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ABSTRACT

Introduction:  Bimekizumab, a dual interleukin 
(IL)-17A and IL-17F inhibitor, has demonstrated 
high efficacy in clinical trials for moderate-to-
severe plaque psoriasis. However, real-world 
evidence regarding its long-term effectiveness, 
safety, and treatment persistence up to 2 years 
remains limited. This study evaluates these out-
comes in a routine clinical setting.
Methods:  We conducted a retrospective, multi-
center, real-world study across three Italian refer-
ral centers, including 126 adult patients with 
moderate-to-severe plaque psoriasis treated with 

bimekizumab. Efficacy was assessed by the pro-
portion of patients achieving Psoriasis Area and 
Severity Index (PASI)75, PASI90, and PASI100 up 
to 104 weeks. Firth’s penalized multivariable logis-
tic regression was utilized to identify independent 
predictors of PASI100 at weeks 16 and 52. Drug 
survival was estimated using Kaplan–Meier anal-
ysis. Safety was evaluated through the incidence 
of treatment-emergent adverse events (TEAEs) 
expressed per 100 patient-years.
Results:  Bimekizumab demonstrated rapid and 
sustained effectiveness with complete skin clear-
ance (PASI100) being achieved by 61.5%, 80.0%, 
and 76.5% of patients at week 16, 52, and 104, 
respectively. At week 16, penalized multivariable 
analysis identified palmo-plantar involvement, 
nail psoriasis, and concomitant proton pump 
inhibitor (PPI) use as independent negative predic-
tors of PASI100. By week 52, only palmo-plantar 
involvement remained a significant negative pre-
dictor. The overall cumulative probability of drug 
survival at 2 years was 72.2%. Stratified analyses 
revealed that biologic-naïve patients exhibited 
a significantly higher 2-year retention rate com-
pared to bio-experienced individuals (91.5% ver-
sus 64.0%, p = 0.0083), whereas age and body mass 
index (BMI) did not significantly affect treatment 
persistence. Clinically significant TEAEs occurred 
at an incidence rate of 16.8 per 100 patient-years, 
predominantly driven by candidiasis (8.1 per 100 
patient-years) and eczema (5.8 per 100 patient-
years). The overall discontinuation rate was 22.2%.
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Conclusions:  Bimekizumab represents a 
highly effective and durable therapeutic option 
for moderate-to-severe plaque psoriasis, main-
taining robust clinical responses over a 2-year 
period. While a history of prior biologic failures 
negatively influences long-term drug survival, 

high levels of absolute skin clearance are con-
sistently attainable regardless of challenging 
baseline characteristics such as advanced age or 
obesity.
Infographic available for this article.
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Key Summary Points 

Why carry out this study?

Real-world evidence regarding the 
effectiveness, safety, and treatment 
persistence of bimekizumab over extended 
periods (up to 2 years) in patients with highly 
refractory plaque psoriasis remains limited.

We aimed to evaluate the 2-year effectiveness, 
safety, and drug survival of bimekizumab 
in routine clinical practice, and identify 
predictors of complete skin clearance.

What was learned from the study?

Bimekizumab demonstrated rapid and 
sustained effectiveness, with 80.0% and 
76.5% of patients achieving complete skin 
clearance (PASI100) at week 52 and 104, 
respectively.

While biologic-naïve patients exhibited an 
excellent 2-year drug survival rate (91.5%), 
prior biologic exposure, but not advanced age 
or obesity, significantly decreased long-term 
treatment retention (64.0%).

Palmo-plantar involvement, nail psoriasis, 
and concomitant proton pump inhibitor 
(PPI) use act as independent negative 
predictors for achieving early complete skin 
clearance; however, findings derived from 
small subgroups, such as PPI users, should 
be interpreted cautiously as hypothesis-
generating.

DIGITAL FEATURES

This article is published with digital features, 
including an infographic, to facilitate 
understanding of the article. To view digital 
features for this article, go to https://​doi.​org/​10.​
6084/​m9.​figsh​are.​32628​873.

INTRODUCTION

Plaque psoriasis is a chronic, immune-mediated 
skin disease affecting approximately 2–3% of 

the global population [1]. Recent advances in 
targeted therapies, particularly the introduction 
of biologic agents, have revolutionized the man-
agement of this condition, making complete 
skin clearance an achievable clinical goal for a 
large proportion of patients [2].

Bimekizumab represents one of the most 
recently approved biologic options; it is a 
humanized monoclonal IgG1 antibody that 
specifically and selectively neutralizes both 
interleukin (IL)-17A and IL-17F, leveraging a 
unique dual-targeted mechanism of action 
[3] The high efficacy and safety profile of 
bimekizumab have been extensively established 
in phase III clinical trials BE RADIANT, BE 
READY, BE VIVID, and BE SURE [4–6], while 
the BE BRIGHT extension study has confirmed 
the robustness and durability of its therapeutic 
effect over the long term [7].

