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Abstract: Psoriasis is a chronic inflammatory cutaneous disease, affecting up to 3% of the worldwide population. Several clinical
phenotypes can be distinguished. Among these, erythrodermic psoriasis (EP) is a rare and severe variant (less than 3% of cases),
characterized by severe generalized erythema and scaling affecting at least 90% of the body surface area. EP is often a life-threatening
condition, since several systemic symptoms (tachycardia, fever, fatigue, lymphadenopathy, dehydration, serum electrolyte distur-
bances) can be associated. Thus, a prompt and appropriate treatment is mandatory. Unfortunately, EP treatment is challenging. Indeed,
the reduced prevalence of EP makes clinical trials feasibility difficult, leading to the absence of established guidelines. So, the
treatment of EP is often derived from moderate-to-severe psoriasis management which relies on the use of conventional systemic drugs
(cyclosporine, dimethyl fumarate, methotrexate, retinoids) and biologic agents. However, conventional systemic drugs are often
contraindicated for patients’ comorbidities, or their use is characterized by reduced efficacy and various adverse events (AEs). The
recent development of biologic drugs, which showed excellent results in terms of effectiveness and safety in plaque psoriasis, made
these drugs an ideal weapon in EP management, despite their use in EP is still off-label. Among these, risankizumab, a humanized
immunoglobulin G1 monoclonal antibody targeting the pl19 subunit of the IL23, is one of the latest biologics approved for the
management of moderate-to-severe psoriasis. Herein, we reported the first case of a caucasian patient affected by EP successfully
treated with risankizumab, reaching PASI100 response after 16 weeks of treatment, without experiencing AEs.
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Introduction

Psoriasis is a chronic inflammatory cutaneous disease, affecting up to 3% of the worldwide population.' Psoriasis may
present at any age, and lead to a substantial burden for patients and society.” Moreover, several medical conditions can be
associated with psoriasis, including psoriatic arthritis, depression, and cardiometabolic syndrome, making this disease
a systemic disorder. Several clinical phenotypes can be distinguished.> Globally, plaque psoriasis is the commonest
clinical presentation (>80% of cases), characterized by raised, red patches covered with silvery white scales.”” However,
other psoriasis phenotypes exist. Among these, erythrodermic psoriasis (EP) is a rare and severe variant (less than 3%
of cases), characterized by severe generalized erythema and scaling affecting at least 90% of the body surface area
(BSA).* EP is often a life-threatening condition, since several systemic symptoms (tachycardia, fever, fatigue, lympha-
denopathy, dehydration, serum electrolyte disturbances) can be associated.*” Thus, a prompt and appropriate treatment is
mandatory.® As regards EP pathogenesis, it is still unknown.*” However, EP often develop in subjects with uncontrolled
psoriatic disease, or it can be triggered by systemic infection, abrupt withdrawal of systemic treatments (mainly
corticosteroids), and drugs (eg interferon, lithium).*” Unfortunately, EP treatment is challenging. Indeed, the reduced
prevalence of EP makes clinical trials feasibility difficult, leading to the absence of established guidelines.*”” In this
context, the latest guidelines date back to 2010, before the approval of the majority of biologic drugs.*”’ So, the treatment
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of EP is often derived from moderate-to-severe psoriasis management which relies on the use of conventional systemic
drugs (cyclosporine, dimethyl fumarate, methotrexate, retinoids), biologic agents targeting anti-tumor necrosis factor
(TNF) a, and anti-interleukin (IL) 12/23, 23 and 17, as well as small molecules.”'® However, conventional systemic
drugs are often contraindicated for patients’ comorbidities, or their use is characterized by reduced efficacy and various
adverse events (AEs).'""'> The recent development of biologic drugs, which showed excellent results in terms of
effectiveness and safety in plaque psoriasis, made these drugs an ideal weapon in EP management, despite their use in
EP is still off-label.'*"'* Among these, risankizumab, a humanized immunoglobulin G1 monoclonal antibody targeting
the p19 subunit of the IL23, is one of the latest biologics approved for the management of moderate-to-severe psoriasis.'

16,17

Its effectiveness and safety were reported both in clinical trials and in real-life experiences, making this drug

a possible therapeutic option in EP.

