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Biological drugs have dramatically changed the approach to treating moderate-to-severe
plague psoriasis, achieving excellent skin clearance and safety outcomes. However, the
management of difficult-to-treat areas (e.g., scalp, palms/soles, nails, and genitalia) still

represents a challenge in psoriasis treatment. Data in the literature on difficult-to-treat

Italy sites are limited and, frequently, no specific analysis is performed during clinical trials. We
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1 | INTRODUCTION

Plaque psoriasis is a chronic inflammatory disease involving the en-
tire cutaneous surface, most commonly affecting areas such as the
elbows or knees. However, difficult-to-treat areas, such as the scalp,
palms/soles, nails, and genitalia, are frequently involved.!

The treatment of these surfaces is often challenging due to the

low compliance to topical regimens and the primary/secondary

conducted a 52-week, retrospective study to evaluate the effectiveness of ixekizumab in
120 patients with moderate-to-severe plaque psoriasis of at least one difficult-to-treat
area (scalp, palmoplantar surfaces, nails, and genitalia). Ninety-nine patients had scalp
psoriasis, 35 had involvement of the palms or soles, 27 were affected by genital psoria-
sis, and 22 patients reported involvement of the nails. After 1year of treatment, 96% of
patients with scalp involvement, 95.6% of patients with palmoplantar psoriasis, 95.2%
of patients with genital psoriasis, and 85% of patients with nail involvement achieved a
site-specific Physician's Global Assessment of O or 1 (clear or almost clear). No serious
adverse events were observed during the study. Our study supports the effectiveness of

ixekizumab in plaque psoriasis involving difficult-to-treat sites.

biologics, ixekizumab, psoriasis, psoriasis treatment, real-world

ineffectiveness of conventional systemic drugs such as cyclosporin,
methotrexate, or acitretin.? Furthermore, long-term exposure to
systemic conventional drugs can lead to safety issues such as liver or
kidney function impairment, blood count abnormalities, and severe
mucocutaneous xerosis.?

Biological drugs have changed the treatment paradigm of
moderate-to-severe plaque psoriasis.> However, only limited data

are available regarding their use in patients with a lower body surface
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area (BSA) affected and the predominant involvement of difficult-
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to-treat areas.*> This is primarily due to the strict inclusion criteria
of clinical trials, which usually enroll patients with a Psoriasis Area
and Severity Index (PASI) and/or a BSA score of at least 10. Among
the biological drugs approved for plaque psoriasis, ixekizumab is an
inhibitor of interleukin (IL)-17A that has been evaluated in several
clinical trials demonstrating effectiveness in difficult-to-treat areas.
This multicenter study aimed to assess the effectiveness and safety
of ixekizumab in patients affected by plaque psoriasis involving dif-

ficult sites.

2 | METHODS

We enrolled 120 adult patients affected by plaque psoriasis with
moderate-to-severe involvement of at least one difficult-to-treat
area (defined by a site-specific Physician's Global Assessment
[PGA] = 3), all treated with ixekizumab. Patients' demographic char-
acteristics were retrospectively retrieved from the database of three
Italian dermatology units. Ixekizumab was administered according
to the Summary of Product Characteristics.® Scalp-specific PGA
(sc-PGA), palmoplantar PGA (ppPGA), static PGA of the genitalia
(sPGA-G), fingernail PGA (f-PGA), and PASI were recorded at each
dermatological examination. For each area, the severity of psoriasis
was evaluated clinically on a scale from O (absence of lesions) to 4
(severe involvement of the area). The possible occurrence of any ad-
verse events (AEs) was also evaluated throughout the study period.
The primary endpoints were the proportion of patients achieving a
site-specific PGA of 0/1 (clear or almost clear) at weeks 16, 28, and
52. Continuous data were reported as mean and standard deviation
(SD), while categorical variables were presented as absolute num-
bers and percentages. The within-group comparison of mean PGA
(between baseline and weeks 16, 28, and 52) was performed using
the Student's t-test.