The short- and medium-term effectiveness 
and safety of bimekizumab in the real world 
have been confirmed in several studies at dif-
ferent follow-up times [8, 9] and in various spe-
cial populations, including patients affected by 
erythrodermic psoriasis or psoriasis involving 
special sites [10–14]. However, despite the excel-
lent performance demonstrated in real-world 
experiences up to 52 weeks, real-world evidence 
regarding the effectiveness, safety, and treat-
ment persistence of bimekizumab over extended 
periods, such as 2 years, remains limited [15, 
16]. Takahashi et al. [15] described the results 
of a small studies involving 66 patients treated 
with bimekizumab 320 mg every 4 (Q4W) or 8 
weeks (Q8W) as maintenance dose. In the study, 
bio-experienced patients in the Q4W treatment 
scheme group achieved Psoriasis Area and Sever-
ity Index (PASI)100 faster than bio-naïve patients 
in the same group but showed a higher loss of 
effectiveness over 2 years, compared with the 
bio-naïve group. In the Q8W treatment scheme 
group, bio-naïve patients responded more rap-
idly and maintained higher PASI100 rates than 
bio-experienced patients. While the effective-
ness of bimekizumab over 2 years was overall 
confirmed, PASI100 was maintained by 30% 
of bio-experienced patients in the latter group 
after 104 weeks, suggesting that bio-experienced 

https://doi.org/10.6084/m9.figshare.32628873
https://doi.org/10.6084/m9.figshare.32628873
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patients may show less durable responses to 
bimekizumab treatment.

De Luca et  al. [16] investigated the drug 
survival of bimekizumab in a multicenter 
retrospective study involving 826 patients over 
104 weeks, documenting a treatment persistence 
of 89.1% at 12 months and 82.4% at 24 months 
and finding male sex as the only independent 
predictor of longer drug survival (hazard 
ratio (HR) 0.67, 95% confidence interval (CI) 
0.49–0.90; p = 0.008).

In a recent Danish registry-based study [17] 
evaluating the drug survival of several biologics, 
bimekizumab showed a treatment persistence of 
83% (95% CI 79–87%) after 1 year and of 73% 
(discontinuation risk: 0.27; 95% CI 0.20–0.34) 
after 2 years, in the bio-experienced group.

In a real-world setting, drug survival 
represents a useful surrogate index, as it 
combines continuous effectiveness, long-term 
safety, and overall drug tolerability [18]. In this 
context, there is a strong need for new clinical 
evidence to confirm these long-term outcomes 
for bimekizumab in daily clinical practice. 
Therefore, this retrospective study aims to 
evaluate the 2-year effectiveness, safety, and 
drug survival of bimekizumab in patients with 
moderate-to-severe plaque psoriasis in a real-life 
clinical setting.

METHODS

Study Design and Population

This was a retrospective, multicenter, real-
world observational study conducted across 
three dermatological referral centers in Italy 
(Udine, Brescia, and Varese). We included adult 
patients (age > 18 years of age) with moderate-
to-severe chronic plaque psoriasis who initiated 
treatment with bimekizumab between April 
2023 and December 2025 in accordance with 
Italian guidelines [19]. Exclusion criteria 
included patients treated with bimekizumab 
for indications other than plaque psoriasis or 
those concurrently receiving other systemic 
anti-psoriatic treatments during the observation 
period. Bimekizumab was administered 

according to the standard European Medicines 
Agency (EMA) approved dosing regimen: 320 mg 
via subcutaneous injection at week 0, 4, 8, 12, 
and 16, followed by 320 mg every 8 weeks.

The study was conducted in accordance with 
the ethical standards established by the 1964 
Declaration of Helsinki and its later amend-
ments. Ethical approval was obtained from the 
local Ethics Committee (Comitato Etico Ter-
ritoriale Lombardia 6, protocol 4710). Written 
informed consent to participate in the study, for 
the use of medical records for research purposes, 
and for the publication of non-identifying data 
was obtained from all individual participants 
included in the study.

Data Collection and Outcomes

Clinical  and demographic data were 
systematically extracted from the electronic 
medical records (EMRs) of the participating 
centers. The collected variables included patient 
demographics (age, sex, and body mass index 
[BMI]), psoriasis disease duration, family history 
of psoriasis, presence of concomitant psoriatic 
arthritis (PsA), and the involvement of difficult-
to-treat areas (scalp, genitals, palmo-plantar 
region, and nails). We additionally recorded 
patients’ cardiometabolic and psychiatric 
comorbidities (e.g., arterial hypertension, 
diabetes, dyslipidemia, chronic kidney disease, 
any psychiatric disorder) and their concurrent 
chronic pharmacological treatments (e.g., 
statins, anti-hypertensive drugs, proton pump 
inhibitors, antidiabetic agents). History of 
prior systemic and biologic therapies (naïve 
versus bio-experienced, along with the number 
and type of prior biologic failures) was also 
documented.

