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Introduction

There is interest in COVID-192 and SARS-CoV-2 vaccination experience
in individuals with chronic inflammatory skin diseases, such as atopic
dermatitis (AD), being treated with immunomodulatory therapies,
including biologics

Tralokinumab is a high-affinity, monoclonal antibody that neutralizes
interleukin (IL)-13, a key driver of inflammation in AD'3

Phase 3 trials have established the efficacy and safety of
tralokinumab for up to 52 weeks in adult patients with
moderate-to-severe AD**

The ECZTRA 5 vaccine study showed that non-live vaccines-Tdap
and meningococcal-could be safely administered on the same day
as tralokinumab and elicit normal immune responses in AD patients
treated with tralokinumab?®

An ongoing, open-label extension trial, ECZTEND (NCT03587805),
is investigating the long-term safety and efficacy of tralokinumab in
patients with AD who participated in previous tralokinumab trials

Efficacy and safety data from a 2-year interim analysis of ECZTEND
has been previously presented”®

Objective

To describe outcomes of confirmed COVID-19 cases in adult AD
patients being treated with tralokinumab in ECZTEND

To present a case series of tralokinumab-treated adult
AD patients who were vaccinated against SARS-CoV-2 while
participating in ECZTEND

Materials and Methods

ECZTEND is an ongoing, up to 5 year, open-label, single-arm,
multicenter, long-term extension trial in patients with AD who
participated in parent tralokinumab trials (ECZTRA 1-8 and TraSki)
Over 1600 patients with moderate-to-severe AD across Canadaq,
USA, Europe, and Japan
Primary endpoint is number of adverse events (AEs) during the
treatment period up to Week 268

Patients received subcutaneous tralokinumab 300 mg Q2W plus
optional topical corticosteroids (TCS) after 600-mg loading dose

Key inclusion criteria

Completed treatment period(s) in a tralokinumab parent trial without
any safety concerns

Complied with clinical trial protocol in the parent trial

Able and willing to self-administer tralokinumab, or have it
administered by a caregiver, at home after the initial 3 injection visits
at trial site

Applied a stable dose of emollient (minimum twice daily) for 214 days
before baseline

Study design (Figure 1)
We report on adult patients who had confirmed cases of COVID-19
during treatment with tralokinumab
Patients were not required to discontinue tralokinumab treatment
following COVID-19 infection, if continuation was deemed
appropriate by the investigator
Additionally, we report on adult patients with moderate-to-severe
AD who were vaccinated against SARS-CoV-2 during treatment with
tralokinumab
During the trial, subjects are permitted to receive non-live vaccines,
such as SARS-CoV-2 vaccines

This is an interim analysis of data collected through April 30, 2021

Figure 1. ECZTEND open-label extension trial design
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Patient characteristics

Among adult patients in ECZTEND, 82 patients had reported COVID-19
infections through April 30, 2021

5 of these cases are reported as suspected COVID-19 infection

and are not included below
The 37 male and 40 female patients with confirmed COVID-19
infections through April 30, 2021 are described in Table 1

Percentages of patients with confirmed COVID-19 with different
established or probable risk factors for severe COVID-19 according
to CDC classification’ are shown in Table 1

Mean patient-years of exposure to tralokinumab (parent trial +
ECZTEND) was 2.4

Table 1. Baseline demographic and clinical characteristics for

patients in ECZTEND with confirmed cases of COVID-19 through
April 30, 2021

COVID-19 Cases
(n=77)
Mean age, years (range) 38 (19-70)
Male, n (%) 37 (48)
Mean baseline BMI (range) 28 (16-51)

Geographic region, n (%)

North America 19 (25)
Europe 58 (75)
Cancer 1(1)
Chronic kidney disease 1(7)
Lung disease 2 (3)
Diabetes 2 (3)
Down syndrome 1(7)
Overweight or obesity (BMI=25) 51 (66)
Asthma’ 42 (55)
Hypertension' 10 (13)

\_ J

*Additional risk factors (e.g. pregnancy, organ transplant, and HIV) fall under trial exclusion criteria. No patients with confirmed cases of COVID-19
had history of cerebrovascular disease, heart conditions, or liver disease’

"Mixed evidence supporting this comorbidity as a risk factor?

