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The intersection of metabolic dysfunction and inflammatory dermatoses presents a clinical challenge.
Glucagon-like peptide-1 (GLP-1) receptor agonists, established therapies for type 2 diabetes and obesity,1
are now being investigated for their potential to modify psoriatic disease. This analysis examines the current
understanding of GLP-1 agonism in the context of psoriasis and psoriatic arthritis, focusing on mechanistic
plausibility and clinical observations.

The Pivot: GLP-1 receptor agonists, beyond their metabolic indications, are being explored for
immunomodulatory effects in psoriatic disease.

The Data: Observational studies and mechanistic insights suggest a reduction in inflammatory markers
and potential improvement in skin and joint symptoms.

The Action: Clinicians should be aware of the potential dual benefits in patients with co-morbid type 2
diabetes/obesity and psoriatic disease, though dedicated trials are needed.

Psoriasisand psoriatic arthritisare chronic inflammatory conditionswith asignificant burden of metabolic comorbidities,
including obesity, type 2 diabetes mellitus, and cardiovascular disease. The shared inflammatory pathways, particularly
involving cytokines such as TNF-alpha, IL-17, and IL-23, provide abiological rationale for investigating therapies with
pleiotropic effects. GLP-1 receptor agonists, such as semaglutide and liraglutide, are synthetic analogues of the human
incretin hormone GLP-1. Their primary actions involve glucose-dependent insulin secretion, glucagon suppression,
delayed gastric emptying, and appetite reduction, leading to improved glycaemic control and weight loss. Beyond these
metabolic effects, GL P-1 receptor agonists have demonstrated anti-inflammatory propertiesin various preclinical models
and some human studies, which has prompted interest in their role in immune-mediated diseases like psoriasis.

Psoriasis affects approximately 2 to 3% of the global population, with psoriatic arthritis developing in up to 30% of
individuals with psoriasis. The systemic inflammation characteristic of these conditions contributes to an increased

risk of metabolic syndrome, non-alcoholic fatty liver disease, and major adverse cardiovascular events. Given the

high prevalence of these comorbidities, therapeutic strategies that address both the dermatological or rheumatological
manifestations and the associated metabolic dysfunction are highly desirable. GLP-1 receptor agonists, with their
established efficacy in metabolic disease management and emerging evidence of anti-inflammatory actions, represent a
compelling area of investigation for this patient population.
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GL P-1 Receptor Agonists Modulate I nflammation but Lack Direct Efficacy Datain
Psoriasis

GLP-1 receptor agonists suppress inflammatory pathways active in psoriatic disease, but clinical evidence remains
limited to secondary observationsin metabolic populations. GLP-1 receptors are expressed on immune cells, including
macrophages, T cells, and dendritic cells. Activation reduces pro-inflammatory cytokine production and increases
anti-inflammatory mediators. These agents suppress NF-B signalling and reduce adhesion molecules, both of which
driveinflammation and immune cell trafficking. Psoriasisrelieson aTh17-mediated inflammatory response. M odulating
these pathways could mitigate disease activity, suggesting therapeutic potential beyond metabolic benefits by influencing
inflammatory cascades directly.

Clinical observations supporting this hypothesis largely stem from analyses of patients with co-morbid type 2
diabetes or obesity treated with GLP-1 receptor agonists. Reports describe improvements in psoriatic skin lesions

and joint symptoms. A retrospective analysis by Haberman and colleagues of 2 cohorts indicated that GLP-1 receptor
agonist therapy is associated with improvement in psoriatic arthritis-related and metabolic outcomes. Scoping reviews
by Buonanno and Karacabeyli identified studies reporting reductions in Psoriasis Area and Severity Index scores

or decreased need for systemic psoriasis treatments among patients initiating GL P-1 receptor agonist therapy. A
randomized-controlled trial by Lin and colleagues investigated liraglutide therapy in psoriasis patients with type 2
diabetes, reporting improvements in psoriasis outcomes.