Clinical efficacy was evaluated using the 
Psoriasis Area and Severity Index (PASI) at 
baseline and at week 4, 16, 24, 36, 52, 76, and 
up to 104. The primary efficacy outcomes were 
the proportions of patients achieving 75%, 90%, 
and 100% improvement in PASI scores (PASI75, 
PASI90, and PASI100, respectively). Safety 
outcomes included the incidence of treatment-
emergent adverse events (TEAEs) and the rates 
and reasons for treatment discontinuation 
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(adverse events, secondary inefficacy, or 
voluntary withdrawal). In accordance with 
our exclusion criteria, no patient received 
concurrent systemic rescue therapy during the 
observation period; any patient requiring the 
introduction of a new systemic anti-psoriatic 
agent was considered a treatment failure and 
recorded as a discontinuation due to secondary 
inefficacy.

Statistical Analysis

Descriptive statistics were used to summarize the 
baseline characteristics of the study population. 
Continuous variables are expressed as means 
and standard deviations (SD) or medians 
with interquartile ranges (IQR) depending on 
data distribution, while categorical variables 
are presented as absolute frequencies and 
percentages.

Efficacy outcomes were evaluated using an 
as-observed (AO) approach. The reduction in 
the number of evaluable patients at later time 
points (e.g., week 104) was primarily owing 
to the staggered initiation of bimekizumab 
treatment across the inclusion period, resulting 
in administrative censoring, rather than true loss 
to follow-up or treatment discontinuation.

To identify potential predictors of complete 
skin clearance (PASI100) at week 16 and 52, 
univariate logistic regression analyses were 
initially performed for all baseline variables. 
Variables yielding a p-value < 0.15 in the 
univariate analysis, alongside predefined 
clinically relevant covariates (age, sex, BMI, 
and biologic-naïve status), were subsequently 
included in the multivariable models. To 
account for the limited number of non-
events and mitigate the risk of overfitting or 
quasi-complete separation, Firth’s penalized 
maximum-likelihood logistic regression was 
utilized for the multivariable analyses. Results 
are expressed as penalized odds ratios (OR) 
with their corresponding 95% profile penalized 
confidence intervals (CI).

Drug survival, defined as the time from 
bimekizumab initiation to treatment discon-
tinuation for any cause, was estimated using 
the Kaplan–Meier method. Specifically, the 

observation period for each patient started on 
the date of the first bimekizumab administra-
tion. An event was defined as the definitive dis-
continuation of the treatment, with the event 
date corresponding to the date of withdrawal 
recorded in the electronic medical records. 
Patients who were still actively receiving treat-
ment at the end of the study period (31 Decem-
ber 2025), or those who were lost to follow-up, 
were right-censored at the date of their last 
available clinical evaluation. Survival curves 
were generated for the overall cohort and sub-
sequently stratified by patient age (< 65 ver-
sus ≥ 65 years), baseline BMI (≤ 30 versus > 30 kg/
m2), and prior biologic exposure (biologic-naïve 
versus bio-experienced). The log-rank test was 
utilized to compare survival distributions 
between these stratified groups.

Microsoft Excel was used for data collection, 
while GraphPad Prism version 10.6.1 for Mac 
OS (GraphPad Software, Boston, Massachusetts 
USA) and R Statistical Software (version 4.4.2, R 
Foundation for Statistical Computing, Vienna, 
Austria) were used to generate graphs.

All statistical analyses were performed using 
R software (version 4.4.2, R Foundation for 
Statistical Computing, Vienna, Austria). A two-
sided p-value < 0.05 was considered statistically 
significant for the final models.

RESULTS

Baseline Characteristics of the Study 
Population

A total of 126 patients with moderate-to-severe 
plaque psoriasis treated with bimekizumab were 
included in the study. Owing to the staggered 
enrollment over the observation period, the 
number of patients with sufficient follow-up to 
be evaluated for clinical efficacy varied across 
time points. Specifically, out of the 126 patients 
included at baseline, data were available for 122 
patients at week 16, 117 patients at week 24, 110 
patients at week 36, 105 patients at week 52, 70 
patients at week 76, and 51 patients who had 
completed the 104-week follow-up at the time 
of data cutoff.
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The cohort was predominantly male (n = 77, 
61.1%), with a mean age of 50.1 years (± 14.6) 
and a mean BMI of 27.5 kg/m2 (± 5.1). The mean 
duration of psoriasis was 14.8 years (± 11.3). 
Concomitant psoriatic arthritis (PsA) was present 
in 26.2% of patients (n = 33). Involvement of 
difficult-to-treat areas was highly prevalent, 
affecting 76.2% of the population, specifically 
involving the scalp (43.7%), genitals (32.5%), 
and palms and soles (21.4%). Nail involvement 
was observed in 37.3% of patients.

