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Tralokinumab-induced injection-site reactions
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INTRODUCTION

Injection-site reactions (ISR) have been reported with the subcutane-
ous injection of tralokinumab, a human monoclonal antibody that
binds specifically to interleukin 13, indicated in adults and adolescents
for moderate-to-severe atopic dermatitis (AD).%? The pathophysiol-

ogy of these ISR remains unclear.

CASE REPORT

Tralokinumab was initiated in a 17-year-old male with severe AD
since childhood, insufficiently controlled with topical steroids and
several courses of cyclosporine (baseline Eczema Area and Severity
Index [EASI] 23, peak pruritus numeric rating scale [PP NRS] 9/10).
Tralokinumab treatment led to remarkable improvement of signs and
symptoms of AD (EASI 2, PP NRS 3/10 after 7 months of treatment).
However, the patient reported pruritic and painful ISR lasting gener-
ally less than 24 h after the initial self-injections at home. He had no
fever nor systemic symptoms. At the 16-week follow-up visit, swell-
ing and erythema (i.e., symptoms of ISR) were observed at the site of
the last injections made by the patient the previous day (Figure 1A).
Biologic work-up was unremarkable, except for a mild increase in
peripheral blood eosinophil count (845/uL, normal value: 30-600/
uL). A skin biopsy was taken and showed a superficial and deep der-
mal perivascular, perisudoral and slightly perifollicular inflammatory
infiltrate, composed of lymphohistiocytic cells with neutrophils and

numerous eosinophils (Figure 1B). Immediate (at 30 min) and late

readings (on days 2 and 4) of skin tests (patch, prick ‘as is’, and intra-
dermal test 1:10
(Figure 2A,B). Provocation test with subcutaneous injection of the

ratio) with tralokinumab were negative
complete dose of tralokinumab was then carried out and no immedi-
ate nor delayed reactions at the injection site were observed. Re-
educating the patient about the correct procedure (abdominal fold,
needle fully inserted in the subcutaneous tissue, slow injection, etc.)
was provided, resulting in a decrease in the frequency and intensity
of ISR over time. No recurrences of ISR were reported at the last

follow-up visit at 7 months.

DISCUSSION

The prevalence of ISR with tralokinumab observed in real-life
studies® > (14.3%-60%) was notably higher than in clinical trials’?
(6.7% in ECZTRA 3 and 2.1% in ECZTRA 6). In a prospective multi-
centric study, we reported a prevalence of 19% of ISR with
tralokinumab,® which led to treatment discontinuation in two cases.
To better understand the pathophysiology of these tralokinumab-
induced ISR and to differentiate between irritative and allergic reac-
tions, skin biopsy and skin testing were performed in our patient.
The skin biopsy demonstrated the presence of numerous eosino-
phils, which was associated with mild circulating eosinophilia,
reported as potential side effect of tralokinumab treatment.! The
negativity of skin tests with immediate and delayed readings, as
well as the spontaneous resolution of ISR over time, ruled out the

hypothesis of an allergic hypersensitivity reaction to the drug itself
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FIGURE 1 Injection-site reaction observed at week 16 (A).
Histopathological features showing perivascular and perisudoral
dermal inflammatory infiltrate, composed of lymphohistiocytic cells
with neutrophils and numerous eosinophils (haematoxylin and eosin,
magnification x200) (B).

(B)

FIGURE 2 Negative immediate (A) and late readings (day 4) (B) of
skin tests (patch, prick ‘as is’, and intradermal test 1:10 ratio) with
tralokinumab.

or its excipients. Irritation due to incorrect injection procedure
could also be one explanation, since education of the patient seems
to have resolved ISR.
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