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Abstract. – OBJECTIVE: While clinical trials 
provide invaluable evidence, real-world data can 
offer further insight on the efficacy and safety of 
biologic drugs. This report aims to analyze the 
long-term efficacy and safety of ixekizumab in 
real-world clinical practice in our facility. 

PATIENTS AND METHODS: Patients with a 
diagnosis of psoriasis and who started treat-
ment with ixekizumab were included in this ret-
rospective study and followed for 156 weeks. 
The severity of cutaneous manifestations was 
evaluated using the PASI score at several time 
points and clinical efficacy was evaluated using 
PASI 75, -90 and -100 responses. 

RESULTS: Not only PASI 75, but also PASI 90 and 
100 responses showed a favorable outcome after 
treatment with ixekizumab. Responses at week 12 
were sustained through the following three years in 
the majority of patients. No statistically significant 
difference was found between bio-naive and bio-
switch patients and weight and disease duration 
had no impact on the efficacy of the drug. Ixekizum-
ab had a favorable safety profile, as we observed 
no major adverse events. Two cases of eczema 
were observed and led to drug discontinuation.

CONCLUSIONS: This study confirms the effi-
cacy and safety of ixekizumab in real-world clin-
ical practice.
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Introduction

Ixekizumab is a recombinant, humanized 
IgG4 monoclonal antibody that selectively binds 
to interleukin (IL)-17A and neutralizes its bio-
activity. In Italy, it was approved in 2016 for the 
treatment of moderate to severe psoriasis (PSO) 
and psoriatic arthritis (PsA)1. Its excellent efficacy 
compared to placebo or etanercept was demon-
strated in clinical trials1-3.  In psoriatic patients 

receiving 80 mg ixekizumab, Psoriasis Area and 
Severity Index (PASI) 75, -90 and -100 respons-
es were achieved by 78.8%, 67.1% and 46.2% at 
week 12, respectively, and sustained up to week 
2644.  However, aside from clinical trials, ixeki-
zumab has not yet been sufficiently assessed in 
daily clinical practice for psoriatic patients. In 
this report, we present a retrospective analysis of 
the long-term efficacy and safety of ixekizumab 
in real-world clinical practice in our facility.

Patients and Methods

Patients
Patients of both sexes aged 18 years or more 

with a diagnosis of psoriasis and who started treat-
ment with ixekizumab between January 2017 and 
December 2021 at the Department of Dermatology, 
DISSAL, Policlinico San Martino Hospital, Geno-
va, Italy, were included in this retrospective study 
and followed for 156 weeks. The diagnosis was 
based on medical records, clinical findings and, in 
if deemed necessary, histopathological findings. 
Informed consent was obtained from the patients.

Treatment
Ixekizumab was administered via s.c. injec-

tion. After a starting dose of 160 mg, 80 mg were 
administered every two weeks for the following 
12 weeks as an initial loading regimen and every 
4 weeks thereafter. 

Assessment of Efficacy 
The severity of cutaneous manifestations was 

evaluated using the PASI score at week 0, week 
12 (range, 12-16), week 26 (range, 24-30), week 
52 (range, 50-54), week 104 (range 100-106) and 
week 156 (range 152-158). 

Clinical efficacy was evaluated using PASI 75, 
-90 and -100 responses at each time point. 
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Safety Assessments
Potential adverse events were assessed at each 

visit, and laboratory tests and vital signs were 
monitored regularly.

Statistical Analysis 
Data were expressed as mean standard devia-

tion. The comparison of the groups was performed 
by using Student’s t-test or the Mann-Whitney U 
test for quantitative variables, and Fisher’s exact test 
for qualitative variables. A supportive analysis was 
performed using the last observation carried for-
ward (LOCF) approach to impute missing values. To 
evaluate changes of variables between the baseline 
and the designated time point, a two-tailed Wilcox-
on signed rank test was used. The drug survival rate 
was analyzed by log-rank test. Statistical analysis 
was performed using IBM SPSS Statistics for Win-
dows, Version 28.0 (IBM Corp., Armonk, NY, USA). 
p<0.05 was considered statistically significant.

