, and tralokinumab continued to sustain clinical
benefit during long-term treatment. The evolution of AD symptom and QoL scores from baseline to week 38 are shown
in Figure 2. Major improvements associated with tralokinumab therapy were reported for skin lesions (EASI, 1GA),
pruritus (itch) and other patient-related outcomes (Table 1). EASI was reduced by 75.5% by week 38 vs baseline and

A Baseline

B Appr. Week 18
(after vaccination)

C Week 38

Figure | Photographs of a patient with moderate-to-severe atopic dermatitis treated for 38 weeks with tralokinumab (A). Baseline; (B) After approximately |8 weeks
(following a vaccination for COVID-19); (C) Week 38 (end-of-study).
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Table | Evolution in Measures of Disease Severity in a Patient with Atopic Dermatitis During Treatment
with Tralokinumab

Measure Baseline Week 12 Week 32 Week 38

IGA 4 2 2 2

EASI 9.4 3.5 (62.3%)° 4.8 (48.9%)* 2.3 (75.5%)*
oSCORAD 345 15.8 17 15

Itch 6 6 4 2
Sleeplessness 6 5 | 0
DLQI 24 16 9 3
POEM 21 13 13 19°
FSS 5.6 37 5.0 4.1°
CES-D 25 15 20 15°

Notes: *Reduction in EASI vs baseline. "Week 34.

Abbreviations: CES-D, Center for Epidemiologic Studies Depression Scale; DLQI, Dermatology Life Quality Index; EASI, Eczema Area
and Severity Index; FSS, Fatigue Severity Scale; IGA, Investigator’s Global Assessment; oSSCORAD, objective SCORing Atopic Dermatitis
calculator; POEM, Patient Oriented Eczema Measure.

pruritus was reduced from an NRS of 6 at baseline to 2 at week 38. Additional benefits with tralokinumab included less
fatigue, better sleep patterns and improved QoL. In particular, DLQI improved by 21 points and sleeplessness was
completely alleviated by week 38 (Table 1; Figure 2). Based on these important clinical benefits, the patient reported that
he was very satisfied with treatment.

In the real-world, more and more patients are impacted by the COVID-19 pandemic, cither as a result of being
vaccinated or from catching the disease. In the current case, the patient received a COVID-19 booster vaccination at
about week 18 of treatment with tralokinumab. This was associated with an initial exacerbation of AD (Figure 1B) but
good improvement of symptoms by week 32 and up to week 38 (Figure 1C, Week 38). Furthermore, in April 2022, the
patient developed a COVID-19 infection, but this had no observable impact on AD status and the skin remained stable.
Tralokinumab treatment was continued unchanged with no adverse consequences.

Discussion

At the present time, there are no real-world effectiveness findings available for tralokinumab, and we report this case of
a patient with a long-term history of recalcitrant AD and comorbid rhinoconjunctivitis who was initiated on systemic
therapy for moderate-to-severe disease at the age of 40 years. Because co-morbid eye symptoms were particularly
troublesome for this patient during the spring allergy season, we chose to treat his AD with tralokinumab. The beneficial
results of treatment with tralokinumab in this case include relief of the most bothersome AD symptoms for this individual
(skin lesions and itch) as well as completely alleviating the swollen eyes/conjunctival irritation. This latter finding is
consistent with results from the ECZTRA clinical trial programme, which reported a low rate of conjunctival adverse
effects (5.4%)."

In addition, lifestyle factors such as sleeplessness and fatigue were improved, and all these factors contributed to
higher QoL ratings by the patient as well as IGA. These results mirror findings from three phase III RCTs conducted in
adults with moderate-to-severe AD not adequately controlled by topical corticosteroids. These RCTs demonstrated that
tralokinumab (300 mg subcutaneously every 2 weeks) was significantly superior to placebo regarding the primary
endpoints (IGA score of 0 or 1 and improvement of eczema area severity index of at least 75%) and DLQI at week 16
and was well tolerated up to 52 weeks of treatment.'>'¢

The current case is notable because of the long-term follow-up (38 weeks) during the COVID-19 pandemic, and the
patient received a COVID-19 vaccination during treatment and this caused a slight deterioration of his AD which quickly
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Figure 2 Changes in symptom scores over the course of 38 weeks in a patient with atopic dermatitis treated with tralokinumab.

Abbreviations: IGA, Investigators Global Assessment; EASI, Eczema Area and Severity Index; oSCORAD, objective SCORing Atopic Dermatitis calculator; DLQI, pruritus;

sleeplessness; and

DLQI, Dermatology Life Quality Index.
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resolved with continued administration. The patient also developed COVID-19, and this had no material effect on the
control of his AD symptoms. In addition to the potential effects of COVID-19 on the effectiveness of tralokinumab
therapy, there is also the possibility that treatment may affect the individual’s ability to respond to the disease. Among 51
patients with moderate-to-severe AD who developed COVID-19 while participating in the open-label long-term exten-
sion trial of tralokinumab (ECZTEND, NCT 03587805), 96% of cases were mild or moderate and all patients continued
tralokinumab treatment following initial diagnosis.'”"'® These results suggest that tralokinumab has no significant impact
on patients’ ability to react to the SARS-CoV-2 virus responsible for COVID-19.'®

This is the first case to be reported in the literature investigating the effectiveness of tralokinumab in a patient with
moderate-to-severe AD treated long term in the real-world setting of community practice. Despite providing information
about the use of tralokinumab during the COVID-19 pandemic, the findings should be viewed cautiously and are not
generalizable to other patients with AD.

Conclusions

In an adult with AD that had proven recalcitrant to conventional therapies, tralokinumab produced long-term relief of
symptoms such as skin lesions, pruritus and sleeplessness, as well as improvements in measures of QoL and overall well-
being and this was unaffected by COVID-19 infection. Larger observational studies are warranted with tralokinumab to
fully understand the benefits that it might provide in real-world clinical practice.
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