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The Interna*onal Psoriasis Council (IPC) hosted a scien*fic symposium, The Arc of Disease Control in Psoriasis: Early 
Intercep*on - Deep Pathway Blockade - Treatment Failure, during the 2026 Society for Inves*ga*ve Dermatology (SID) Annual 
Mee*ng on May 9, 2026, in Chicago, Illinois, United States. The symposium featured presenta*ons on disease intercep*on, 
immune memory, molecular profiling, treatment response, and mechanisms of therapeu*c escape in psoriasis. This report 
summarizes the presenta*ons and discussion from the IPC symposium. 
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IntercepQng Psoriasis at the Earliest Stages: Lessons from STEP-IN and GUIDE 
Knut Schäkel, MD 
Heidelberg University Hospital, Heidelberg, Germany  
  
This presenta*on focused on disease intercep*on and modifica*on in psoriasis, drawing on findings from the STEP-IN 
and GUIDE studies.  
 
Disease modifica*on was defined as a sustained improvement in plaque psoriasis resul*ng from pathophysiologic 
changes that minimize the need for con*nuous treatment, clinically reflected by maintaining a BSA <1% and PGA 0/1 for 
more than 12 months a_er treatment withdrawal.1 
 

A major concept discussed was “disease memory”, which may explain relapse despite clinical remission. Two 
complementary mechanisms were highlighted: innate immune memory driven by epigene*c reprogramming, and 
adap*ve immune memory mediated by *ssue-resident memory T cells (TRM). Experimental imiquimod models 
demonstrated persistent epigene*c scars in epidermal stem cells, including sustained chroma*n accessibility and 
methyla*on changes involving STAT3 and AP-1 (FOS/JUN) pathways, facilita*ng exaggerated inflammatory responses 
upon re-challenge.2 
 

The STEP-IN study evaluated whether early secukinumab treatment could normalize these epigene*c altera*ons.3 
Pa*ents with new-onset psoriasis showed substan*al normaliza*on of differen*ally methylated CpGs, par*cularly in the 
epidermis. In contrast, chronic lesions retained persistent methyla*on abnormali*es even at Week 52, suppor*ng the 
concept of sustained *ssue inflammatory memory. Differen*al methyla*on analyses revealed dis*nct transcrip*on factor 
enrichment paierns according to disease dura*on, with ETS-family factors (SPI1/PU.1, IKZF1) predomina*ng in new-
onset psoriasis and AP-1 family factors (JUN/FOS) in chronic disease.4,5 
 

Previous studies demonstrated that CD8+CD49a+ *ssue-resident memory T cells capable of producing IL-17A persist in 
clinically resolved psoriasis lesions and may contribute to disease recurrence.6 Building on this concept, the GUIDE study 
showed that pa*ents with short disease dura*on achieved PASI 0 more rapidly, normalized epidermal TRM cells earlier, 
and maintained longer drug-free remissions a_er treatment withdrawal than those with longstanding disease.7 Higher IL-
17F levels during treatment withdrawal were associated with earlier relapse, whereas super-responders showed 
increased IL-10-producing T cells, sugges*ng a favorable immunoregulatory environment.8 
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PrevenQng PsoriaQc ArthriQs: Can Immune IntercepQon Change the Natural Disease Course? 
Shikha Singla, MD 
Medical College of Wisconsin, Milwaukee, Wisconsin, United States 
 
Psoria*c arthri*s (PsA) develops in approximately 30% of pa*ents with psoriasis and is typically preceded by a latency 
period of nearly seven years, crea*ng a poten*al “window of opportunity” for interven*on. The goal is to move beyond 
trea*ng established disease toward preven*ng the onset of PsA. 
 
