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P
soriasis is a chronic immune-mediated in�ammatory disease that 
signi�cantly impacts patient quality of life. The introduction of 
biologic therapies targeting speci�c cytokines has revolutionized 

the management of moderate-to-severe plaque psoriasis. However, a 
subset of "biologic-experienced" patients remains di�cult to treat due to 
primary failure, secondary loss of response, or adverse events.1

Ustekinumab, a monoclonal antibody targeting the p40 subunit shared 
by both interleukin (IL) 12 and IL-23, is a well-established therapy. Despite 
its e�cacy, some patients experience suboptimal response or loss of 
e�cacy over time. Recent advances in immunology have highlighted the 
distinct and critical role of the IL-23 and helper T cell (T

H
) 17 axis in the 

pathogenesis of psoriasis, distinguishing it from the IL-12/T
H
1 pathway.2 

The speci�c inhibition of the IL-23 p19 subunit has emerged as a targeted 
strategy that may o�er superior e�cacy compared to dual IL-12/23 
inhibition, potentially due to the preservation of the IL-12-dependent T

H
1 

response.
Tildrakizumab is a high-a�nity, humanized immunoglobulin G1k 

monoclonal antibody that speci�cally targets the p19 subunit of IL-23. 

Clinical trials and long-term extension studies have demonstrated its 
sustained e�cacy and safety.3 However, real-world evidence speci�cally 
addressing the "intraclass" switch from ustekinumab (anti-p40) to 
tildrakizumab (anti-p19) remains limited but crucial for clinical decision-
making.

The objective of this study was to assess the clinical response in patients 
with moderate-to-severe plaque psoriasis who were unresponsive 
(de�ned as suboptimal response or inadequate response) to ustekinumab 
following a switch to tildrakizumab.

METHODS
Study design and population. We performed a multicenter 

retrospective observational study involving patients from 7 hospital centers 
in the Valencian community, Spain. The study population consisted of adult 
patients (aged ≥18 years) with moderate-to-severe plaque psoriasis.

Inclusion criteria required patients to have demonstrated an inadequate 
or suboptimal response to prior treatment with ustekinumab, de�ned 
as failure to achieve a Physician Global Assessment (PGA) score of 0 or 
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1 after standard induction or a secondary 
loss of e�cacy characterized by a relapse of 
plaques (Psoriasis Area and Severity Index 
[PASI] score >3) despite continuous treatment. 
These patients were subsequently switched 
to tildrakizumab according to standard 
clinical practice and the Summary of Product 
Characteristics.

Assessments. E�ectiveness was assessed 
using 3 primary metrics: PASI, PGA, and 
Dermatology Life Quality Index (DLQI). Data 
were collected at baseline (Week 0) and at 
follow-up visits at Weeks 12, 28, 36, and 52 
(±1 week). Safety was assessed by monitoring 
adverse events throughout the study period.

RESULTS
Baseline characteristics. A total of 14 

patients were included in the study. (Table 1) 
The demographic analysis revealed a mean age 
of 45.92 years (SD: 10.82) and a mean body 
mass index of 32.85 kg/m² (SD: 9.35), indicating 
a high prevalence of obesity/overweight in the 

cohort. Women represented 28.57% (n=4) of 
the study group.

Comorbidities were common: dyslipidemia 
was the most frequent (43.85%, n=6), 
followed by metabolic syndrome (35.71%, 
n=5), hypertension (28.57%, n=4), and 
diabetes (28.57%, n=4). Regarding psoriasis 
history, the mean disease duration was 16.36 
years. The predominant phenotype was 
plaque psoriasis (85.71%), followed by scalp 
involvement (28.57%). Notably, 85.71% of 
patients had received at least 1 prior line of 
systemic treatment. Prior biologic treatments 
included adalimumab (21.42%) and etanercept 
(14.28%).

E�ectiveness outcomes. Following the 
switch to tildrakizumab, rapid and sustained 
improvements were observed across all 
measured indices:

•	 PASI: At baseline (Week 0), patients 
exhibited high disease activity. Following 
treatment initiation, PASI scores 
decreased signi�cantly by Week 12. This 

improvement was maintained through 
Weeks 28, 36, and 52, as demonstrated 
in Figure 1. Notably, at Week 52, 100% 
of patients (n=14) achieved an absolute 
PASI score of <3, indicating robust disease 
control.

