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Real-world efficacy and retention of guselkumab
in psoriatic arthritis: insights from a 12-month
multicenter study

Farina N', Boffini N', Adinolfi A%, Batticciotto A3, Tomelleri A', Cariddi A, Calvisi S, Baldissera E,
Matucci Cerinic M, Cappelli A3, Epis O?, Dagna L'

Background: Psoriatic arthritis (PsA) is a chronic inflammatory disease that affects joints, skin, and other structures.
Guselkumab, an IL-23 inhibitor, has shown efficacy in clinical trials, but real-world data on its long-term use in PsA
are limited. This study aimed to assess the efficacy, safety, and retention rate of guselkumab in a real-world cohort
of PsA patients over 12 months.

Methods: This retrospective study included PsA patients treated with guselkumab for at least 12 months across
three medical centers. Patients were assessed at baseline and at 12 months using PsA disease activity scores. Re-
tention rate at 12 months and reasons for discontinuation were recorded. Statistical analyses included descriptive
statistics, Mann-Whitney tests for changes in disease activity, and Cox regression for identifying factors associated
with treatment discontinuation.

Results: We included 70 PsA patients. Significant reductions in disease activity were observed at 12 months for
DAS28, DAPSA, MASES and ASDAS. The 12-month retention rate was 79%, with discontinuation primarily due
to inefficacy. No significant adverse events were reported. Cox regression analysis found no significant associations
between baseline characteristics and treatment discontinuation.

Conclusions: Guselkumab demonstrated significant efficacy in reducing disease activity and a favorable retention
rate over 12 months in a real-world PsA cohort. These findings support guselkumab as an effective treatment for
PsA, although further prospective studies are needed to confirm long-term safety and efficacy.

Keywords: Enthesitis; Biological therapies; Spondyloarthropathies (including psoriatic arthritis); Spondylarthritis;
Psoriatic arthritis.

KEY MESSAGES

flammation, skin lesions, and extra-articular features
such as enthesitis and dactylitis'. The pathophysiology

* Guselkumab significantly reduced PsA disease activ-
ity across peripheral, axial, and entheseal domains
over 12 months in a real world context

e A 79% 12-month retention rate confirms guselkum-
ab’s sustained effectiveness and tolerability in a re-
al-world PsA cohort.

INTRODUCTION

Psoriatic arthritis (PsA) is a chronic inflammatory dis-
ease that significantly affects patient quality of life,
characterized by a combination of peripheral joint in-
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of PsA involves complex immune responses, partic-
ularly the 1L-23/Th17 pathway, which has led to the
development of targeted biologic therapies’. Among
these, guselkumab, a fully human monoclonal antibody
that selectively inhibits the p19 subunit of IL-23, has
emerged as an effective treatment option. Guselkumab
efficacy has been confirmed in pivotal phase III trials,
including DISCOVER-1, DISCOVER-2 and COSMOS,
demonstrating significant improvements in joint and
skin symptoms among both biologic-naive and TNF
inhibitor-experienced patients®”’.

While clinical trials provide critical insights, re-
al-world evidence (RWE) studies are essential for un-
derstanding how treatments perform in everyday clini-
cal practice, considering diverse patient demographics
and adherence patterns.

Ruscitti et al. published in 2024 a study that evaluat-
ed the effectiveness and safety of guselkumab in a mul-
ticentric cohort of 111 PsA patients. This study includ-
ed a mixed population of both biologic-naive and bio-
logic-experienced patients, assessing clinical outcomes
over a follow-up period of six months. The results
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demonstrated significant improvements in both disease
activity and joint function®. The same group specifical-
ly investigated the 4-month outcomes of patients with
PsA and axial involvement treated with guselkumab,
highlighting the efficacy of this medication even in case
of axial involvement®.

These favorable RWE data were confirmed by Mease
et al. in their study on 114 patients from the CorEvi-
tas PsA/Spondyloarthritis Registry. At six months, they
found that approximately 80% of patients maintained
treatment during this period, with significant improve-
ments in both disease activity and patient-reported out-
comes'’. Two additional groups published small case
series of PsA patients treated with guselkumab for 24
weeks and confirmed its efficacy and safety'"'2.

