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ABSTRACT
Psoriasis vulgaris is a chronic, immune-mediated inflammatory dermatosis requiring long-term systemic therapy in moderate-to-severe cases. Selective IL-23 inhibition has emerged as a highly effective therapeutic strategy. Risankizumab, a humanized monoclonal antibody targeting the p19 subunit of IL-23, has demonstrated robust efficacy in clinical trials; however, long-term real-world data remain limited. To evaluate the long-term efficacy and safety of Risankizumab in patients with moderate-to-severe psoriasis in a real-world clinical setting. We retrospectively analyzed 160 adult patients with moderate-to-severe psoriasis who received Risankizumab for at least 76 weeks. Psoriasis Area Severity Index (PASI) and Dermatology Life Quality Index (DLQI) scores were assessed at baseline and at weeks 4, 12, 52, and 76. Subgroup analyses were performed according to body mass index (BMI) and prior biologic exposure. Mean baseline PASI decreased from 27.65 ± 1.38 to 0.32 ± 0.23 at week 76 (p < 0.0001). PASI75/90/100 responses at week 76 were achieved in 96%, 90%, and 69% of patients, respectively. DLQI improved markedly from 28.7 ± 3.2 at baseline to 3.4 ± 2.8 at week 76. Treatment efficacy was comparable regardless of BMI status or previous biologic therapy. No treatment-related adverse events were observed. Risankizumab demonstrated sustained, high-level skin clearance and significant quality-of-life improvement over 76 weeks in real-world practice, with a favorable safety profile. These findings support its long-term effectiveness across diverse patient subgroups. 
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INTRODUCTION
Psoriasis is a common inflammatory disease in the community that is mediated by T lymphocytes (Th1 and Th17) and characterized by flare-ups and remissions. It has a chronic course and its treatment usually lasts a lifetime. The incidence of psoriasis is believed to be around 1-4% in developed countries [1]. Both men and women are equally affected. Although it can occur at any age, there are two peak age ranges: 30-39 and 50-64 years [2]. According to a study that included 400 patients, the most common type of psoriasis is chronic plaque psoriasis. Other variants, though rarer, include guttate, palmoplantar, inverse, erythrodermic, pustular, acropustulosis, and seborrheic psoriasis [3]. Although the genetic transmission of psoriasis is not definitively known, polygenic inheritance is emphasized, and it is thought that the possible gene involved may be PSORS1, located in the HLA region on chromosome 6 [2]. The typical plaque lesions of plaque psoriasis are erythematous with a surface covered by white, silvery scales, and the borders are sharply defined. It typically has a bilateral distribution and most commonly affects the extensor surfaces of the knees and elbows [2]. Psoriasis was previously considered a Th17/23 axis disease due to dysregulation of the immune system, particularly the Th17/23 axis. In light of recent studies, there is growing evidence supporting that most of the immune-activating mediators are produced by keratinocytes and dendritic cells of the skin, leading to the acceptance that the disease develops through the reciprocal interaction between the skin and the immune system [4]. Th17 cells arise as a result of the differentiation of naïve T cells in response to antigenic stimuli. These cells produce cytokines such as IL-17, IL-22, IL-23, TNF-alpha, and IFN gamma, which activate inflammation and keratinocyte proliferation in the epidermis [2,5]. Triggering antigens (such as streptococcal superantigens) activate the immune system, leading to endothelial activation, neovascularization, keratinocyte activation, and neutrophil migration into the epidermis [2]. The IL-17 cytokine family consists of six members, produced by different cell types: IL-17A–F [6]. IL-23 is a dimer composed of the p19 and p40 subunits (the latter is shared with IL-12). The IL-23 receptor (IL-23R) receives signals through the JAK2/TYK2 and STAT3 pathways [7]. Monoclonal antibodies targeting the shared p40 and specific p19 subunits of IL-23 have proven to have high clinical efficacy [8]. Risankizumab is a humanized monoclonal IgG1 antibody that exerts its effect by binding to the p19 subunit of IL-23. By binding to IL-23, it selectively blocks it, thereby preventing the pro-inflammatory activity of the cytokine. The expression of pro-inflammatory cytokines decreases [9]. In this way, a balance between pro-inflammatory and anti-inflammatory cytokines is maintained; non-pathogenic Th17 cells, which produce IL-17 involved in mucosal defense, remain independent of IL-23, and tissue barrier integrity is preserved. Risankizumab is approved for the treatment of moderate to severe psoriasis. The aim of this study was to retrospectively evaluate the efficacy and safety of Risankizumab treatment in patients diagnosed with moderate to severe psoriasis.
MATERİALS AND METHOD
A total of 160 patients who were initiated on Risankizumab for moderate to severe psoriasis in our clinic were retrospectively evaluated. All patients met the following criteria: being over 18 years of age, diagnosed with moderate to severe psoriasis, resistant to conventional treatments, and using Risankizumab for at least 76 weeks. The Psoriasis Area Severity Index (PASI) and Dermatology Life Quality Index (DLQI) scores (ranging from 1 to 10) were assessed at the beginning of treatment. Changes in these parameters were calculated during follow-up at weeks 4, 12, 52, and 76. Patients were closely monitored for infections and other side effects throughout the treatment period.
RESULTS AND DISCUSSION
Patient characteristics
A total of 160 patients with moderate-to-severe psoriasis were included in this retrospective analysis. Baseline demographic and clinical characteristics are summarized in Table 1.
The mean age was 43.13 ± 2.6 years, with a male predominance (55%). The mean disease duration was 19 ± 4.8 years. Obesity (BMI ≥30 kg/m²) was present in 63.75% of patients. Fifty-nine patients (36.87%) were biologic-naïve, whereas 101 (63.13%) had prior biologic exposure.
Table 1. Baseline Demographic and Clinical Characteristics
	Variable
	Value

