Letters to the Editor

e277

Ixekizumab provides persistent
improvements in health-related
quality of life and the sexual
impact associated with
moderate-to-severe genital
psoriasis in adult patients during
a 52-week, randomised,
placebo-controlled, phase 3
clinical trial

Editor

Genital psoriasis (GenPs) has been reported in up to 63% of
patients with psoriasis. It is often associated with significant
impairment of health-related quality of life (HRQoL),"2 includ-
ing a significantly greater impact on sexual health than psoriasis
with no genital involvement."? Despite its prevalence and bur-
den, GenPs is often underdiagnosed and undertreated.*’

Ixekizumab (IXE), a high-affinity monoclonal antibody selec-
tively targeting interleukin-17A (IL-17A), is the only United
States Food and Drug Administration-approved treatment for
patients with moderate-to-severe plaque psoriasis that includes
labelling information about successful treatment of patients with
genital involvement.® In the IXORA-Q trial, IXE provided signif-
icant improvements in HRQoL and in the sexual impact of
GenPs following 12 weeks of treatment.””® Here, we report the
persistence of these improvements through 52 weeks.

Patient eligibility criteria have been previously published®®;
149 patients were enrolled in the induction period (Weeks 0—
12); patients randomised to either placebo (PBO) or Ixekizumab
(IXEQ2W); most had GPSIS-Impact scores of >3 (moderate-to-
very high), nearly one-third of patients had GPSIS-Avoidance
score of 5 (always avoid sexual activity due to GenPs). At Week
12, 93% of patients (PBO: n = 65; IXE Q2W: n = 74) entered
the open-label treatment period wherein all patients received
IXE 80 mg every 4 weeks (Q4W) until Week 52, with initial
PBO randomised patients receiving a 160 mg IXE starting dose.
Dosing could be increased if necessary to achieve or maintain
satisfactory disease control.®

Patients treated with IXE achieved persistent improvements in
HRQoL, as measured by DLQI (0,1) and multiple domains of SF-
36, and in the sexual impact of GenPs, at Week 12; these improve-
ments persisted through Week 52. In the group that received IXE
in both periods (IXE/IXE), the proportion of patients with
GPSIS-Avoidance (1,2) response persisted through Week 52,
with 80% (n = 24/30) achieving GPSIS-Avoidance (1,2). Upon
switching from PBO to IXE, GPSIS-Avoidance (1,2) responses
rapidly increased from 26% (n = 9/35) (Week 12) to 72%
(n=121/29) (Week 16) and 79% (n=23/29) (Week 52)
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(Fig. 1a). Upon switching from PBO to IXE, GPSIS-Impact (1,2)
response rapidly increased from 53% (n = 9/17Y) (Week 12) to
94% (15/16) (Week 16) and persisted through Week 52 (93%,
n = 13/14). GPSIS-Impact (1,2) responses were numerically
higher in the PBO/IXE group during the open-label treatment
period (Fig. 1b).

In the IXE/IXE population, 47% of patients achieved a DLQI
(0,1) at Week 12 that persisted through Week 52 (Fig. 1c). DLQI
item 9 (0,1) was achieved by 85% of IXE/IXE patients at Week
52 (Fig. 1d). 51% of patients in the PBO/IXE group achieved
DLQI (0,1) at Week 52, and 94% of patients achieved DLQI
item 9 (0,1) at Week 52 (Fig. 1c and 1d).

At Week 12, IXE treatment resulted in significantly greater
mean change from baseline in six SF-36 domains,” and the phys-
ical component summary (PCS; Table 1). Upon switching to
IXEQ4W, the mean change from baseline for all SF-36 domains
and both component summary scores increased from Week 12
to Week 52 in the PBO/IXE group. In the IXE/IXE group,
improvements observed at Week 12 generally persisted through
Week 52 but were numerically lower.