The current model of PsA development proposes a progression from immune ac*va*on and subclinical inflamma*on to 
a symptoma*c prodromal phase characterized by arthralgia, s*ffness, fa*gue, and imaging abnormali*es before 
fulfillment of CASPAR criteria.1 Ultrasound studies have demonstrated that many psoriasis pa*ents without clinical PsA 
already exhibit subclinical entheseal or synovial abnormali*es, suppor*ng the concept of a preclinical disease stage.2 
 

Several risk factors for PsA have been iden*fied, par*cularly obesity and physical trauma.3 Large epidemiologic studies 
have shown that higher BMI is associated with an increased risk of developing PsA, whereas long-term weight reduc*on 
may reduce this risk.4 Obesity may contribute through metabolic dysfunc*on, insulin resistance, adipose *ssue 
inflamma*on, and amplifica*on of the IL-23/IL-17 inflammatory axis.5 
 

The poten*al role of GLP-1 receptor agonists was also discussed. Recent real-world analyses suggest that these agents 
may reduce the risk of incident PsA, while weight-loss interven*ons in established PsA have been associated with 
significant improvements in disease ac*vity in a dose-dependent manner.6,7 However, defini*ve evidence suppor*ng PsA 
preven*on is s*ll lacking. 
 
The presenta*on further reviewed emerging evidence sugges*ng that biologic therapies, par*cularly IL-23 and IL-12/23 
inhibitors, may delay or reduce the development of PsA compared with TNF inhibitors or non-biologic therapies. Several 
observa*onal studies and recent data presented at the 2026 AAD Annual Mee*ng have consistently suggested an 
associa*on between IL-23-targeted therapies and a lower risk of incident PsA.8-12 Nevertheless, limita*ons inherent to 
electronic health record studies, including poten*al misclassifica*on and residual confounding, preclude defini*ve causal 
conclusions.13 
 

Finally, ongoing prospec*ve studies such as PAMPA aim to evaluate whether early interven*on in high-risk psoriasis 
pa*ents can prevent progression to PsA. However, the rela*vely short follow-up may limit its ability to fully assess 
progression to clinically manifest PsA.14 Emerging mechanis*c studies have also iden*fied the CD200–CD200R pathway 
as a poten*al regulator of skin-to-joint transi*on, highligh*ng a novel target for immune intercep*on strategies.15 
Although current evidence is promising, no interven*on has yet defini*vely demonstrated preven*on of PsA, making 
disease intercep*on one of the most important future direc*ons in psoriasis research. 
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ImplicaQons of Controlling Psoriasis InflammaQon: From Molecular Profiling to ComorbidiQes 
Alex Tsoi, MS, PhD, IPC Councilor 
University of Michigan, Ann Arbor, Michigan, United States 
 
This presenta*on explored how molecular profiling can be used to define and measure “controlled inflamma*on” in 
psoriasis, and how gene*c and epigene*c factors may influence treatment response and comorbidity risk. 
 
The first sec*on focused on transcriptomic changes during treatment. Previous studies using an*-TNF therapy 
demonstrated that lesional skin progressively shi_s toward a non-lesional molecular profile, reflec*ng normaliza*on of 
disease-associated gene expression programs.1 Building on this concept, data from the IXORA-R study comparing 
ixekizumab and guselkumab were presented. By integra*ng RNA sequencing data from psoriasis lesions with cytokine-
induced kera*nocyte signatures, rapid downregula*on of IL-17-, TNF-, and IL-36-driven inflammatory programs was 
observed following treatment. Normaliza*on began as early as week 1 with ixekizumab and correlated with clinical 
improvement, suppor*ng the concept that molecular normaliza*on may serve as a surrogate measure of inflamma*on 
control.2 
 

The second sec*on addressed why some inflammatory pathways may be more difficult to normalize. Single-cell 
mul*omic analyses of lesional, non-lesional, and resolved psoria*c skin demonstrated that gene expression 
abnormali*es largely normalize a_er treatment, whereas epigene*c altera*ons persist to a greater extent. Many 
psoriasis-associated GWAS loci overlapped with differen*ally accessible chroma*n regions, par*cularly in lesional skin, 
sugges*ng that gene*c suscep*bility may be mediated, at least in part, through disease-relevant epigene*c programs. 
Furthermore, analyses of allele-specific chroma*n accessibility revealed context-dependent effects, especially in 
ac*vated T cells, highligh*ng how gene*c varia*on can influence inflammatory responses and treatment outcomes. An 
example involving KLK7 illustrated how psoriasis-associated gene*c variants may also contribute to differen*al responses 
to an*-TNF therapy.3 
 