The most common comorbidities included 
hypertension (30.3%), obesity (28.6%), dyslipi-
demia (13.5%), and diabetes (12.7%). Regard-
ing previous treatments, about one-third of the 
patients were biologic-naïve (32.5%), while the 
majority (67.5%) had experienced at least one prior 
biologic failure, with a mean of 1.7 (± 1.2) previ-
ous failures per patient among the bio-experienced 
group. The most frequently used prior biolog-
ics were adalimumab (49.2%) and secukinumab 
(16.7%). Further details regarding the baseline 
demographic and clinical characteristics of our 
cohort are described in Table 1.

Clinical Efficacy

Bimekizumab demonstrated a rapid and sustained 
reduction in disease severity. The mean PASI 
decreased from a baseline of 13.7 (± 9.3) to 2.8 
(± 3.3) as early as week 4. This improvement deep-
ened over time, with mean PASI scores dropping to 
1.1 (± 2.0) at week 16 and remaining consistently 
low (ranging between 0.4 and 0.7) from week 24 
through week 104 (Fig. 1).

Clinical response rates were correspond-
ingly high. At week 4, 71.4% of patients had 
already achieved PASI75, while 41.3% achieved 
PASI90 and 27.8% achieved complete clearance 
(PASI100). By week 16 (n = 122), 86.1%, 75.4%, 
and 61.5% of patients reached PASI75, PASI90, 
and PASI100, respectively. Peak efficacy was 
observed around week 52 (n = 105), where 98.1% 
of patients maintained a PASI75 response, 87.6% 
reached PASI90, and 80.0% achieved PASI100. 
At the end of the 2-year observation period 
(week 104, n = 51), 86.3%, 84.3%, and 76.5% of 
patients sustained PASI75, PASI90, and PASI100, 
respectively (Fig. 2).

Predictors of Complete Clearance (PASI100)

To identify factors influencing complete skin 
clearance, univariate and multivariable logistic 
regression analyses were conducted at week 16 
and 52 (Table 2). On multivariable analysis at 
week 16, palmo-plantar involvement (OR 0.30; 
95% CI 0.10–0.82; p = 0.021), nail involvement 
(OR 0.23; 95% CI 0.09–0.53; p < 0.001), and the 
concomitant use of proton pump inhibitors 
(PPI) (OR 0.16; 95% CI 0.03–0.69; p = 0.016) were 
identified as independent negative predictors for 
achieving PASI100. Patient demographics (age, 
sex, and BMI) and biologic-naïve status (OR 1.17; 
95% CI 0.44–3.26; p = 0.751) did not significantly 
impact the week-16 complete response.

At week 52, multivariable analysis confirmed 
that palmo-plantar involvement remained the 
only strongly significant negative predictor of 
long-term complete clearance (OR 0.11; 95% 
CI 0.03–0.40; p = 0.001). Notably, a history of 
biologic failures (bio-naïve status OR 0.67; 95% 
CI 0.20–2.33; p = 0.525), baseline PASI, BMI, and 
sex did not preclude the achievement of PASI100 
at 1 year.

Drug Survival Analysis

The overall cumulative probability of drug 
survival was 92.0% (95% CI 87.4–96.9) at 
180 days, 84.4% (78.2–91.2) at 360 days, 78.3% 
(70.8–86.7) at 540 days, and 72.2% (63.5–82.2) 
at 720  days (Fig.  3). Kaplan–Meier survival 
curves were generated to evaluate treatment per-
sistence across different patient subpopulations 
(Fig. 4). Stratification by age groups (< 65 years 
versus ≥ 65 years) and by BMI (≤ 30 kg/m2 ver-
sus > 30 kg/m2) revealed no significant differ-
ences in treatment retention over the 2-year 
period. At 720 days, drug survival was 72.5% 
in the younger cohort compared with 69.0% in 
the older population, and 71.5% in non-obese 
patients compared with 73.3% in obese patients 
(Table 3).