The rapid onset of efficacy and significant improvement of
signs and symptoms of GenPs with IXE, were reported previ-
ously.”® Our results suggest IXE-treated patients achieved signif-
icant clinical improvements in GenPs symptoms, HRQoL, and
the sexual impact of GenPs that persisted for up to 1 year, sup-
porting the previous results of the IXORA-Q study and IXE as
an efficacious treatment option for moderate-to-severe GenPs.
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"Response for GPSIS-impact analysis based on the Mx+Px; abbreviations:
Mx=number of patients who report being sexually active on the GPSIS
Item 1; Px=number of patients who do not report on GPSIS Item 1.
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Figure 1 GPSIS-Avoidance (1,2), and GPSIS-Impact (1,2) outcomes, along with DLQI (0,1) and DLQI item 9 (0,1) responses rates,
through Week 52 of IXORA-Q (non-responder imputation [based on patients with Mx + Px' for GPSIS-impact]) including blinded T2T and
open-label T2T periods. (a) Proportion of patients who reported that they never (1) or rarely (2) avoided sexual activity due to GenPs
(GPSIS-Avoidance [1,2]) [based on patients with GPSIS-avoidance score >3 at baseline]; (b) Proportion of patients who reported a very
low or not at all (1) or low (2) level of worsening of GenPs symptoms following sexual activity (GPSIS-Impact [1,2]) [based on patients with
GPSIS-avoidance score >3 at baseline]; (c) Proportion of patients achieving a response of (0,1) in DLQI total score indicating no effect on
HRQolL; (d) Proportion of patients achieving a response of (0,1) on DLQI item 9, indicating ‘no’ (0) or ‘a little’ (1) sexual difficulties due to
skin. The dotted line separates the double-blind treatment period (Weeks 0-12) and the open-label treatment period (Weeks 12-52).
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Table 1 Mean change from baseline in SF-36 domains at Weeks 12 and 52
Domain Week 12 Week 52
PBO/IXE (N = 65) IXE/IXE (N = 74) P-value PBO/IXE (N = 65) IXE/IXE (N = 74)
LSM (+SE) LSM (+SE) Mean (+SE) Mean (+SE)
Physical functioning 1.7 (1.8) 9.7 (1.8) 0.002 10.6 (3.0) 5.9(2.1)
Role limitations due to physical health 1.3(2.0) 13.5 (2.0) <0.001 10.10 (3.7) 9.8 (2.8)
Bodily pain 4.1 (2.5) 20.9 (2.5) <0.001 19.6 (3.7) 13.9 (3.3)
General health perceptions 2.6 (1.6) 5.5(1.6) 0.215 5.2 (2.5) 3.7(1.7)
Vitality 2.9(1.9) 7.6(1.9) 0.081 9.4 (2.7) 45(2.2)
Social functioning 2.9 (2.1) 14.5(2.1) <0.001 16.2 (3.3) 9.5(3.3)
Role limitations due to emotional problems 4.1 (1.6) 9.4 (1.6) 0.02 10.1 (3.0) 4.4 (2.6)
Mental health 3.7(1.3) 75(1.3) 0.041 6.5 (2.0) 5.9(1.8)
PCS 0.7 (0.8) 5.2(0.8) <0.001 45 (1.2) 25(1.1)
Mental health component summary (MCS) 2.2(0.7) 4.0 (0.7) 0.085 49(1.3) 3.6 (0.9)

Data is change from baseline (mBOCF). The ANCOVA model includes treatment, baseline BSA category, and baseline value.
Abbreviations: BSA, body surface area; IXE, ixekizumab; LSM, least squares mean; mBOCF, modified baseline observation carried forward; MCS, mental
health component summary; PBO, placebo; PCS, physical component summary; SE, standard error.
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Atopic dermatitis and depressive
symptoms. Results of the
German national AD Registry
TREATgermany

Dear Editor,

TREATgermany is a multicentre academic registry for the long-
term observation of patients with moderate-to-severe atopic der-
matitis (AD). Eligibility criteria, study procedures and baseline
characteristics including previous treatments have already been
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