While long-term (i.e., > 12 months) data are exten-
sively available for the use of guselkumab in psoriasis'?,
they are scant for PsA. Elgaard et al. reported in 2022 a
89% 12-month retention rate for guselkumab in a co-
hort mostly comprising psoriatic patients without ar-
thritis (only 27 out of 80 patients had PsA)'. The same
year a multicentric study was published by the Spanish
Group of Psoriasis®. In this work on PsA patients, Ro-
camora et al. reported 89% and 84% retention rates for
guselkumab at 12 and 24 months respectively. Howev-
er, all patients had concomitant psoriasis, which in the
majority of cases was the main indication for guselkum-
ab start in the absence of significant baseline arthritic
disease activity.

In our study, we aim to define the efficacy and reten-
tion rate of guselkumab — started due to arthritis activ-
ity — in PsA patients in a real-world setting across three
centers at a 12-month timepoint. By analyzing clinical
outcomes, treatment persistence, and safety profiles, we
hope to provide comprehensive insights that reflect the
therapeutic impact of guselkumab on patient popula-
tions typically encountered in clinical practice.

METHODS

Study Design

This retrospective study was conducted across three
medical centers (IRCCS San Raffaele Hospital, Niguar-
da Hospital, and Ospedale di Circolo).

Patient Population

Patients were included if they met the following criteria:

1. Age: 18 years or older at the time of guselkumab
initiation.

2. Diagnosis: A confirmed diagnosis of psoriatic arthri-
tis according to the Classification Criteria for Psori-
atic Arthritis (CASPAR) criteria.

3. Treatment: Treatment with guselkumab, started due
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to arthritis activity, for at least 12 months

4. Follow-up: Availability of clinical data throughout
the treatment period, including assessments of dis-
ease activity and adverse events.

Data Collection

Data were extracted from electronic medical records

and included demographic information (age, sex), clin-

ical history, and PsA-related disease characteristics at
the time of guselkumab initiation. The evaluation of

PsA domains included:

* Peripheral arthritis: assessed by tender and swol-
len joint count, used to calculate disease activity
score-28 (DAS28) and Disease Activity in PSoriatic
Arthritis (DAPSA) scores.

* Axial involvement: active axial disease was defined
by the presence of inflammatory back pain accom-
panied by an ASDAS score >1.3, consistent with val-
idated thresholds in axial spondyloarthritis'®. Axial
involvement was primarily assessed based on clin-
ical symptoms and physical examination findings.
Imaging studies were not systematically available for
all patients due to variable imaging accessibility and
documentation in this retrospective real-world set-
ting; however, when performed, they included MRI
of the sacroiliac joints and/or the spine. MRI findings
considered indicative of active inflammation includ-
ed bone marrow edema on STIR sequences. Radio-
graphic or CT findings were not systematically used
to define axial disease.

¢ Dactylitis: defined clinically by the presence of uni-
form swelling of an entire digit (finger or toe). Data
were recorded as binary (present/absent) at each vis-
it, and the number of affected digits was recorded.

* Enthesitis: assessed using the Maastrich Ankylosing
Spondylitis Enthesitis Score (MASES), which was
routinely collected in the participating centers. LEI
and SPARCC enthesitis indices were not consistently
documented across sites and were therefore not used
in the analysis.

Treatment history was also analyzed, including prior
and concomitant ¢csDMARDs and bDMARDs, NSAID
and corticosteroid use.

Disease activity scores (DAS28, DAPSA, MASES, AS-
DAS) were collected at baseline and at 12 months, with
each patient assessed using the score(s) relevant to their
clinical phenotype.

Although data were collected at multiple timepoints
during treatment, clinical assessments were heteroge-
neous across centers and often incomplete at interme-
diate visits. For this reason, we focused our analysis on
the two most consistently recorded timepoints: baseline
and 12 months.

Number of discontinued treatment courses until the
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Figure 1. Boxplots showing variations of disease activity measures between baseline (blue) and the 12-month timepoint (orange).
ASDAS, Ankylosing Spondyloarthritis Disease Activity Score; DAS28, Disease activity score-28; DAPSA, Disease Activity in PSoriatic
Arthritis, MASES, Maastrich Ankylosing Spondylitis Enthesitis Score.

12th month of therapy, along with reasons for discon-
tinuation (e.g., adverse events, lack of efficacy).

The study was approved by the San Raffaele Hospital
Ethical Committee (‘PanImmuno Protocol’).

Statistical Analysis

As this was a retrospective study, the sample size was
based on the number of eligible patients who met the
inclusion criteria across the three participating centers
during the defined study period. No formal sample size
calculation was performed, in line with the exploratory
nature of this real-world analysis.