Conversely, stratification by prior biologic 
exposure revealed a significant divergence in 
treatment persistence (log-rank p = 0.0083). 
Biologic-naïve patients exhibited an excellent 
drug survival rate, maintaining 91.5% (95% CI 
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Table 1   Summary of demographic and clinical characteristics of included patients

Study population

Patients, n 126

Age (years), mean (± SD); median [IQR] 50.1 (± 14.6); 50.5 [40.0–
60.8]

Sex:

 Male, n (%) 77 (61.1%)

 Female, n (%) 49 (38.9%)

Body mass index (kg/m2); median [IQR] 27.5 (± 5.1); 26.6 [23.8–
30.7]

Psoriasis duration (years), mean (± SD); median [IQR] 14.8 (± 11.3); 12.0 [6.0–
21.0]

Psoriasis family history, n (%) 42 (33.3%)

Psoriatic arthritis, n (%) 33 (26.2%)

Psoriatic arthritis duration (years), mean (± SD); median [IQR] 7.1 (± 6.6); 5.5 [2.0–9.25]

Baseline PASI, mean (± SD); median [IQR] 13.7 (± 9.3); 10.6 [8.0–15.0]

Involvement of difficult to treat areas, n (%) 96 (76.2%)

Scalp 55 (43.7%)

Genitals 41 (32.5%)

Palms and soles 27 (21.4%)

Nail involvement, n (%) 47 (37.3%)

Comorbidities, n (%):

 Hypertension 33 (30.3%)

 Obesity 36 (28.6%)

 Dyslipidemia/hypercholesterolemia 17 (13.5%)

 Diabetes 16 (12.7%)

 Any psychiatric disorder* 15 (11.9%)

 Asthma and/or allergic rhinitis 11 (8.7%)

 Any cardiac disease** 11 (8.7%)

 Chronic kidney disease 9 (7.1%)

Type of chronic therapy, n (%):

 Statins 19 (15.7%)

 Low-dose aspirin 15 (11.9%)

 ARBs 15 (11.9%)
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Table 1   continued

Study population

 Metformin 15 (11.9%)

 Beta-blockers 14 (11.1%)

 Proton pump inhibitors 13 (10.3%)

 ACE inhibitors 12 (9.5%)

 Calcium-channel blockers 10 (7.9%)

 Inhalator corticosteroids 7 (5.5%)

 GLP1-RA 6 (4.8%)

Biologics failure, n (%):

 Naive 41 (32.5%)

 1 failure 52 (41.3%)

 2 failures 12 (9.5%)

 3+ failures 21 (16.7%)

 Failures per patient, n ± SD: 1.7 (± 1.2)

Previous biologics, n (%):

 Adalimumab 62 (49.2%)

 Secukinumab 21 (16.7%)

 Guselkumab 17 (13.5%)

 Ixekizumab 16 (12.5%)

 Ustekinumab 9 (7.1%)

 Certolizumab 9 (7.1%)

 Etanercept 7 (5.5%)

 Risankizumab 5 (3.9%)

 Brodalumab 2 (1.6%)

 Upadacitinib 2 (1.6%)

 Golimumab 1 (0.8%)

 Infliximab 1 (0.8%)
 Tildrakizumab 1 (0.8%)

ADHD anxious–depressive syndrome, SD standard deviation, IQR interquartile range, ACE angiotensin converting enzyme, 
ARB angiotensin-receptor blocker, GLP1-RA glucagone-like peptide-1 receptor agonist
* Including bipolar disorder
** Including ischemic heart disease, atrial fibrillation, atrial flutter, heart failure
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82.5–100) persistence at 720 days. In contrast, 
bio-experienced patients showed a gradual and 
significant decline in treatment retention, drop-
ping to 64.0% (95% CI 53.1–77.2) at the 2-year 
mark.

Safety and Discontinuations

Over the 2-year observation period, a total of 
29 clinically significant TEAEs were recorded, 

corresponding to an incidence rate of 16.8 per 
100 patient-years (Table 4). Consistent with 
the known safety profile of dual IL-17A/F 
inhibitors, the most frequently reported 
TEAE was candidiasis, occurring in 14 patients 
(11.1%; 8.1 per 100 patient-years). The major-
ity of these cases manifested as oral candidi-
asis (n = 12, 9.5%; 6.9 per 100 patient-years), 
with isolated cases of axillary (n = 1, 0.8%; 
0.6 per 100 patient-years) and vaginal (n = 1, 

Fig. 1   Share of patients achieving PASI75, PASI90, and PASI100 responses over time (the exact number of evaluable 
patients at each time point is reported on the x-axis and in the data table below)
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0.8%; 0.6 per 100 patient-years) involvement. 
The second most common adverse event was 
eczema, reported in 10 patients (7.9%; 5.8 per 
100 patient-years). Other non-serious TEAEs 
included upper respiratory tract infections, 
diarrhea, and urticaria (each occurring in 2 
patients, 1.6%; 1.2 per 100 patient-years). Iso-
lated occurrences of more severe or distinct 
events were also documented, specifically uro-
sepsis, pneumonia, and mood alteration (each 
n = 1, 0.8%; 0.6 per 100 patient-years).

During the follow-up, 28 patients (22.2%) 
discontinued bimekizumab treatment. The 
primary reason for treatment withdrawal 
was the occurrence of adverse events, 
which accounted for discontinuations in 17 
patients (13.5%). Secondary inefficacy was 
the underlying cause for 11 discontinuations 
(8.7%). Among these, 6 patients (4.8%) 
discontinued owing to a failure to control 

cutaneous symptoms, while 4 patients (3.2%) 
discontinued owing to inadequate control of 
joint symptoms. Additionally, one patient 
(0.8%) voluntarily discontinued the treatment 
for personal reasons.

