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ABSTRACT.	 At the Group for Research and Assessment of Psoriasis and Psoriatic Arthritis (GRAPPA) 2025 Collaborative 
Research Network meeting in Bogotá, Colombia, experts in dermatology and rheumatology presented 
complementary perspectives on the future of psoriatic disease management. Dr. Andrew Blauvelt introduced 
innovative approaches to achieving long-term remission or a cure for psoriasis, focusing on early interven-
tion and “knockout” therapies with high-dose interleukin 23 inhibitors. Dr. Philip Mease presented evolving 
concepts in difficult-to-treat and complex-to-manage psoriatic arthritis, emphasizing the need for formal 
definitions and the growing role of dual therapy strategies. This session reflected a shift toward a more person-
alized, proactive, and multidisciplinary strategy to address unmet needs in psoriatic disease.
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Introduction
The Group of Research and Assessment of Psoriasis and Psoriatic 
Arthritis (GRAPPA) Collaborative Research Network (CRN) 
held its annual meeting in July 2025 in Bogotá, Colombia. 
This session, led by the research committee co-chairs, 
Drs. Vinod Chandran, Wilson Liao, and Kurt de Vlam, brought 
together experts in rheumatology and dermatology to discuss the 
evolving challenges and innovations in treating psoriatic disease. 
From a dermatology perspective, Dr. Andrew Blauvelt presented 
future treatment strategies for the ambitious goal of curing psori-
asis (PsO). From a rheumatology perspective, Dr. Philip Mease 
discussed the complexities of defining and managing psoriatic 
arthritis (PsA), reflecting the dynamic nature of research and 
clinical practice in this field.

Curing psoriasis
Blauvelt emphasized that current treatments for PsO are 
outstanding, with many of them leading to high levels of skin 
clearance.1,2 However, his talk focused on possible future treat-
ments that would lead to potential long-term remission or a 
cure for PsO.3 Broad therapeutic strategies that are being investi-
gated or considered for PsO include (1) early intervention/high 
dosing of biologics, (2) hematopoietic stem cell transplantation, 
(3)  mesenchymal stromal cell transplantation, (4)  regulatory 
T-cell expansion, (5)  CAR T-cell therapy, (6)  bispecific T-cell 
engager therapy, (7)  gene therapy, and (8)  microRNA-editing 
therapy. Of these approaches, Blauvelt focused his presentation 
on early intervention with high-dose biologics.
	 Short-duration PsO has recently been defined as PsO that has 
been active for less than 1 to 2 years.4 STEPIn was the first study 
to formally investigate individuals with PsO of less than 1 year 
duration; patients were randomized for 1 year to receive either 
secukinumab or narrow-band UV-B phototherapy.5 GUIDE 
was the second study to formally assess clinical responses to 
guselkumab in short-duration PsO, which, in this study, was 
defined as PsO of less than 2 years duration.6 In both STEPIn 
and GUIDE, early biologic intervention with secukinumab or 
guselkumab led to greater efficacy and longer remissions when 
compared to clinical responses seen in long-duration PsO.5,6 
Consistent with these results, Italian investigators documented 
that super response (ie, 100% skin clearance) to risankizumab 
was more likely in real-world settings when treatment was initi-
ated within 1 year of PsO onset.7 Taken together, these results 
suggest that future treatment of PsO may be more centered on 
treating patients at early disease stages.
	 Another strategy gaining momentum is the treatment of 
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patients with PsO with high initial doses of interleukin 23 inhibi-
tors (IL-23i), coined “knockout therapy” by Blauvelt.8 Notably, 
in the KNOCKOUT study recently completed by Blauvelt, 
83% of patients experienced complete skin clearance at week 
28, following high loading doses of risankizumab (300 mg or 
600  mg at weeks 0, 4, and 16).9 No side effects were noted 
with these high loading doses. Interestingly, 22% of patients 
in the KNOCKOUT study maintained 90% improvement 
from baseline through 84 weeks following their last dose of 
risankizumab.9

	 The KNOCKOUT study was based partly on the phase  I 
study of risankizumab, where high and durable clinical responses 
were observed following single high doses of risankizumab.10

	 Emerging evidence on treating short-duration PsO, combined 
with the KNOCKOUT results reported by Blauvelt, introduce 
the question of whether patients with PsO with short-disease 
duration may be particularly responsive to high induction 
doses with an IL-23i (ie, the “hit hard, hit early” hypoth-
esis).5 This exciting approach remains to be studied in PsO, 
since the KNOCKOUT cohort included only 2 patients with 
short-duration disease. Upcoming studies with ORKA-001, a 
novel long-acting IL-23i, will further investigate the “hit hard, 
hit early” theory of treating PsO.11

