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Management of IL-17 inhibitors-induced paradoxical eczema in

patients with plaque psoriasis

Dear Editor,

Interleukin (IL)-17 inhibitors have significantly advanced
the treatment of moderate-to-severe psoriasis. However,
paradoxical eczema is emerging as a treatment-related
cutaneous adverse event, presenting both diagnostic and
therapeutic challenges.'* The term ‘paradoxical eczema’
is debated, as these reactions may represent a direct drug
effect unmasking an atopic background, rather than a true
paradoxical immune response. Itis hypothesized that the
inhibition of IL-17 disrupts Th1/Th17 pathways, thereby
shifting the immune balance toward a Th2-dominant
response.” Elevated IgE levels, a personal history of
atopic disease and IL-17 treatment were found to be
significant risk factors.®” Timely recognition and effective
management are crucial in clinical practice, but there is

TABLE 1

no evidence on which to base an appropriate therapeutic
decision in this setting.

Herein we report a series of consecutive patients (n=25)
with chronic plaque psoriasis attending the University hos-
pitalof Veronatreated with IL-17 inhibitors between January
2022 and March 2025 who developed paradoxical eczema
during therapy (Table 1). Diagnosis was histologically con-
firmed in all cases except one (with facial involvement),
phenotype of eczema was reported® and eczema severity
was assessed using the Physician Global Assessment (PGA)
scale (0-5). The duration from treatment initiation to ec-
zema onset ranged from 3 to 24 months. A personal history
of atopy was present in 15 of 25 patients (60%). The type
of paradoxical eczema was atopic dermatitis-like eczema
(n=12), classical acute eczema (n=8) and psoriasiform

the period (2022-2025) requiring IL-17 inhibitor withdrawal and a specific therapy for eczema.

Personal Time of exposure
Age of history of to IL-17i before
patient Gender atopy Drug eczema (months)
51 F Y secukinumab 6
44 M Y secukinumab 14
56 M Y secukinumab 12
57 M N secukinumab 6
43 F Y secukinumab 12
61 M Y Ixekizumab 6
65 M N Ixekizumab 14
43 M Y Ixekizumab 12
65 M Y Ixekizumab 8
49 F Y Ixekizumab 10

Characteristics of the study population of patients with psoriasis developing paradoxical eczema while treated with IL-17 inhibitor during

Eczema

Bodyareas  Type of severity Days until

affectedby  paradoxical P.G.A. Treatment of eczema

eczema eczema (0-5) eczema remission

Eyelids Atopic 2 Topical CTS 14
dermatitis-like

Hands Classical acute 2 Topical and 22
eczema oral CTS

Forearms and Classical acute 2 Topical and 24

legs eczema oral CTS

Face and Atopic 2 Topical CTS 32

neck dermatitis-like and MTX

Face and Atopic 2 Topical CNT 22

neck dermatitis-like

Trunk and Classical acute 4 Topical CTS 40

back eczema and MTX

Trunk and Atopic 3 Topical and 26

Forearms dermatitis-like oral CTS

Forearms Atopic 2 Topical CTS 14
dermatitis-like

Trunk and Atopic 4 Topical and 30

Forearms dermatitis-like oral CTS

Face Atopic 1 Topical CTS 14
dermatitis-like and later CNI
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TABLE 1 (Continued)
Eczema
Personal Time of exposure Bodyareas  Type of severity Days until
Age of history of to IL-17i before affectedby  paradoxical P.G.A. Treatment of eczema
patient Gender atopy Drug eczema (months) eczema eczema (0-5) eczema remission
58 M Y Ixekizumab 20 Trunk, back, Classical acute 3 Topical and 26
legs eczema oral CTS
49 F Y brodalumab 22 Trunk, arms, Atopic 3 Topical and 24
forearms dermatitis-like oral CTS
49 F N brodalumab 10 Trunk, arms, Psoriasiform 3 Topical and 22
legs eczema oral CTS
19 M N brodalumab 6 Arms and Classical acute 2 Topical CTS 12
legs eczema
56 F Y brodalumab 24 Trunk, arms, Psoriasiform 3 Topical and 26
legs eczema oral CTS
44 M Y brodalumab 6 Trunk, arms, Psoriasiform 3 Topical and 26
legs eczema oral CTS
46 M N bimekizumab 12 Trunk, arms, Classicalacute 4 Topical CTS 30
legs eczema and oral MTX
35 M N bimekizumab 12 Trunk, arms, Classical acute 4 Topical CTS 14
legs eczema and oral JAK
inhibitor
66 M N bimekizumab 6 Trunk, arms, Classical acute 4 Topical and 20
legs eczema oral CTS
65 M N bimekizumab 10 Trunk and Atopic 4 Topical and 28
forearms dermatitis-like oral CTS
43 M Y bimekizumab 8 Trunk and Atopic 5 Topical CTS 14
forearms dermatitis-like and oral JAK
inhibitor
65 M N bimekizumab 4 Trunk and Atopic 4 Topical CTS 10
forearms dermatitis-like and oral JAK
inhibitor
49 F Y bimekizumab 6 Trunk, back, Psoriafisorm 5 Topical CTS 14
legs eczema and oral JAK
inhibitor
58 M N bimekizumab 3 Trunk, back, Psoriafisorm 4 Topical CTS 10
legs eczema and oral JAK
inhibitor
49 F Y bimekizumab 8 Trunk, arms, Atopic 5 Topical CTS 12
forearms dermatitis-like and oral JAK
inhibitor