	Number of patients
	160

	Age, years (mean ± SD)
	43.13 ± 2.6

	Female, n (%)
	72 (45%)

	Male, n (%)
	88 (55%)

	Disease duration, years (mean ± SD)
	19 ± 4.8

	BMI ≥30 kg/m², n (%)
	102 (63.75%)

	BMI <30 kg/m², n (%)
	58 (36.25%)

	Biologic-naïve, n (%)
	59 (36.87%)

	Biologic-experienced, n (%)
	101 (63.13%)


PASI score evolution
Longitudinal PASI changes are presented in Table 2. Mean PASI decreased from 27.65 ± 1.38 at baseline to 8.2 ± 2.32 at week 4 and 6.12 ± 1.3 at week 12. Sustained improvement was observed at week 52 (0.33 ± 0.21) and week 76 (0.32 ± 0.23).
Paired-sample comparisons demonstrated statistically significant PASI reductions at all follow-up visits versus baseline (paired t-test, p < 0.0001). The mean absolute PASI reduction at week 76 was 27.33 points, corresponding to an approximate relative reduction of 98.8%, indicating near-complete disease clearance. 
Table 2. Longitudinal Changes in PASI Scores
	Timepoint
	Mean PASI ± SD
	p value

	Baseline
	27.65 ± 1.38
	—

	Week 4
	8.2 ± 2.32
	<0.0001

	Week 12
	6.12 ± 1.3
	<0.0001

	Week 52
	0.33 ± 0.21
	<0.0001

	Week 76
	0.32 ± 0.23
	<0.0001


PASI response rates
Categorical response outcomes are summarized in Table 3 and Figure 1. At week 4, PASI75, PASI90, and PASI100 responses were achieved in 82%, 49%, and 29% of patients, respectively. Response rates increased to 94%, 87%, and 62% at week 12. At later time points, PASI75/90/100 responses were maintained in 95%, 88%, and 65% of patients at week 52 and 96%, 90%, and 69% at week 76, confirming sustained high-level efficacy. The PASI90 response rate of 90% at week 76 reflects a large treatment effect size when compared with historical biologic benchmarks. 
Table 3. PASI Response Rates Over Time
	Timepoint
	PASI75 (%)
	PASI90 (%)
	PASI100 (%)

	Week 4
	82
	49
	29

	Week 12
	94
	87
	62

	Week 52
	95
	88
	65

	Week 76
	96
	90
	69
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Figure 1: Effect of Risankizumab on Psoriasis Area and Severity Index (PASI) score, achievement of PASI 75, 90, and 100 responses. 

Quality-of-life outcomes
DLQI changes are presented in Table 4. Mean DLQI decreased from 28.7 ± 3.2 at baseline to 11 ± 4.2 at week 4 and 6 ± 3.1 at week 12, with continued improvement to 4.2 ± 1.2 at week 52 and 3.4 ± 2.8 at week 76. The mean DLQI reduction at week 76 was 25.3 points, representing a very large effect size and indicating a transition from severe quality-of-life impairment to minimal disease burden. 
Table 4. DLQI Score Improvement During Treatment
	Timepoint
	Mean DLQI ± SD