DISCUSSION

This retrospective, real-world study confirms 
the rapid and sustained effectiveness of bime-
kizumab in a predominantly bio-experienced 
cohort of patients with moderate-to-severe 
plaque psoriasis. Our findings demonstrate that 
the clinical responses observed in the phase 3 
clinical trials BE VIVID, BE READY, and BE SURE 
translate effectively into routine clinical prac-
tice, maintaining high rates of complete skin 
clearance up to 2 years.

Fig. 2   Mean ± SD PASI scores at several time-points over 
the follow up period. *Statistically significant (p < 0.05) 
change in PASI between baseline and each time point (the 

exact number of evaluable patients at each time point is 
reported on the x-axis and in the data table below)
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In our cohort, 61.5% of patients achieved 
PASI100 at week 16. This aligns closely with the 
week 16 PASI100 rates reported in the pivotal 
trials, which ranged from 59% to 68% [4–6], 
and in other real-world experiences [20]. Nota-
bly, this high level of effectiveness was achieved 
despite our population being highly refractory; 
over two-thirds of the patients had failed at least 
one previous biologic, and the mean psoriasis 
duration was nearly 15 years. Furthermore, the 
response deepened over time, with 80.0% of 
patients achieving PASI100 at week 52.

The multivariable logistic regression provided 
critical insights into the predictors of complete 
clearance. Involvement of difficult-to-treat 
areas—specifically the palmo-plantar region and 
nails—acted as significant negative predictors for 
achieving early PASI100 (week 16). Palmo-plan-
tar involvement remained a strong negative pre-
dictor even at week 52. These anatomical sites 
are notoriously recalcitrant to treatment [21] 
owing to thicker stratum corneum and reduced 
vascularization that may limit drug penetration, 
and owing to a unique immunological microen-
vironment which seems to be less IL-17-depend-
ent and driven predominantly by Th1 pathways 
and interferon (IFN)-γ axis [22]. Nevertheless, 
while palmo-plantar involvement delayed or 
reduced the likelihood of absolute clearance, the 
overall PASI reduction in our cohort remained 
excellent and the efficacy of bimekizumab on 
the palmo-plantar domain was demonstrated 
both in clinical trials [23] and in real-world stud-
ies [24].

Interestingly, our week-16 multivariable 
model identified the concomitant use of PPIs as 
an independent negative predictor for achieving 
PASI100. While this association lost its statisti-
cal significance at week 52, the early blunting 
of efficacy is noteworthy. No study has, to our 
knowledge, evidenced an association between 
PPI use and PASI outcomes, however a recent 
cohort study on 36,129 patients found PPIs use 
to be independently associated with a higher 
risk of treatment discontinuation [25]. A possible 
mechanistic rationale involves the gut–skin axis; 
gastric acid suppression by PPIs can alter the gut 
microbiota and deplete short-chain fatty acid-
producing bacteria, which are essential for main-
taining systemic immune homeostasis [26–28]. Ta
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However, given the small number of patients 
receiving PPIs in our cohort and the transient 
nature of this association, this mechanistic link 
remains strictly speculative. Therefore, the early 
negative impact of PPIs on complete clearance 
should be interpreted cautiously as a hypothesis-
generating finding, which requires confirmation 
in larger, adequately powered cohorts.

In the present study, penalized multivari-
able analysis identified baseline nail involve-
ment as an independent negative predictor for 
achieving PASI100 at week 16. This aligns with 

previous evidence characterizing nail psoriasis 
as a marker of refractory disease. Retrospective 
analyses have previously reported nail involve-
ment as a negative prognostic factor for clini-
cal response during biological therapy [29]. 
Furthermore, large real-world cohorts, such as 
the BADBIR [21] and PSOHO(2) registries, have 
confirmed that nail involvement significantly 
decreases the probability of achieving absolute 
skin clearance. Within the specific context of 
bimekizumab, we previously demonstrated that 
the presence of nail psoriasis negatively impacts 

Fig. 3   Overall crude drug survival over 2 years
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the achievement of an early super response [9]. 
Notably, nail involvement was no longer a 
significant negative predictor in our 52-week 
model. This temporal difference suggests that, 
while nail disease may delay the initial clear-
ance of cutaneous lesions, sustained dual IL-
17A/F inhibition can overcome this clinical 
resistance over time. Consequently, nail involve-
ment appears to postpone, rather than prevent, 
the achievement of PASI100 during long-term 
treatment.