Descriptive statistics were used to summarize demo-
graphic and clinical characteristics of the patient popu-
lation. Continuous variables were expressed as median
(interquartile range, IQR), while categorical variables
were presented as frequencies and percentages.

Changes in disease measures from baseline to 12
months were analyzed using Mann Whitney test. Re-
tention rate was calculated as the percentage of patients
remaining on treatment at the 12-month follow-up, and

survival analysis (Kaplan-Meier) was employed to eval-
uate time to discontinuation. Cox regression analysis
was performed to find variables potentially associated
with treatment discontinuation. Variables included in
the Cox regression model were selected based on clini-
cal relevance and prior literature suggesting a potential
association with treatment response or persistence in
PsA'. These included:
e Age and sex;
* PsA disease domains (axial involvement, peripheral
arthritis, dactylitis, enthesitis);
» Concomitant csDMARD therapy;,
 History of previous bDMARD exposure.
A p-value of <0.05 was considered statistically sig-
nificant.

RESULTS

A total of 70 PsA patients treated with guselkumab for
at least 12 months were included. Baseline demograph-
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TABLE I. Demographic and disease features of
the study population at guselkumab start.
Age (years) 59 (45-66)
Female sex 31 (44%)
Psoriasis 64 (92%)
Axial involvement 23 (33%)
Peripheral involvement 62 (89%)
Dactylitis 33 (47%)
Enthesitis 45 (64%)
Concomitant csDMARD 31 (44%)
Previous bDMARD 43 (61%)
Number of previous bDMARDs 1(0-2)
DAS28 3.92 (3.4-4.8)
DAPSA 20 (15-30)
MASES 1(0-2)
ASDAS 2.3(1.9-3.1)
Categorial and continuous variables are shown as absolute numbers (%) and
median (interquartile range), respectively.

ic and clinical characteristics are summarized in Table 1.

At treatment initiation, the most frequently involved
domains were peripheral arthritis (89%), enthesitis
(64%), dactylitis (47%), and axial involvement (33%).
Psoriasis was present in 92% of patients.

At baseline, 43 patients (61%) had previously re-
ceived at least one biologic DMARD, and 31 (44%)
were on concomitant csDMARDs, most commonly
methotrexate.

In terms of other medications, 18 patients (26%)

Figure 2. Kaplan Meier curve showing the survival rate of
guselkumab in our study population.
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were receiving oral corticosteroids at guselkumab initi-
ation (median dose: 5 mg/day prednisone equivalent),
and 34 (49%) were taking NSAIDs regularly or on-de-
mand for inflammatory symptoms due to PsA activity.

Significant improvements were observed across all
domains between baseline and the 12-month timepoint
(Figure 1), including DAS28, DAPSA, MASES, and AS-
DAS.

Drug retention rate at 12 months was 79%. Among
the 15 patients (21%) who discontinued guselkumab,
all stopped treatment due to lack of efficacy. No discon-
tinuations were due to adverse events. The Kaplan-Mei-
er curve in Figure 2 illustrates treatment persistence
over time.

Cox regression analysis revealed no statistically sig-
nificant associations between baseline characteristics
and the risk of treatment discontinuation (Table II).

DISCUSSION

In our study population, guselkumab treatment led to
substantial clinical improvements across multiple dis-
ease parameters in patients with PsA. After 12 months
of treatment, there were significant reductions in key
measures of disease activity, including DAS28, DAPSA,
MASES, and ASDAS, highlighting guselkumab effica-
cy on peripheral arthritis, enthesitis and axial disease.
Additionally, we observed a 79% retention rate at 12
months, which is consistent with the results of oth-
er RWE studies and provides further confidence in
the long-term viability of guselkumab as a treatment
option. Notably, in our cohort, no significant adverse
events were observed during the 12-month period, re-
inforcing the safety profile of guselkumab in a clinical
setting.

Our findings are particularly valuable because our
study is among the largest and longest to evaluate
guselkumab in PsA patients in a real-world setting, with
a follow-up period extending to 12 months. This is an
important strength of our study, as it provides a longer
observation period compared to other studies that pri-
marily focused on shorter follow-up periods, such as
those by Ruscitti et al. and Mease et al.*!°. These studies,
while valuable, did not provide data beyond 6 months,
making our longer follow-up particularly significant for
understanding the sustained effects of guselkumab in
PsA management. Furthermore, unlike studies by El-
gaard et al. and Rocamora et al., which demonstrated
strong retention rates in populations where psoriasis
activity was the primary indication for initiating gusel-
kumab'* 1>, our study specifically focused on patients
for whom guselkumab was started exclusively for PsA
activity. This distinction is crucial, as it isolates the
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TABLE Il. Results of Cox regression analysis testing the association between baseline variables and

guselkumab discontinuation.

