Received: 17 January 2024 Accepted: 19 March 2024

DOI: 10.1111/jdv.20003

LETTER TO THE EDITOR

50 JEADV

Long-term effectiveness and tolerability of apremilast in patients
with moderate-to-severe plaque psoriasis: A 5-year multicentre
retrospective study—IL PSO (Italian landscape psoriasis)

Dear Editor,

Apremilast is an oral inhibitor of phosphodiesterase (PDE)-4
that has been approved for the treatment of patients with
moderate-to-severe plaque psoriasis who have contraindica-
tions or inadequate response to conventional systemic treat-
ments."” It is also indicated for the management of adults
with active psoriatic arthritis (PsA) who have failed or are
intolerant to other disease-modifying antirheumatic drugs
(DMARDs)."* In Italy, apremilast is reimbursed for patients
with moderate-to-severe plaque psoriasis in case of inad-
equate response/intolerance to systemic treatments and those
with contraindications to biological drugs.” Despite the wide
use of apremilast for the treatment of plaque psoriasis, long-
term real-world experiences are still limited.*”

We conducted a retrospective study involving 18 Italian
Dermatology Units to evaluate the effectiveness and safety
of apremilast throughout 5years of treatment. Apremilast
was prescribed according to the Italian Guidelines for plaque
psoriasis and its summary of product characteristics."’

We enrolled 335 patients treated with apremilast for at
least 1 year. Demographic characteristics were retrieved
from electronic medical records (Table 1).

Notably, 28 (8.36%) of our patients had a personal history
of cancer, and 82 (24.48%) were naive to biological treatments.
The mean Psoriasis Area and Severity Index (PASI) at baseline
was 12.39, with a standard deviation (SD) of 5.87. A concomi-
tant diagnosis of PsA was made in 136 patients (40.6%).

After 52 weeks, 60.30%, 18.97% and 13.50% of our patients
achieved a reduction of 75%, 90% and 100% of PASI compared
with baseline (PASI75, PASI90 and PASI100), respectively.

After 4years, the same endpoints were reached by 79.62%,
52.23% and 28.66% of our population, which included 157
patients.

Finally, at Week 260, among 76 patients, PASI75, PASI90
and PASI100 were achieved by 72.37%, 53.95% and 36.84% of
our patients, respectively.

The proportion of those with an absolute PASI <2 in-
creased throughout the study, from 49.85% at Week 52 to
73.25% at Week 208 and to 73.25% after 5years of treatment.

The effectiveness of apremilast throughout the study pe-
riod is shown in Figure 1.

© 2024 European Academy of Dermatology and Venereology.

During the study, 40 patients (11.94%) discontinued apremi-
last because of loss of effectiveness after 1 year of treatment. No
significant safety findings emerged from our study. The most
common adverse event (AE) was diarrhoea (19.10%), followed
by nausea (14.33%) and headache (11.64%). The occurrence of
an AE led to drug discontinuation in 16 patients (4.78%).

This multicentre real-world study supports the effectiveness
of apremilast in moderate-to-severe plaque psoriasis with the
longest follow-up to date, including patients treated for 5years.

We found comparable responses with the findings of
Toannides et al., who reported PASI 75 in 75.2% and PASI
90 in 39.2% after 1 year of follow-up.* Our data are also con-
sistent with those of Graier et al., who described a PASI 75
response in 56.4%, 67.3% and 88.9% of patients after 1, 2 and
3years of treatment, respectively. However, this study in-
cluded a very small sample size at 3 years of follow-up.®

Our study included a significant proportion of patients
with cardiometabolic comorbidities, concomitant PsA and a
personal history of neoplasm. Despite increasing data avail-
able regarding the safety of biological drugs in oncological
patients,” apremilast is currently recognized as the safest

TABLE 1 Demographic characteristics of our population at baseline.
Patients 335
N (%)
Male 188 (56.12)
PsA 136 (40.60)
At least one cardiometabolic comorbidity 83 (24.78%)
Previous history of neoplasm 28 (8.36)
At least one difficult-to-treat area 45 (13.43)
Bio-Naive 82 (24.48)
Mean (SD)
Age, years 61.01 (13.69)
BMI, Kg/m® 25.71 (4.45)
PASI 12.39 (5.87)

Abbreviations: BMI, body mass index; PASI, Psoriasis Area and Severity Index;
PsA, psoriatic arthritis; SD, standard deviation.
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PASI 100 and PASI <2. The outcomes were reported as observed. PASI, Psoriasis Area and Severity Index.

option among innovative treatments of psoriasis in this sub-
group of patients.®

The safety profile of apremilast was consistent with both
clinical trials and real-world experiences. Most of the AEs
were mild-to-moderate and predominantly resolved after
the first month of treatment.* **

In conclusion, apremilast showed effectiveness and tolerabil-
ity throughout the 5-year follow-up period in our study. Given
its oral administration, favourable risk-benefit profile and good
effectiveness, apremilast could represent a useful treatment op-
tion for those with contraindications to biological treatments.
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