Regarding treatment persistence, our cohort 
demonstrated a 2-year overall drug survival 
of 72.2%. Recently, a large Italian multicenter 
study by De Luca et al. evaluated the 2-year 
effectiveness, safety, and drug survival of bimeki-
zumab, reporting a higher overall drug survival 
rate of 82.4% at 24 months. The discrepancy 
between these survival rates can likely be attrib-
uted to distinct baseline characteristics between 
the two cohorts. Specifically, our study popu-
lation presented with a notably higher burden 
of refractory disease. In our cohort, 67.5% of 
patients were bio-experienced, compared with 
52.5% in the De Luca et al. study. Furthermore, 
the prevalence of concomitant psoriatic arthri-
tis (PsA) was considerably higher in our sam-
ple (26.2%) than in the De Luca et al. cohort 
(15.7%). As PsA and multiple prior biologic fail-
ures are well-known factors that can complicate 
disease management and increase the likelihood 
of treatment switching [17, 30], these baseline 
differences likely account for the slightly lower 
overall persistence observed in our study.

Furthermore, our results were comparable 
to those reported by Schwarz et al. [17], who 
described a drug survival of 83.0% and 73.0% at 
1 and 2 years, respectively, in a subgroup of bio-
experienced patients treated with bimekizumab, 
strengthening the hypothesis that a history of 
prior biologic failures may negatively impact 
treatment persistence.

Building on this observation, a novel find-
ing of our analysis is the relevant impact of 
prior biologic exposure on long-term drug 
survival. While De Luca et al. [16] found that 

biologic-naïve status was not significantly 
associated with treatment discontinuation in 
their multivariable analysis, our Kaplan–Meier 
analysis yielded opposite results: biologic-naïve 
patients exhibited a 2-year drug survival of 
91.5%, whereas bio-experienced patients dem-
onstrated a significantly lower retention rate of 
64.0% (p = 0.0083). Interestingly, our findings 
align closely with another recent 104-week real-
world study by Takahashi et al. in a Japanese 
cohort [15]. The authors of the study reported 
that, while both biologic-naïve and bio-experi-
enced patients achieved rapid early clearance, 
the achievement rates of PASI90 and PASI100 
were mostly sustained through week 104 in 
biologic-naïve patients, whereas they showed 
a slight reduction in bio-experienced patients 
during the later phases of treatment (after week 
68 or 92). The waning of long-term clinical 
response in multi-failure patients observed by 
Takahashi et al. likely translates into the higher 
discontinuation rates (and, consequently, the 
lower drug survival of 64.0%) seen in the bio-
experienced arm of our cohort. This suggests 
that, while bimekizumab is highly effective as 
a rescue therapy, biologic-naïve patients may 
be the most suitable candidates for maintaining 
uninterrupted, long-term remission. However, 
these findings should be interpreted with cau-
tion. The small sample size and the low number 
of discontinuation events precluded the perfor-
mance of a multivariable survival analysis (e.g., 
Cox regression), thereby limiting the inter-
pretation regarding the independent impact 
of each baseline variable on the overall risk of 
discontinuation.

A pivotal finding of our analysis is the 
consistent efficacy and drug survival of 
bimekizumab across different BMI and age 
categories. Historically, obesity has been a well-
documented negative predictor for biologic 
response [31] and drug survival in psoriasis [30], 
primarily owing to altered pharmacokinetics 
and a higher pro-inflammatory state [32, 33]. 
However, our data revealed no significant 
difference in 2-year drug survival between obese 
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(BMI > 30) and non-obese patients. Similarly, 
the multivariable models confirmed that BMI 
did not preclude the achievement of PASI100, 
providing new evidence on the unaltered 
effectiveness of bimekizumab in this special 
population [10]. Furthermore, the comparable 
drug survival between patients aged < 65 
and ≥ 65 years supports the use of bimekizumab 
as a durable option in the older population, a 
group often underrepresented in clinical trials.

Regarding safety and treatment persistence, 
the adverse event profile observed in our cohort 
was consistent with the established safety pro-
file of bimekizumab. Overall, clinically signifi-
cant TEAEs were recorded in 23.0% of patients, 
corresponding to an incidence rate of 16.8 per 
100 patient-years. The most frequently reported 
TEAE was candidiasis (11.1%; 8.1 per 100 
patient-years), which predominantly involved 
the oral mucosa (9.5%) and presented with a 
median onset at week 20.5 (IQR: 14.5–46.0). This 
is a well-documented, anticipated class effect of 
IL-17 inhibitors, as the dual inhibition of IL-
17A and IL-17F profoundly impacts mucosal 
defense mechanisms against fungal infections 
[34]. However, these cases are typically mild-to-
moderate and manageable in routine clinical 
practice. Eczematous eruptions represented the 
second most common TEAE, occurring in 7.9% 
of the cohort (5.8 per 100 patient-years) with 
a median onset at week 22.0 (IQR 16.3–26.3). 