Case Report

Herein, we describe the case of a 62-year-old man referring to our Department in April 2023 for the presence of psoriasis
affecting the trunk, upper and lower limbs, and the scalp. At the anamnesis, the patient reported a sudden exacerbation of
his long-term psoriasis (30 years) one month after the third dose of BNT162b2 vaccine. Moreover, the patients reported
that its disease was previously well-controlled with topical drugs (calcipotriol/betamethasone dipropionate). Clinical
examination revealed the presence of psoriasis affecting more than 90% of BSA, with a Psoriasis Area Severity Index
(PASI) of 37 (Figure la—c). The patient also reported fatigue. Comorbidities included diabetes, advanced heart failure,
obesity and irritable bowel syndrome. A diagnosis of EP was performed.

Figure | Patient at baseline (a—c) and after 16 weeks (d—f) of treatment with risankizumab.
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Because of the extension of the disease and the need for a rapid and safe treatment, also considering patient’s
comorbidities, he was screened for biologic drug initiation. Risankizumab was chosen, also considering the patient’s need
for a reduced number of administrations. The drug was scheduled at labelled dosage: 150mg at week 0, 4 and every 12
weeks thereafter.

After 16 weeks of treatment, a complete resolution of psoriasis (PASI 100) was observed, with a significant
improvement in patient’s quality of life (Figure 1d—f). Of note, no AEs were collected.

Discussion

The introduction of biologic drugs completely changed the management of psoriasis.'® Moreover, their use showed faster
and safer results for EP, as compared with conventional systemic treatments.* Despite the rarity and the severity of this
clinical condition do not allow the inclusion of EP patients in clinical trials, the current literature is enriched by evidence
from real-world experiences.” Indeed, positive treatment outcomes have been described in patients treated with different
classes of biologics, from anti-TNF-a to anti-IL17 and anti-1L23.4°° However, data on risankizumab use are limited. As
regards other anti-IL23 agents, despite their effectiveness and safety were widely reported,'®*° cases of EP successfully
treated with guselkumab and tildrakizumab are scant. The use of risankizumab in EP management has been reported in
a primary analysis and 180-week follow-up results from the Phase 3, multicenter IMMspire study enrolling 9 Japanese
patients with EP randomized to receive risankizumab 75mg (n=5; mean PASI and BSA at baseline: 46.7+£16.1 and 91.0
+7.7) or 150mg (n=4; mean PASI and BSA at baseline: 58.7+6.8 and 94.3£3.8) at week 0 and week 4 and every 12 weeks
thereafter through week 160, with the aim of assessing the proportion of patients reaching clinical response of at least
“minimally improved” in the overall improvement rating at week 16.2' This result was achieved by all of the patients,
regardless risankizumab dosage.”' Furthermore, 3 (60.0%) and 4 (100%) patients receiving risankizumab 75mg and
150mg at week 16 achieved PASI90 response, as well as 4 (80.0%) and 4 (100%) subjects in these cohorts reached
PASI90 at week 52.%' As regards the safety, 3 (60.0%) and 4 (100%) patients in risankizumab 75mg or 150mg group,
reported at least one AE.?! Of these, one for each group was considered serious: a case of ischemic heart failure in the
75mg group and urinary calculus in the 150mg cohort; both of the AEs were not considered treatment related.?’

Finally, a case of a 48-year-old Saudi man affected by EP successfully treated with risankizumab, achieving PASI100
response after 3 administrations, was described.”?> However, the existing clinical trials only enrolled Japanese patients
and the patient described by Alajlan et al has also received an injection of secukinumab 1 week before starting
risankizumab.?* So, results are not generalizable, and more data are needed.

Herein, we reported the first case of a caucasian patient affected by EP successfully treated with risankizumab,
reaching PASI100 response after 16 weeks of treatment, without experiencing AEs. Of interest, psoriasis exacerbation
was probably related to COVID-19 vaccination, as described in literature.”> 2> However, the casual temporal correlation
cannot be ruled out.**

Despite our experience is limited to a single case of EP treated by risankizumab, further studies could widen the therapeutical
horizons of biologics, to evaluate their efficacy and safety for EP, in order to offer patients a personalized approach.

Conclusion

EP management is challenging. The reduced prevalence of this condition as well as the exclusion of EP patients from clinical
trials make difficult the establishment of guidelines. Thus, more data are needed. In this context, we reported a case of EP
successfully treated with risankizumab. Despite limited, our experience is part of the literature reports from real-world
evidence that could have a significant role to create the best therapeutic algorithm and tailored options for EP patients.

Data Sharing Statement

Data are reported in the current study.
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