BMI, body-mass index

129 male and 102 female patients received at least one dose of
vaccine against SARS-CoV-2 through April 30, 2021
Mean age was 45 years (range 18-84 years); mean patient-years of
exposure to tralokinumab (parent trial + ECZTEND) was 2.7

49% (113/231) of patients were in North America, 49% (114/231) in
Europe, and 2% (4/231) in Japan

COVID-19 infection in patients in ECZTEND

COVID-19 severity, according to the investigator’s clinical judgment,
was predominantly mild (52/77, 68%) or moderate (23/77, 30%)
(Table 2)

75/77 (97%) patients with mild or moderate disease had recovered
fully as of April 30, 2021

2 patients who experienced severe disease (2/77, 3%) had multiple
risk factors and comorbidities, including obesity and hypertension

Both recovered following hospitalized (one with sequelae)
Neither was reported as related to tralokinumab treatment

Only 2 of the 77 (3%) COVID-19 cases were reported as possibly
related to tralokinumab treatment

Both were mild or moderate cases in patients under age of 30 that
resolved within 22 days

All (77/77,100%) patients continued tralokinumab treatment following
COVID-19 infection

The majority (60/77, 78%) did not interrupt tralokinumab dosing

76/77 (99%) COVID-19 cases occurred in patients who were
unvaccinated at the time of infection

1(1%) case was reported in a partially vaccinated patient (1 dose of
Pfizer-BioNTech)

Table 2. Adverse event details for patients in ECZTEND with confirmed
cases of COVID-19 through April 30, 2021

COVID-19 Cases
(n=77)

Disease course

Mild, n (%) 52 (68)
Moderate, n (%) 23 (30)
Severe, n (%) 2 (3)
Mean disease duration in days (range) 17 (1-190)

Recovery, n (%)

Full 74 (96)

With sequelae 1(1)

Not recovered by April 30, 2021 2 (3)
Serious adverse events

Hospitalization, n (%) 3 (4)

Mean duration of stay, days (range) 8 (5-10)

Possibly related to treatment, n (%) 2 (3)
Tralokinumab continuation, n (%)

No dose interruption 60 (78)

Dose interruption 17 (22)

Vaccination status at time of COVID-19 infection, n (%)

Unvaccinated 76 (99)

_ Partially vaccinated* 1(7)

*1 dose of 2-dose regimen vaccine

SARS-CoV-2 vaccination of patients in ECZTEND
In the ECZTEND study, 231 adult patients received 21 dose of COVID-19
vaccine through April 30, 2021 (Table 3)
93 of these patients are confirmed fully vaccinated and 136 are
confirmed partially vaccinated

58% received the Pfizer-BioNTech, 15% received the AstraZenecq,
and 13% received the Moderna vaccine

No patients had AEs leading to permanent discontinuation of
tralokinumab treatment after receiving the SARS-CoV-2 vaccine as
per data cut-off

Table 3. Clinical characteristics of patients in ECZTEND with
confirmed vaccination against SARS-CoV-2

SARS-CoV-2 Vaccination
Cases (n=231)

Vaccination status, n (%)

At least 1 dose 231 (100)
Fully vaccinated 93 (40)
1 dose of Johnson & Johnson 7 (3)

2 doses of 2-dose regimen 86 (37)
Partially vaccinated 136 (59)

Assumed fully vaccinated* 2 (1)
AstraZeneca (Vaxzeveria) 35 (15)
Johnson & Johnson 7(3)
Moderna 29 (13)
Pfizer-BioNTech (Comirnaty) 133 (58)
. Unspecified 27 (12) )

*More than 13 weeks elapsed since first dose

These data describe adult patients with reported COVID-19
infection or vaccination against SARS-CoV-2 during targeted
inhibition of IL-13 with tralokinumab in the long-term extension

study ECZTEND
As of April 30, 2021, reported COVID-19 cases in ECZTEND were
predominately mild or moderate (98%)
All patients continued tralokinumab treatment following
COVID-19 infection, the majority (78%) without dose interruptions
231 patients had received 21 dose of vaccine against SARS-CoV-2,
and 40% of these patients were fully vaccinated

As of the data cutoff, no patients had AEs leading to permanent

discontinuation of tralokinumab treatment after receiving the
SARS-CoV-2 vaccine

Only 1 COVID-19 infection was reported in a partially vaccinated

\ patient; no cases were reported following full vaccination /.
_”
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