Previous real-world experiences reported similar 
frequencies, with treatment-associated eczemas 
occurring in 4–7% of patients [35, 36].

Overall, treatment discontinuations occurred 
in 22.2% of patients over the 2-year period. 
The primary reasons for drug withdrawal were 
adverse events (13.5%) and secondary ineffi-
cacy (8.7%). Notably, discontinuation due to 
secondary inefficacy was driven by a failure to 
control cutaneous symptoms in 4.8% of cases, 
and a failure to adequately manage concomitant 
joint symptoms in 3.2% of cases, further high-
lighting the burden of psoriatic arthritis in our 
population.

Limitations

Our study has limitations inherent to its 
retrospective nature, including the lack of a 
control group. Additionally, the sample size, 
while sufficient for the primary overall analyses, 
resulted in smaller subgroups (e.g., at week 104 
or within specific comorbidity strata), which 
may limit the statistical power to detect minor 
differences. Of note, the reduced sample size 
at week 104 reflects the staggered initiation of 
treatment in routine practice rather than loss 
to follow-up.

Finally, safety data and specific reasons for 
discontinuation (e.g., primary failure versus 
adverse events such as oral candidiasis) were 
not the primary focus of this specific survival 
analysis but remain critical factors in overall 
clinical decision-making.

Fig. 4   Crude drug survival over 2 years, subgroup analysis: 
A patients aged < 65 years and > 65 years; B patients with 
BMI < 30 and > 30; C bio-naïve versus bio-experienced

◂
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Table 3   Drug survival in the study population and comparison between age and BMI groups and bio-naive status

Days Overall, % 
(95% CI)

Age < 65, % 
(95% CI)

Age > 65, % 
(95% CI)

BMI = < 30, % 
(95% CI)

BMI > 30, % 
(95% CI)

Bio-naïve, % 
(95% CI)

Bio-
experienced, % 
(95% CI)

180 92.0% (87.4–
96.9)

92.4% (87.4–
97.6)

90.5% (78.8–
100)

91.1% (85.4–
97.2)

94.4% (87.1–
100)

100.0% 
(100–100)

88.2% (81.6–
95.3)

360 84.4% (78.2–
91.2)

86.2% (79.6–
93.2)

75.3% (58.6–
96.8)

83.9% (76.4–
92.1)

85.5% (74.5–
98.1)

95.1% (88.8–
100)

79.3% (70.9–
88.6)

540 78.3% (70.8–
86.7)

80.1% (71.9–
89.1)

69.0% (51.0–
93.5)

78.4% (69.4–
88.5)

77.9% (64.5–
94.1)

91.5% (82.5–
100)

72.2% (62.5–
83.5)

720 72.2% (63.5–
82.2)

72.5% (62.7–
83.8)

69.0% (51.0–
93.5)

71.5% (60.9–
83.9)

73.3% (58.7–
91.6)

91.5% (82.5–
100)

64.0% (53.1–
77.2)

Table 4   Clinically significant treatment emergent adverse events observed during the treatment period and causes of discon-
tinuation

TEAEs treatment emergent adverse events, SD standard deviation

TEAEs, n (%): TEAEs per 100 
patient-years

Total: 29 (23.0%) 16.8

Candidiasis, n (%) 14 (11.1%) 8.1

 Oral 12 (9.5%) 6.9

 Axillary 1 (0.8%) 0.6

 Vaginal 1 (0.8%) 0.6

Eczema, n (%) 10 (7.9%) 5.8

Upper airway tract infection, n (%) 2 (1.6%) 1.2

Diarrhea 2 (1.6%) 1.2

Urticaria 2 (1.6%) 1.2

Urosepsis 1 (0.8%) 0.6

Pneumonia 1 (0.8%) 0.6

Mood alteration, n (%) 1 (0.8%) 0.6

Discontinuations:

 Total, n (%) 28 (22.2%)

 Adverse events, n (%): 17 (13.5%)

 Secondary inefficacy, n (%): 11 (8.7%)

 Failure to control cutaneous symptoms 6 (4.8%)

 Failure to control joint symptoms 4 (3.2%)
 Voluntary discontinuation: 1 (0.8%)
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CONCLUSIONS

This 2-year real-world analysis reinforces the 
position of bimekizumab as a highly effective 
and durable therapeutic option for moderate-
to-severe plaque psoriasis. The dual IL-17A/F 
blockade provides sustained rates of complete 
clearance, demonstrating a robust drug survival 
profile that is not negatively impacted by 
challenging patient characteristics such as 
obesity and advanced age. Although a history 
of multiple biologic failures is associated 
with lower long-term treatment retention 
compared with biologic-naïve status, high 
levels of absolute skin clearance remain 
consistently attainable, confirming the value 
of bimekizumab even in heavily pretreated 
populations.
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