The procedures for this study adhered to clinical standards and
did not necessitate approval from the institutional review board. All
patients provided written consent for their anonymous data to be
retrieved retrospectively. The research complied with the Helsinki

Declaration of 1964 and its later amendments.

3 | RESULTS

We included 120 patients treated with ixekizumab for at least
52weeks (Table 1). Seventy-nine were males (65.8%) with a mean
(SD) age of 49.01 (15.42) years. Our patients were affected by pso-
riasis for a mean of 19.01 (15.45) years. The mean body mass index
(BMI) was 29.16 (6.40), while 32 patients (26.7%) had at least one
cardiometabolic comorbidity (arterial hypertension, obesity, type
Il diabetes mellitus, hypercholesterolemia, and cardiovascular dis-
eases). Twenty-two patients had a concomitant diagnosis of psori-
atic arthritis (18.3%). Twenty-nine patients had previously received
at least one biological drug (24.2%). Regarding the 99 patients with

TABLE 1 Demographic and clinical characteristics of the study
population at baseline.

Number of patients, N 120

Males, n (%) 79 (65.8)
Age, mean+SD 49.01+15.42
BMI, mean+SD 29.16+6.40
Disease duration, mean+SD 19.01+15.45
PsA, n (%) 22(18.3)
Cardiometabolic comorbidities 32(26.7)
Bio-experienced, n (%) 29 (24.2)
PASI baseline, mean+SD 12.48+7.81

Abbreviations: BMI, body mass index; PASI, Psoriasis Area and Severity
Index; PsA, Psoriatic arthritis; SD, standard deviation.

scalp involvement, an sc-PGA of 0/1 was achieved by 92.9%, 93.9%,
and 96% of them at weeks 16, 28, and 52, respectively (Figure 1a).
After 16 weeks, 74.5% of the 37 patients with palmoplantar psoria-
sis showed a ppPGA of 0/1 with continuous improvement at weeks
28 (84.5%) and 52 (95.6%) (Figure 1b). Among the 26 patients with
genital psoriasis, an sSPGA-G of 0/1 was observed in 76% at week 16,
91.7% at week 28, and 95.2% after 1year of treatment (Figure 1c).
Finally, for the 24 patients with nail involvement, an f-PGA of clear
or almost clear was reached by 42% at week 16, 74% at week 28,
and 85% at week 52 (Figure 1d). Mean site-specific PGA improved
in each difficult-to-treat area during the study. At baseline, the
mean sc-PGA was 3.43 and decreased to 0.48 at week 16, 0.27 at
week 28, and 0.15 after 1year of treatment (Figure 2a). Mean pp-
PGA decreased from a mean of 3.32 at baseline to 1.21 at week 16,
0.68 at week 28, and 0.37 at week 52 (Figure 2b). Mean sPGA-G
decreased from a mean of 3.27 at baseline to 0.57, 0.31, and 0.19 at
16, 28 and 52 weeks (Figure 2c). Mean f-PGA was 3.23 at baseline
and decreased to 1.52 at week 16, 1.02 at week 28, and 0.58 after
52weeks of treatment (Figure 2d). At baseline, the mean (SD) PASI
of our cohort was 12.48 (7.81). During the study, it decreased to
1.53 (1.80) at week 16, 0.58 (1.45) at week 28, and 0.38 (1.39) at
week 52.

No significant safety findings were reported during the study,
as no patient had to discontinue the drug because of treatment-

emergent AEs or serious AEs.