Covariate Hazard Ratio
Age (years) 1.01
Female sex 0.64
Psoriasis 0.55
Axial involvement 0.82
Peripheral involvement 127
Dactylitis 0.56
Enthesitis 1.12
Concomitant csDMARD 1.05
Previous bDMARD 1.51

95% Confidence Interval p-value
0.96 - 1.04 0.68
0.21-1.98 0.44
0.07 - 4.29 0.57
0.25-2.67 0.74
0.16-9.77 0.82
0.18-1.71 0.31
0.34 - 3.66 0.83
0.35-3.13 0.92
0.46 - 4.91 0.49

bDMARD, biologic disease modifying anti-rheumatic drugs; csDMARD, conventional synthetic disease modifying anti-theumatic drugs.

drugs effect on PsA without the confounding influence
of psoriasis severity, allowing for a more accurate as-
sessment of its role in managing PsA-related symptoms.

Our study also provides a broad assessment of mus-
culoskeletal involvement including enthesitis and dac-
tylitis, offering a more comprehensive evaluation of
guselkumab’s efficacy in PsA patients with diverse clini-
cal presentations. In particular, we observed significant
improvements in disease activity as measured by AS-
DAS, suggesting that guselkumab may be effective in
managing axial symptoms. However, it is important to
note that ASDAS reflects both axial and peripheral dis-
ease activity, as well as systemic inflammation through
C-reactive protein levels. Thus, while our findings in-
dicate an overall reduction in disease burden, they do
not allow for definitive conclusions about guselkumab’s
efficacy in targeting isolated axial involvement. None-
theless, our results align with previous reports suggest-
ing that guselkumab may have a beneficial impact on
axial symptoms, broadening its potential utility in PsA
management®).

This comprehensive approach enhances the rele-
vance of our results to real-world PsA populations, as
many patients present with multiple disease domains
that require a treatment strategy capable of addressing
these complexities.

In addition to these strengths, the fact that our study
was conducted across three different medical centers
adds to the external validity of our findings, reflecting
a range of clinical practices and patient populations.
This multicenter approach contributes to the general-
izability of our results to a wider group of PsA patients,
providing a more accurate picture of how guselkumab
performs in routine clinical practice.

However, despite the strengths of our study, there are
several limitations that need to be acknowledged. First,

as a retrospective study, our findings are susceptible to
inherent biases, such as selection bias and information
bias, which could influence the accuracy and generaliz-
ability of the results. Second, the lack of a control group
in our study limits our ability to compare guselkumab’s
effectiveness directly with other treatment options for
PsA. Although other biologics, such as TNF inhibitors
or IL-17 inhibitors, are commonly used in PsA, the
absence of a direct comparison means we cannot de-
finitively establish guselkumab’s superiority over these
alternatives. Third, the sample size is relatively small,
which limits the statistical power to conduct subgroup
or multivariate analyses. This constraint reduces our
ability to explore potential interactions between dif-
ferent clinical factors and treatment outcomes. Fourth,
some patient characteristics, such as body mass index
and smoking status, were not consistently recorded in
this retrospective study. These variables may influence
both the efficacy and retention rates of guselkumab,
and their absence represents a limitation in interpret-
ing the findings. The indication for NSAID use was not
consistently documented either, limiting our ability to
determine whether these medications were taken spe-
cifically for axial or peripheral inflammatory symptoms.
Additionally, imaging to confirm axial involvement was
not systematically performed, which may have led to
misclassification in some cases.

In conclusion, our study provides valuable re-
al-world evidence on the efficacy, safety, and retention
rate of guselkumab in PsA patients over 12 months.
The results confirm its effectiveness in reducing disease
activity and improving patient outcomes, with a rela-
tively high retention rate compared to other biologic
agents. Indeed, further prospective studies with larger,
more diverse cohorts and extended follow-up periods
are needed to confirm our findings and better under-
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stand the long-term impact of guselkumab on PsA
management.
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