Results

Patient Results 
A total of 108 patients were included in this 

study. Five patients were excluded, as they were 
lost to follow-up after the initial injection. The 
baseline demographics and background character-
istics are shown in Table I. The male:female ratio 
was 1.9:1, reflecting the male predominance in the 
Italian psoriatic population, and the age range was 
24-93 years, with a mean age of 57 (±15). Forty-one 

(38%) patients were bioswitched to ixekizumab 
from other biologics, in particular 5 (7.6%) from 
infliximab, 21 (31.8%) from adalimumab, 5 (7.6%) 
from etanercept, 8 (12.1%) from ustekinumab, 
15 (22.7%) from secukinumab and 1 (1.5%) from 
brodalumab. The other 67 (62%) patients were 
bio-naive, including 45 (67%) patients who were 
switched from other systemic medications, in par-
ticular 18 (40%) from cyclosporin, 26 (58%) from 
methotrexate and 3 (7%) from acitretin.

Efficacy
The PASI score at baseline (week 0) ranged 

9-30, with a mean of 15.0 (±4.8). After adminis-
tration of ixekizumab, the mean PASI score de-
clined rapidly to 1.4 (±1.9)  at week 4 (p<0.001), 
and by LOCF analysis, it was maintained at 1.0 

Table I. Patients characteristics by study at baseline visit.

Demography	 N=108 
	 mean (SD) or n (%)

Male	 71 (65.7%)
Female	 37 (34.3%)
Age (years)	 56.9 (±14.6)
Disease duration (years)	 22.4 (±12.8)
BMI	 26.5 (±4.7)
Arthritis	 28 (25.9%)
Onychopathy	 20 (18.5%)
Palmoplantar	 8 (7.4%)
Scalp	 28 (25.9%)
Genitals	 12 (11.1%)

Figure 1. Time-course changes of PASI 75, 
-90 and -100 responses.
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(±4.0) at week 16 (p<0.001), 1.0 (±4.0) at week 
36 (p<0.001), 1.1 (±4.0) at year 1 (p<0.001), 1.2 
(±4.0)  at year 2 (p<0.001) and 1.3 (±4.2)  at year 
3  (p<0.001). The actual observed numbers were 
103 at week 0, 99 at week 4, 98 at week 16, 94 at 
week 36, 81 at year 1, 69 at year 2 and 64 at year 
3. Time-course changes of PASI 75, -90 and -100 
responses are shown in Figure 1. After 4 weeks, 
91 (92.9%) patients had PASI 75, 55 (56.1%) PASI 
90, 52 (52.5%) PASI 100. After 16 weeks, 97 
(100%) patients had PASI 75, 95 (97.9%) PASI 90, 
94 (95.9%) PASI 100. After 36 weeks, 94 (100%) 
patients had PASI 75, 90 (95.7%) PASI 90 and 
PASI 100. After 52 weeks, 80 (98.8%) patients 
had PASI 75, 74 (68.5%) PASI 90 and 72 (88.9%) 
PASI 100. After 104 weeks, 69 (100%) patients 
had PASI 75, 60 (87.0%) PASI 90 and 58 (84.1%) 
PASI 100. After 208 weeks, 63 (98.4%) patients 
had PASI 75, 56 (87.5%) PASI 90 and 52 (81.3%) 
PASI 100. The baseline PASI score of bio-naive 
patients was not significantly different compared 
to that of bio-switched patients [15.5 (±5.2) vs. 14.3 
(±4.2) p=0.23]. No significant differences in PASI 

75 and -90 responses were found between the two 
groups after treatment at all visits. There was no 
correlation between the PASI improvement rate 
and body mass index or disease duration by mul-
tivariate data analysis (data not shown).