4 | DISCUSSION

Phase-3 clinical trials have demonstrated that ixekizumab is an ef-
ficacious option for the treatment of difficult sites. In our real-world
experience, we observed similar responses compared with those
from clinical trials. Regarding scalp psoriasis, an analysis of the
UNCOVER-1, UNCOVER-2, UNCOVER-3 studies showed a reduc-
tion of 90% and 100% on the Psoriasis Scalp Severity Index in 75.6%
and 65.9% of patients respectively at week 12.7 Narcisi et al.,* ob-
served an s-PGA of O or 1 in 93.1% and 91.6% of patients treated
with ixekizumab after 16 and 24 weeks, respectively.
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FIGURE 1 Percentages of patients achieving a site-specific Physician's Global Assessment (PGA) score of 0/1 (clear or almost clear)
throughout the study period regarding involvement of (a) the scalp (sc-PGA), (b) palmar and/or plantar regions (pp-PGA), (c) genitalia (s-
PGA-g), and (d) fingernails.
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FIGURE 2 Reduction of mean (standard deviation) site-specific Physician's Global Assessment (PGA) during 52 weeks concerning each
difficult-to-treat area. (a) scalp (sc-PGA), (b) palmar and/or plantar regions (pp-PGA), (c) genitalia (s-PGA-g), and (d) fingernails (fn-PGA).
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A subpopulation analysis of the UNCOVER studies also supports
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the use of ixekizumab in non-pustular palmoplantar psoriasis as ap-
proximately half of the patients achieved complete skin clearance of
the palms and soles after 12 weeks of treatment.?

A specific clinical trial was conducted to evaluate the role of ix-
ekizumab in the treatment of genital psoriasis (IXORA-Q).? In this
study, clear or almost clear genital skin was achieved by 73% of pa-
tients at week 12 and 75% after 1year of treatment. A site-specific
PGA of 0 was observed in 56% of patients after 12 weeks.

Regarding nail psoriasis, the IXORA-S clinical trial, compared the
efficacy of ixekizumab with ustekinumab after 52 weeks in terms of
the Nail Psoriasis Severity Index (NAPSI).X® In particular, a NAPSI
score of O was reached by 61.9% of patients with a mean decrease
from baseline of 22.4 points after 52weeks of treatment with ix-
ekizumab. In comparison, patients treated with ustekinumab in this
study experienced a mean NAPSI decrease of 15.6 points from base-
line with just 28.6% of them achieving complete nail clearance.’®
These findings were consistent with those from a subpopulation
analysis of the UNCOVER-3 clinical trial, which reported a NAPSI
of 0 in more than half of patients after 60 weeks of treatment with
ixekizumab.™* In addition, a recent network meta-analysis showed
that ixekizumab had the greatest likelihood among approved biolog-
ics of achieving complete resolution of nail psoriasis at week 2412
Among interleukin inhibitors, ixekizumab and risankizumab appear
to be the drugs with the highest effectiveness on difficult-to-treat
areas, according to data from both clinical trials and real-world
experience.(’"13

The safety profile of ixekizumab in our study was very high as
no serious AEs or AEs leading to discontinuation were observed,
consistent with the results of a 5-year analysis of the UNCOVER-3
study.**

The main limitations of this study include are the retrospective
nature and the absence of a control group, which do not allow the
generalization of our findings.

Our experience supports data from clinical trials and meta-
analyses regarding the high efficacy of ixekizumab in plaque pso-
riasis with the predominant involvement of difficult-to-treat areas.
Therefore, ixekizumab could be considered as a first-line biological
drug when treating this subset of patients. However, larger and lon-
ger studies are needed to further investigate the effectiveness and
safety of ixekizumab in psoriasis patients with moderate-to-severe
involvement of difficult sites.

ACKNOWLEDGMENTS
Open access funding provided by BIBLIOSAN.

CONFLICT OF INTEREST STATEMENT

Mario Valenti has been a consultant and/or speaker for Sanofi, Leo
Pharma, Eli Lilly, Novartis, Janssen, AbbVie, and Boehringer Ingelheim.
Luigi Gargiulo has been a consultant for Almirall. Antonio Costanzo
has served as an advisory board member, consultant, and has received
fees and speaker's honoraria or has participated in clinical trials for
Abbvie, Almirall, Biogen, LEO Pharma, Lilly, Janssen, Novartis, Pfizer,

Sanofi Genzyme, and UCB-Pharma. Alessandra Narcisi has served on
advisory boards, received honoraria for lectures and research grants
from Almirall, Abbvie, Leo Pharma, Celgene, Eli Lilly, Janssen, Novartis,
Sanofi-Genzyme, Amgen and Boehringer Ingelheim. The other authors
have no conflicts of interest to disclose.