The final sec*on focused on the systemic implica*ons of psoriasis. Gene*c studies have iden*fied shared suscep*bility 
loci and poten*al causal associa*ons between psoriasis and other immune-mediated diseases, including type 2 diabetes 
and mul*ple sclerosis. Gene*c studies using Mendelian randomiza*on suggest that psoriasis may causally contribute to 
some comorbidi*es, while accumula*ng evidence indicates that effec*ve control of systemic inflamma*on may be 
associated with a reduc*on in their incidence.4,5 Overall, the presenta*on highlighted that controlled psoriasis 
inflamma*on can be measured molecularly, is influenced by gene*c and epigene*c factors, and may have benefits 
extending beyond the skin. 
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Oral Versus Biologics – Targeted or Broader Approaches?  
Christopher Bunick, MD, PhD, IPC Councilor 
Yale University, New Haven, Connec*cut, United States 
  
Dr. Christopher Bunick approached psoriasis treatment through structural biology, demonstra*ng how molecular 
architecture determines clinical efficacy. Using the principle that “structure dictates func*on”, he described psoriasis as a 
disease largely sustained by the IL-23/IL-17 axis: myeloid an*gen-presen*ng cells produce IL-23, which promotes TH17-
derived IL-17A, IL-17F, and TNF-α, leading to kera*nocyte ac*va*on, prolifera*on, and inflamma*on. He also emphasized 
that type I interferons from plasmacytoid dendri*c cells may help ini*ate psoriasis before the chronic IL-23/IL-17 circuit 
becomes established, sugges*ng that durable control may require aien*on to earlier inflammatory triggers.1 
  
Dr. Bunick organized the treatment landscape around extracellular pathway targets, including IL-23, IL-17A/F, TNF-α, and 
their receptors, as well as intracellular pathway targets such as TYK2, JAK1, and PDE4. Using IL-23 inhibitors as a model, 
he showed that drugs within the same class do not bind iden*cally: ustekinumab targets p40, whereas p19-specific 
agents such as guselkumab, risankizumab, and *ldrakizumab bind dis*nct regions of p19.2 This structural diversity helps 
explain why both interclass and intraclass switching may be useful. Across compara*ve analyses, bimekizumab and 
risankizumab ranked among the strongest performers for PASI100 responses, and Dr. Bunick emphasized that epitope 
surface area correlates with clinical response, alongside binding kine*cs such as slower dissocia*on from the target.2 
  
He also highlighted the expanding role of oral therapies. Icotrokinra, an oral cyclic pep*de targe*ng the IL-23 receptor, 
produced responses approaching some biologics, while next-genera*on TYK2 inhibitors such as zasoci*nib and 
envudeuci*nib showed improved selec*vity, pharmacokine*cs, and efficacy. In contrast, apremilast’s more modest 
performance was linked to structural constraints that weaken its ability to mimic cyclic AMP and inhibit PDE4 effec*vely. 
Overall, Dr. Bunick showed that drug chemistry and structure are clinically consequen*al: they help explain why 
treatments excel, support switching within and across classes, and increasingly inform clinicians' decisions between oral 
agents and biologics. 
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Why Treatment Fails: Interferons, Immune Rewiring, and Biological Escape Mechanisms 
Curdin Conrad, MD, IPC Board Member 
University Hospital of Lausanne, Lausanne, Switzerland 
 
Dr. Curdin Conrad explained treatment failure in psoriasis as a consequence of immune circuit complexity, in which 
nonresponse may reflect a mismatch between therapy and the pa*ent’s ac*ve inflammatory pathways. Molecular 
profiling helps refine this assessment by dis*nguishing inflammatory diseases that may appear similar clinically but differ 
immunologically. A TH17/IL-23 profile characterizes plaque psoriasis, whereas atopic derma**s may show a TH2-
dominant or mixed paiern.¹ Together, these profiles illustrate why therapy should be guided by immune biology rather 
than clinical morphology. 
 