Clinical Course Assessments and Safety 
There were no new or unexpected safety find-

ings throughout the observation period. None of 
the 108 enrolled subjects developed candida, in-
flammatory bowel disease or tuberculosis. Four 
patients (3.7%) discontinued treatment with ix-
ekizumab by week 52, namely 2 patients (week 
12-24) and 2 patients (after week 24). Discontin-
uation of the drug was associated to no improve-
ment or exacerbation of cutaneous manifestations 
(2/108, 1.9%) or eczema (2/108, 1.9%). As shown 
in Figure 2, there was a gradual time-dependent 
decline of the drug survival rate in PsO patients. 
After 1 year of treatment, the rate of patients with 
PASI 100 was 89% and it shows a mean-year de-
crease of 4.5%. The mean-year decrease of PASI 
90 rate was 2.2%. PASI 75 rate was approximate-

Figure 2. Time-course changes of PASI 75 (A), -90 (B) and 
-100 (C) responses by bio-naive status.
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Figure 3. Comparison of the drug survival rate 
between the bio-naive group and bio-switched 
group.

ly constant over the three years of treatment. As 
shown in Figure 3, comparison of the drug sur-
vival rate between the bio-naive group and bio-
switched group showed no significant difference.

Discussion

Biologic therapies for psoriasis are flourishing. 
The literature is brimming with clinical trials and rel-
ative sub-analyses that investigate drug performanc-
es. Notably, the results of clinical trials differ from 
those of real-life studies, and for this reason it has 
become increasingly important to publish personal 
experiences. In this study, not only PASI 75, but also 
the more stringent goals of PASI 90 and 100 respons-
es showed a favorable outcome after treatment with 
ixekizumab, superior to those achieved in UNCOV-
ER clinical trials4,5. In particular, responses at week 
12 were sustained through the following three years 
in the majority of patients. Sixty-seven out of 108 
(62%) were bio-naive patients while, usually, in real 
life new molecules are reserved for difficult-to-treat 
patients. This may explain the better results than in 
UNCOVER studies. However, no statistically sig-
nificant difference was found in our population be-
tween bio-naive and bio-switch patients in achieving 
PASI 75/90/100, in both short and long term. Sixteen 
patients who had previously failed an anti-IL-17 mol-
ecule achieved and maintained clinical remission, 
which is consistent with the literature and reassures 
the physician who primarily selected an anti-IL-17 
to continue with a similar drug, without changing 
mechanism of action6. Weight and longer disease 

duration, two aspects that often negatively influence 
the efficacy of biologics, seemed to have no effect on 
ixekizumab, contrarily to our findings on treatment 
with secukinumab over a long period7,8.

Ixekizumab had a favorable safety profile, a 
finding that is consistent with previous trials1-3. The 
oldest patient in our center was a 93-year-old-man 
who was successfully on treatment for three years, 
demonstrating the safety of ixekizumab in this 
very fragile category. Our patient is the oldest re-
ported in the literature and he confirms how multi-
ple comorbidities and old age do not contraindicate 
anti IL-17 drugs9. Since IL-17A plays a key role in 
mucocutaneous defense against extracellular fungi 
and bacteria, non-serious skin/mucosal candidia-
sis are reported to occur dose-dependently10.  No 
mucosal candidiasis or inflammatory bowel dis-
ease reactivations were observed in our study. This 
highlights how we have learned to profile the pa-
tient, avoiding this molecule in those with a history 
of fungal infection or bowel diseases. We observed 
two cases of eczema, which also led to drug dis-
continuation. This cutaneous side effects were not 
previously reported in pivotal clinical trials4,5, but 
the use of anti-IL-17A agents in wide populations 
led to the publication of similar events and deserves 
further investigation, in order to gain experience 
on targeting the right biologic to the right patient.

Conclusions

To conclude, this study demonstrates the high 
efficacy and safety of ixekizumab over a period 
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of 3 years in psoriatic patients in daily clinical 
practice. Although the sample size was small if 
compared to multi-center experiences, and the 
study design was retrospective and observational, 
the present study confirms the usefulness of ix-
ekizumab in real-world clinical practice and pro-
vides input on the topic of patient profiling.
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