The role of dual therapy in difficult-to-treat PsA: Concepts 
and strategies
Mease addressed the increasingly recognized challenge 
of managing patients with PsA who have failed multiple 
disease-modifying antirheumatic drugs, even with different 
mechanisms of action. This subset of patients is now referred to 
as difficult-to-treat PsA (D2T-PsA).12 These individuals often 
present with persistent symptoms, either due to actual inflam-
mation, persistent pain, or because of complicating contextual 
factors such as fibromyalgia, obesity, depression, or concomitant 
degenerative joint disease. The challenge lies in distinguishing 
actual inflammatory activity from noninflammatory contribu-
tors to the symptom burden.
	 To better characterize this population, GRAPPA has proposed 
a 2-tiered framework. The first category, complex-to-manage PsA 
(C2M-PsA), includes patients whose treatment resistance may 
be driven by contextual factors such as comorbidities, psychoso-
cial issues, or limited access to care. The second, more narrowly 
defined, group, treatment-refractory PsA (TR-PsA), includes 
patients who have failed at least 3 therapies with distinct mecha-
nisms of action (including at least 2 targeted synthetic/biologic 
disease-modifying antirheumatic drugs) and exhibit objective 
signs of inflammation, such as synovitis, enthesitis, active spinal 
disease, or elevated acute-phase reactants. Population-based 
studies from France and Scandinavia suggest that between 10% 
and 30% of patients with PsA may fall into one of these catego-
ries, depending on the criteria applied.13-15

	 Mease emphasized the importance of establishing a formal 
definition for D2T-PsA. Such a definition would support clini-
cians in identifying and managing these patients, guide the design 
of clinical trials targeting refractory populations, and inform 
regulatory and payer decisions regarding access to innovative 

therapies. GRAPPA’s ongoing work includes literature reviews, 
surveys of clinicians and patients, and consensus-building exer-
cises to refine these criteria.12,16

	 In terms of therapeutic strategies, Mease discussed the 
emerging role of dual therapy (ie, the use of 2 immunomodu-
latory agents concurrently). Historically, combining biologics 
was avoided due to safety concerns, particularly increased risk of 
infection. However, the growing number of refractory patients 
has prompted renewed interest in this strategy.17

	 Mease reviewed several case series and registry data. A 
Spanish cohort of 29 patients with spondyloarthritis and inflam-
matory bowel disease treated with combinations such as usteki-
numab plus tumor necrosis factor inhibitors (TNFi) showed 
that approximately one-third achieved remission, another third 
reached low disease activity, and the remainder did not respond 
to treatment.18 A French registry (COMBATT) is enrolling 
1000 patients with immune-mediated inflammatory diseases 
receiving combination therapy.19 Preliminary data from 79 
patients revealed that 44% responded effectively, though serious 
infections occurred in 9 cases, particularly with TNFi plus Janus 
kinase inhibitors.
	 In his own clinic, Mease reported over 150 patients receiving 
dual therapy, often after failing 5 or more prior treatments. 
Success in obtaining insurance approval was highest when 
prescriptions were coordinated between specialties (eg, rheuma-
tology and gastroenterology). Safety monitoring remains para-
mount, and combinations with overlapping infection risks are 
avoided.
	 Mease also highlighted several pipeline therapies with novel 
mechanisms of action, such as IL-17A/IL-17F–inhibiting 
nanobodies, tyrosine kinase 2 inhibitors, oral IL-23i, and selec-
tive T-cell depletion strategies. He discussed the possible use of 
glucagon-like peptide  1 receptor agonists in obese or diabetic 
patients with PsA, noting that these agents might provide immu-
nomodulatory benefits alongside their metabolic effects.
	 Finally, he pointed to ongoing clinical trials that are beginning 
to explore combination therapy in a more structured way. The 
VEGA trial in ulcerative colitis demonstrated synergistic effects 
of golimumab and guselkumab, both in clinical outcomes and 
transcriptomic analyses.19 The AFFINITY trial in PsA is eval-
uating guselkumab alone vs in combination, targeting patients 
with prior TNFi failure.20 These studies represent a shift toward 
more personalized and strategic approaches to refractory disease.

Conclusion
Early, high-intensity biologic therapy in PsO and the effort to 
better define treatment resistance in PsA are changing how these 
diseases are managed. Strategies like knockout dosing in PsO and 
combining therapies in PsA are opening new possibilities for 
patients who do not respond well to standard options. Ongoing 
trials and emerging therapies will help clarify how these concepts 
translate into long-term outcomes and reshape future standards 
of care.
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