DATA AVAILABILITY STATEMENT

Data available on request from the authors.

ETHICAL STATEMENT

Institutional review board approval was exempted as the study pro-
tocol did not deviate from standard clinical practice. The patients
received ixekizumab as in good clinical practice in accordance with
European guidelines. The patients provided written consent for ret-
rospective study of data collected during routine clinical practice
(demographics, clinical scores). The study was performed in accord-
ance with the Helsinki Declaration of 1964 and its later amend-
ments. Data collection and handling complied with applicable laws,
regulations, and guidance regarding patient protection, including

patient privacy.

ORCID

Luciano Ibba "= https://orcid.org/0000-0002-7876-4866

Andrea Carugno " https://orcid.org/0000-0002-8231-2205

REFERENCES

1. IbbalL, Gargiulo L, Alfano A, Cascio Ingurgio R, Narcisi A, Costanzo
A, et al. Anti-IL-23 and anti-IL-17 drugs for the treatment of non-
pustular palmoplantar psoriasis: a real-life retrospective study. J
Dermatolog Treat. 2023;34:2199108.

2. Lanna C, Galluzzi C, Zangrilli A, Bavetta M, Bianchi L, Campione
E. Psoriasis in difficult to treat areas: treatment role in improving
health-related quality of life and perception of the disease stigma. J
Dermatolog Treat. 2022;33:531-4.

3. Reid C, Griffiths CEM. Psoriasis and treatment: past, present and
future aspects. Acta Derm Venereol. 2020;100:adv00032.

4. Narcisi A, Valenti M, Cortese A, Toso F, Pavia G, Gargiulo L,
et al. Anti-IL17 and anti-IL23 biologic drugs for scalp psoriasis: a
single-center retrospective comparative study. Dermatol Ther.
2022;35:€15228.

5. Orsini D, Gargiulo L, Ibba L, Cascio Ingurgio R, Valenti M, Perugini
C, et al. Effectiveness of risankizumab in plaque psoriasis with in-
volvement of difficult-to-treat areas: a real-world experience from
two referral centers. J Dermatolog Treat. 2023;34:2220849.

6. European Medicines Agency. Taltz (ixekizumab): summary of prod-
uct characteristics. 2016 (Accessed July 14, 2023). Available from:
https://www.ema.europa.eu/en/documents/product-information/
taltz-epar-product-information_en.pdf.

7. Reich K, Leonardi C, Lebwohl M, Kerdel F, Okubo Y, Romiti R, et al.
Sustained response with ixekizumab treatment of moderate-to-
severe psoriasis with scalp involvement: results from three phase
3 trials (UNCOVER-1, UNCOVER-2, UNCOVER-3). J Dermatolog
Treat. 2017;28:282-7.

8. Menter A, Warren RB, Langley RG, Merola JF, Kerr LN, Dennehy
EB, et al. Efficacy of ixekizumab compared to etanercept and pla-
cebo in patients with moderate-to-severe plaque psoriasis and
non-pustular palmoplantar involvement: results from three phase
3 trials (UNCOVER-1, UNCOVER-2 and UNCOVER-3). J Eur Acad
Dermatol Venereol. 2017;31:1686-92.

85UB017 SUOLILLIOD BAIEaID 3|qeot|dde 8y} Ag peusenob a1e sapiie O (88N JO'Sajni 1o} A%iq1T 8UI|UO AB|IM UO (SUORIPUOD-pUR-SLLBID" A3 | 1M Afe.q 1 BUI|UO//SANY) SUORIPUOD PUe SWe | 8L} 89S *[7202/TO/TE] Uo Afelqi auljuO A8]1A OPIeqLLO 00IpBLUOIE OLB3BIONAIE BUBISIS -|qaS Ad STTZT'S8ET8-9VET/TTTT 0T/I0p/LI0Y A8] M AReiq 1 BU1IUO//SANY WO papeojumoq ‘0 '8ET8IVET


https://orcid.org/0000-0002-7876-4866
https://orcid.org/0000-0002-7876-4866
https://orcid.org/0000-0002-8231-2205
https://orcid.org/0000-0002-8231-2205
https://www.ema.europa.eu/en/documents/product-information/taltz-epar-product-information_en.pdf
https://www.ema.europa.eu/en/documents/product-information/taltz-epar-product-information_en.pdf

VALENTI ET AL.