	Baseline
	28.7 ± 3.2

	Week 4
	11 ± 4.2

	Week 12
	6 ± 3.1

	Week 52
	4.2 ± 1.2

	Week 76
	3.4 ± 2.8


Subgroup analyses
Prior biologic exposure: Both biologic-naïve and biologic-experienced patients demonstrated comparable response kinetics. Between-group comparisons using independent-samples t-tests showed no statistically significant difference in PASI reduction at week 76 (p > 0.05). These findings indicate preserved efficacy regardless of prior biologic treatment failure.
Body mass index: Patients with BMI ≥30 kg/m² and <30 kg/m² exhibited parallel PASI reduction curves. No statistically significant difference in PASI improvement was detected between BMI groups at week 76 (p > 0.05), suggesting that obesity did not attenuate therapeutic response. 
Safety outcomes
No treatment-related adverse events, serious infections, or discontinuations due to intolerance were observed during the 76-week follow-up period. This favorable safety profile supports the long-term tolerability of Risankizumab in routine clinical practice.
DISCUSSION
This real-world retrospective analysis demonstrates that Risankizumab provides rapid, profound, and sustained clinical improvement in patients with moderate-to-severe psoriasis over a 76-week treatment period. Significant PASI reductions were observed as early as week 4, followed by progressive improvement and durable near-complete clearance through long-term follow-up. These findings reinforce the therapeutic impact of selective IL-23 inhibition in chronic plaque psoriasis.
Psoriasis is increasingly recognized as a systemic immune-mediated disease driven by dysregulation of the IL-23/Th17 axis, with downstream cytokines such as IL-17 and IL-22 promoting keratinocyte proliferation and chronic inflammation [2,5]. By selectively targeting the p19 subunit of IL-23, Risankizumab interrupts this pathogenic cascade while preserving physiologic immune functions, which may explain its high efficacy and favorable safety profile [9]. 
The magnitude of clinical response observed in our cohort aligns closely with pivotal phase III trials. In the UltIMMa-1 and UltIMMa-2 studies, Risankizumab demonstrated superior PASI90 and PASI100 responses compared with ustekinumab at week 52 [10]. Our real-world PASI90 (90%) and PASI100 (69%) rates at week 76 are consistent with these controlled trial outcomes, supporting the external validity and reproducibility of efficacy in routine clinical practice. 
Importantly, our data extend clinical trial findings by including a heterogeneous patient population with high obesity prevalence and substantial prior biologic exposure. Obesity is known to negatively influence treatment response in psoriasis through pharmacokinetic alterations and pro-inflammatory adipokine signaling. However, we observed no statistically significant difference in PASI improvement between BMI strata. Similar observations have been reported in integrated analyses of phase III trials, where Risankizumab efficacy remained consistent regardless of baseline BMI [10]. 
Another clinically relevant finding is the preserved efficacy in biologic-experienced patients. More than 60% of our cohort had prior biologic exposure, yet treatment responses were comparable to biologic-naïve patients. This suggests that IL-23 p19 inhibition may overcome therapeutic resistance observed with anti-TNF or anti-IL-17 agents. Supporting this concept, Megna et al. demonstrated significant PASI improvement in anti-IL-17 non-responders treated with Risankizumab, with PASI90 achieved in 84.6% at week 52 [11]. 
Quality-of-life improvement paralleled clinical clearance in our study. DLQI scores decreased dramatically from severe impairment levels at baseline to minimal impact by week 76. This degree of patient-reported benefit underscores the psychosocial and functional relevance of deep skin clearance, reinforcing treatment goals beyond PASI75 toward PASI90/100 targets.
No treatment-related adverse events were observed during follow-up. The absence of serious infections or discontinuations supports the favorable safety profile reported in long-term extension trials and real-world registries. Selective IL-23 inhibition may offer safety advantages by preserving IL-12–mediated host defense pathways.
Despite these strengths, several limitations should be acknowledged. First, the retrospective design introduces potential selection and documentation bias. Second, the absence of a control arm precludes direct comparative efficacy assessment. Third, immunologic biomarkers and drug survival analyses were not evaluated. Nevertheless, the relatively large sample size, extended follow-up duration, and inclusion of biologic-experienced patients enhance the clinical relevance of our findings.
Taken together, our results confirm that Risankizumab delivers sustained high-level efficacy, durable remission, and meaningful quality-of-life improvement in real-world management of moderate-to-severe psoriasis. The consistency of response across BMI categories and prior biologic exposure further supports its role as a cornerstone biologic therapy in contemporary psoriasis treatment algorithms.
CONCLUSION 
Risankizumab demonstrates sustained long-term efficacy and excellent tolerability in real-world management of moderate-to-severe psoriasis. High PASI90/100 response rates, durable remission, and marked quality-of-life improvement were achieved regardless of obesity status or prior biologic exposure. These findings reinforce IL-23 p19 inhibition as a cornerstone strategy in contemporary psoriasis therapeutics. 
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