•	 PGA: The PGA followed a similar trajectory. 
Baseline scores indicated moderate-
to-severe disease (mean approx. 2.80), 
dropping sharply by Week 12 (mean 
<1.00) and trending toward clearance 
(mean approx. 0.14) by Week 52.

•	 DLQI: The impact on quality of life was 
signi�cantly reduced. Baseline DLQI scores 
(mean >6.00) dropped to negligible 
levels (mean approx. 0.50) by Week 52, 
re�ecting a substantial improvement in 
patient wellbeing.

TABLE 1. Baseline demographic and clinical 
characteristics of the study population (n=14)

CHARACTERISTIC
VALUE, n (%) 
or MEAN (SD)

Demographics

Age (years), mean (SD) 45.92 (10.82)

Female sex, n (%) 4 (28.57%)

BMI (kg/m2), mean (SD) 32.85 (9.35)

Comorbidities

Dyslipidemia 6 (43.85%)

Metabolic syndrome 5 (35.71%)

Hypertension 4 (28.57%)

Diabetes 4 (28.57%)

Nonalcoholic fatty liver disease 4 (28.57%)

Anxiety disorder 2 (14.28%)

Psoriatic arthritis 2 (14.28%)

Psoriasis history

Disease duration (years), mean (SD) 16.36 (8.17)

Phenotypes

Plaques 12 (85.71%)

Scalp 4 (28.57%)

Inverted 2 (14.28%)

Palmoplantar 1 (7.14%)

Genital 1 (7.14%)

Previous treatments

Patients with ≥1 line of systemic 
treatment

12 (85.71%)

Previous biologics

Adalimumab 3 (21.42%)

Etanercept 2 (14.28%)

BMI: body mass index.

FIGURE 1. Evolution of clinical parameters from baseline (Week [W] 0) to Week 52 following the switch to 
tildrakizumab. (Top) Psoriasis Area and Severity Index (PASI) mean scores showed rapid reduction by Week 12. (Middle) 
Physician Global Assessment (PGA) mean scores. (Bottom) Dermatology Life Quality Index (DLQI) mean scores indicated 
improved quality of life. Values represent mean scores for all patients (N=14).
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Safety. The adverse event rate observed 
in this cohort was consistent with the known 
safety pro�le of tildrakizumab. No severe 
adverse events or discontinuations due to safety 
were reported. The safety pro�le was consistent 
with clinical trials.

DISCUSSION
This study provides real-world evidence 

supporting the e�ectiveness and safety of 
switching to tildrakizumab in patients with 
plaque psoriasis after ustekinumab failure. The 
results suggest that an intraclass switch from 
an IL-12/23 inhibitor to a selective IL-23p19 
inhibitor allows for the recapture of disease 
control.

Our �ndings align with recent data from 
the POSITIVE study,4 which demonstrated high 
e�ectiveness of tildrakizumab in both biologic-
naïve and biologic-experienced patients in 
a real-world setting. Similarly, a multicenter 
Italian study by Di Brizzi et al5 reported e�ective 
outcomes after switching to tildrakizumab 
regardless of the previous biologic agent.

The mechanism underlying this successful 
switch likely involves the precise targeting of 
the p19 subunit. While ustekinumab blocks p40 
(inhibiting both IL-12 and IL-23), tildrakizumab 
selectively targets IL-23. This selective inhibition 
is crucial as IL-23 is the primary driver of the 
pathogenic T

H
17 axis in psoriasis. Furthermore, 

real-world registry data (IL-PSO) has indicated 
high drug survival rates for IL-23 inhibitors 
compared to other biologic classes,6 supporting 

the durability of response observed in our 52-
week follow-up.

This study contributes valuable evidence on 
the utility of intraclass switching of interleukin 
inhibitors, expanding therapeutic options for 
this challenging patient population.

The mean baseline PASI in our cohort (9.36) 
re�ects a real-world switching scenario where 
patients retain some bene�t from the previous 
biologic but fail to achieve clear skin, contrasting 
with the higher baseline scores typically seen in 
washout studies.

Limitations. This study has limitations 
inherent to its design, including the 
retrospective nature and the small sample size 
(n=14). Additionally, the lack of a comparator 
group limits the ability to draw de�nitive causal 
conclusions regarding superiority over other 
therapeutic options.

CONCLUSION
In conclusion, our �ndings suggest that 

tildrakizumab may o�er an e�ective and safe 
option for patients with moderate-to-severe 
plaque psoriasis unresponsive (suboptimal 
or inadequate response) to ustekinumab. 
Prospective studies are needed to con�rm these 
�ndings.
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