10.

11.

12.

13.

Guenther L, Potts Bleakman A, Weisman J, et al. Ixekizumab results
in persistent clinical improvement in moderate-to-severe genital
psoriasis during a 52 week, randomized, placebo-controlled, phase
3 clinical trial. Acta Derm Venereol. 2020;100:adv00006.

Wasel N, Thaci D, French LE, Conrad C, Dutronc Y, Gallo G, et al.
Ixekizumab and Ustekinumab efficacy in nail psoriasis in pa-
tients with moderate-to-severe psoriasis: 52-week results from a
phase 3, head-to-head study (IXORA-S). Dermatol Ther (Heidelb).
2020;10:663-70.

van de Kerkhof P, Guenther L, Gottlieb AB, Sebastian M, Wu JJ,
Foley P, et al. Ixekizumab treatment improves fingernail psoriasis in
patients with moderate-to-severe psoriasis: results from the ran-
domized, controlled and open-label phases of UNCOVER-3. J Eur
Acad Dermatol Venereol. 2017;31:477-82.

Reich K, Conrad C, Kristensen LE, Smith SD, Puig L, Rich P, et al.
Network meta-analysis comparing the efficacy of biologic treat-
ments for achieving complete resolution of nail psoriasis. J
Dermatolog Treat. 2022;33:1652-60.

Orsini D, Frascione P, Assorgi C, Pacifico A, Sperduti |, Gargiulo L,
et al. Risankizumab for the treatment of genital psoriasis: a 1-year,

14.

——
@ THE JOURNAL OF

DERMATOLOGY

real-world experience. J Eur Acad Dermatol Venereol. 2023.
https://doi.org/10.1111/jdv.19562

Blauvelt A, Lebwohl MG, Mabuchi T, Leung A, Garrelts A, Crane H,
et al. Long-term efficacy and safety of ixekizumab: a 5-year anal-
ysis of the UNCOVER-3 randomized controlled trial. J Am Acad
Dermatol. 2021;85:360-8.

How to cite this article: Valenti M, Gargiulo L, Ibba L,
Cortese A, Toso F, Orsini D, et al. Effectiveness of
ixekizumab for the treatment of moderate-to-severe plaque
psoriasis with involvement of difficult-to-treat areas: A
52-week multicenter retrospective study. J Dermatol.
2024;00:1-5. https://doi.org/10.1111/1346-8138.17115

85UB017 SUOLILLIOD BAIEaID 3|qeot|dde 8y} Ag peusenob a1e sapiie O (88N JO'Sajni 1o} A%iq1T 8UI|UO AB|IM UO (SUORIPUOD-pUR-SLLBID" A3 | 1M Afe.q 1 BUI|UO//SANY) SUORIPUOD PUe SWe | 8L} 89S *[7202/TO/TE] Uo Afelqi auljuO A8]1A OPIeqLLO 00IpBLUOIE OLB3BIONAIE BUBISIS -|qaS Ad STTZT'S8ET8-9VET/TTTT 0T/I0p/LI0Y A8] M AReiq 1 BU1IUO//SANY WO papeojumoq ‘0 '8ET8IVET


https://doi.org/10.1111/jdv.19562
https://doi.org/10.1111/1346-8138.17115

	Effectiveness of ixekizumab for the treatment of moderate-­to-­severe plaque psoriasis with involvement of difficult-­to-­treat areas: A 52-­week multicenter retrospective study
	Abstract
	1|INTRODUCTION
	2|METHODS
	3|RESULTS
	4|DISCUSSION
	ACKNOWLEDGMENTS
	CONFLICT OF INTEREST STATEMENT
	DATA AVAILABILITY STATEMENT

	ETHICAL STATEMENT
	REFERENCES