Dr. Conrad described three inflammatory paierns in psoriasis: chronic plaque psoriasis driven by IL-23/IL-17 signaling, 
acute forms marked by type I interferon, and pustular phenotypes characterized by neutrophilic inflamma*on.2-3 In 
generalized pustular psoriasis, neutrophilic ac*va*on becomes prominent; in palmoplantar pustular psoriasis (PPPP), 
TH17 ac*vity overlaps with neutrophilic inflamma*on, incomplete TH1 responses, and type I interferon (Conrad C, Di 
Domizio J, Gilliet M. Unpublished data, 2026). This explains why apremilast, despite limited efficacy in plaque psoriasis, 
remains useful in PPPP: its broader effects span T-cell ac*vity, neutrophil func*on, and interferon produc*on. The same 
principle applies to primary failure: when several pathways remain ac*ve, blocking one may not be sufficient to control 
the disease. 
 
He also discussed secondary failure through an*-drug an*bodies with TNF-α inhibitors. Neutralizing an*bodies block the 
drug’s binding site, while non-neutralizing an*bodies may form immune complexes that increase clearance and lower 
trough levels. With adalimumab, TNF-α blockade can increase type I interferon ac*vity, ac*va*ng B cells and promo*ng 
an*body forma*on. Together, these mechanisms lower effec*ve drug exposure and contribute to loss of clinical 
response. 
 
Dr. Conrad emphasized molecular endotyping as a bridge between immune profiling and therapeu*c decision-making. 
His central message was to align treatment with the pathways ac*ve in each pa*ent: as targeted as possible, but as 
broad as needed—focused when one axis dominates, and broader when interferon, neutrophilic, or an*body-mediated 
escape keeps inflamma*on ac*ve. 
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Clinical Escape in Psoriasis: Paradoxical ReacQons and Flip-Flop Phenomena 
Wilson Liao, MD, IPC Councilor 
University of California, San Francisco, California, United States 
 
Dr. Wilson Liao defined paradoxical reac*ons as immune-mediated cutaneous erup*ons induced or worsened by 
therapies expected to treat the same or a related inflammatory phenotype. Rather than reflec*ng a simple drug allergy, 
toxicity, or nonspecific flare, these reac*ons usually arise from cytokine-network imbalance. He framed them as “flip-
flop” phenomena among mutually regulated immune pathways, including TH1, TH2, TH17/22, and innate an*viral or 
neutrophilic circuits. When one pathway is blocked, inhibitory control over another may be removed, allowing a different 
inflammatory response to emerge. 
  

 
  
One illustra*ve example is paradoxical psoriasis during TNF-α inhibitor therapy. In affected pa*ents, lesions may show IL-
17A/F levels comparable to those in classic psoriasis, but higher type I interferon ac*vity from plasmacytoid dendri*c 
cells.1 TNF-α normally helps plasmacytoid dendri*c cells mature beyond an interferon-producing state. When TNF-α is 
blocked, immature interferon-producing cells persist, amplifying type I interferon signaling and feeding the TH17 cascade 
that drives psoriasiform inflamma*on. This model also helps explain other TNF-α inhibitor-associated erup*ons, 
including paradoxical lichen planus. 
 
Dr. Liao also discussed paradoxical psoriasis with IL-4Rα blockade, such as dupilumab, which occurs in a small subset of 
pa*ents with atopic derma**s and o_en shows mixed psoriasiform and neutrophilic features, including IL-36 and IL-1 
ac*vity.2 Conversely, paradoxical eczema may occur during psoriasis biologic therapy, especially with IL-17 inhibitors, 
with risk influenced by history of atopic derma**s and gene*c suscep*bility.3 Overall, paradoxical reac*ons occur in 
approximately 1–3% of biologic-treated pa*ents and reflect antagonism among adap*ve and innate immune circuits. 
Mild cases may be managed with adjunc*ve topical or oral systemic therapies, whereas severe reac*ons may require 
switching to broader agents such as JAK inhibitors.4 Dr. Liao concluded by iden*fying polygenic risk scores, spa*al 
transcriptomics, and immune profiling as tools to an*cipate paradoxical reac*ons, iden*fy suscep*ble pa*ents, and 
tailor management before clinical escape occurs. 
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