Abbreviation: CNI, calcineurin inhibitor; CTS, corticosteroid; F, female; IL-17i, interleukin-17 inhibitor; JAK, Janus Kinase; M, male; MTX, methotrexate; N, no; P.G.A.,

physician global assessment; Y, yes.

eczema (n=>5). Most cases were of mild or moderate sever-
ity (PGA 2-3), but 11 patients (44%) developed severe ec-
zema (PGA >4). Eczematous reactions tended to be milder
in secukinumab and more severe in bimekizumab users,
while onset was later with ixekizumab and brodalumab
compared to secukinumab and bimekizumab. These dif-
ferences may reflect variations in mechanism of action of
biologics including dual inhibition of IL-17A and F ver-
sus only IL-17A. Moreover, patient-specific factors such as
atopic background, disease duration or concomitant thera-
pies could also play a role. IL-17 inhibitors were withdrawn
in all the patients who required specific treatments for par-
adoxical eczema, as reported in Table 1. In patients with
limited lesions, treatment was discontinued mainly due to

patient request because the eczematous reaction was local-
ized in sensitive areas such as the face and/or eyelids. The
time to achieve complete clinical remission varied between
10 and 40 days, with a median time of 22 days.

The six patients with PGA scores between 4 and 5 were
treated with oral JAK inhibitors (four patients with upad-
acitinib 30mg and two patients with abrocitinib 200 mg)
in addition to topical CTS, achieving remission in a me-
dian of 14days (range 10-28) (Figure 1). When the eczema
resolved JAK inhibitors were discontinued after a variable
period ranging from 2 weeks to 3 months. Once JAK inhib-
itors were discontinued, all the patients were immediately
switched to an IL-23 inhibitor for the treatment of psoriasis.
During 9 months of follow-up, no relapses were observed in
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FIGURE 1 Paradoxical eczema induced by bimekizumab, localized to the legs and abdomen in a 65-year-old patient, before (a, b) and after 8 weeks

of treatment with upadacitinib 30 mg daily (c, d).

all the cases. We observed 25 patients with paradoxical ec-
zema among 595 patients (4.2%) treated with IL-17 inhibi-
tors during the same time period.

Data from our limited retrospective case series indi-
cate that patients required specific treatment for eczema,
and in the most severe cases, JAK inhibitor was effective
even in fairly rapid times, as already reported by others.”
EuroGuiDerm guidelines recommend JAK inhibitors, such
as upadacitinib, abrocitinib and baricitinib, for adults with
moderate-to-severe atopic dermatitis inadequately con-
trolled by topical therapies, based on evidence of signifi-
cant clinical efficacy and safety."’ Currently, no guidelines
exist for the management of paradoxical eczema developing
during IL-17 inhibitors therapy; further studies are needed
to obtain more robust evidence.

KEYWORDS
eczema, IL-17 inhibitors, JAK inhibitors, psoriasis

FUNDING INFORMATION
None.

CONFLICT OF INTEREST STATEMENT
Gisondi P received honoraria for presentations at meet-
ings and/or advisory board participation from Amgen,
AbbVie, Almirall, Eli Lilly, Novartis, UCB, Sanofi, Jannsen
and Pfizer. Bellinato F has no conflict of interest to de-
clare. The authors do not hold any stock or shares in any
entity that may gain financial benefit or detriment as a re-
sult of the deliberations set out in or the conclusions of the
study.

scy) SUORIPUOD PUE SWLB L U3 89S *[9202/20/80] U0 ARIqIT8UIIUO A81IM ‘BUOBA 1A IPIS 11fea AISBAIUN - ORRUIIPE 0580URIH AQ 86TOL API/TTTT OT/I0p/W00" A3 1M Aeiqjeuluo//sdiy woiy pepeojumod ‘G ‘9202 ‘€80€89+T

'R 1M° Al

85UB0|7 SUOLULIOD BAIER.D) 8|l |dde au Aq peusenoh 818 S3pile VO ‘88N 40 S3|nJ 1oy AReIq 1T 8UIUO AB|IM UO (SUORIPUOD-PUE:



404 |

LETTER TO THE EDITOR

DATA AVAILABILITY STATEMENT
The data that support the findings of this study are available
from the corresponding author upon reasonable request.

ETHICAL APPROVAL

This study was conducted in accordance with the principles
of the Declaration of Helsinki and was approved by the local
ethics committee.

ETHICS STATEMENT

Written informed consent was obtained from the patients
for publication of this manuscript and any accompanying
images. The patients were informed about the purpose, pro-
cedures, potential risks and benefits of the study.
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