These findings primarily represent secondary observations from populations where GLP-1 receptor agonists were
prescribed for metabolic indications, not primarily for psoriatic disease. These observational data are subject to
confounding by indication and other biases, making it challenging to draw definitive conclusions about direct
anti-psoriatic effects. Weight loss induced by GL P-1 receptor agonistsitself can significantly improve psoriasis severity,
as adipose tissue is a source of pro-inflammatory cytokines, and obesity is an independent risk factor for more severe
psoriatic disease. Distinguishing between direct immunomodulatory effects of GLP-1 receptor agonists and indirect
effects mediated by weight lossis challenging. Thetria by Lin focused on a specific patient population with co-morbid
type 2 diabetes, limiting its generalizability to patients without metabolic disease. Other pilot studies and case series
involve small patient numbers and often lack adequate control groups.

These reports generate hypotheses but do not establish causality or quantify the specific contribution of GLP-1 receptor
agonists to psoriatic disease modification. For aclinician, this means GLP-1 receptor agonists may offer a dual benefit
in patients with psoriasis and type 2 diabetes or obesity. But their use solely for psoriatic disease without these metabolic
comorbiditiesis not yet supported by sufficient high-quality evidence. Physicians should continue to select primary
biologic or systemic therapies based on dermatol ogical and rheumatological guidelines. GLP-1 receptor agonists should
be viewed as adjunctive metabolic treatments that might offer secondary skin or joint benefits, rather than primary
disease-modifying anti-rheumatic drugs.

Observational Data Cannot Substitute for Dedicated Psoriasis Trials
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The current evidence base for GLP-1 receptor agonists as disease-modifying agentsin psoriasis and psoriatic arthritisis
primarily indirect and observational, necessitating placebo-controlled randomized trial sto establish efficacy specifically
for psoriatic disease. While the mechanistic rationale is plausible and anecdotal clinical improvements have been
reported, the lack of high-quality comparative studies means their precise role remains undefined. Such trials must
account for the confounding effect of weight loss, which independently improves psoriasis severity. Without thesetrials,
clinicians cannot confidently prescribe GLP-1 receptor agonists specifically for psoriatic disease, especialy in patients
without metabolic comorbidities.

Future trials must assess specific dermatological and rheumatological endpoints, such as Psoriasis Area and Severity
Index, Psoriasis Area and Severity Index 75, and American College of Rheumatology response criteria, to provide
clear measures of disease activity. Understanding which subsets of patients with psoriatic disease might benefit most is
essentia for targeted therapy. The long-term impact on disease progression, joint damage, and cardiovascular outcomes
in this patient population also warrants investigation, as chronic conditions require sustained efficacy and safety data.
These studies would ideally involve diverse patient populations to ensure generalizability of findings.

Beyond the need for controlled trials, the precise molecular mechanisms by which GLP-1 receptor agonists exert their
immunomodul atory effectsin the context of psoriatic disease remain incompletely understood. Current data do not
confirm whether the observed benefits stem from direct receptor binding on synovial and cutaneousimmune cellsor from
systemic metabolic improvements. Thisgap requires detailed analyses of cytokine profiles, immune cell phenotypes, and
gene expression patternsin skin and synovial tissue before and after GLP-1 receptor agonist therapy. Such mechanistic
studies are vital to identify specific biomarkers of response and predict which patients are most likely to benefit.
Understanding these pathways will move the field beyond observational correlations to a deeper understanding of
therapeutic action.

The potential for combination therapies, where GLP-1 receptor agonists are used alongside existing biologics or

small molecule inhibitors, warrants exploration in patients with refractory disease or significant metabolic burden.
Integrating GLP-1 receptor agonists into existing treatment paradigms could offer synergistic effects, addressing both
inflammatory and metabolic aspects of psoriatic disease more comprehensively. This approach could lead to improved
patient outcomes, especially for those who do not achieve adequate control with current monotherapies or who have
significant comorbidities. For clinicians, this opens the door to future personalized treatment strategies that optimize
carefor acomplex patient population, provided they monitor for overlapping toxicities and manage patient expectations
regarding weight loss versus primary disease control.

For acomprehensive understanding of dermatological conditions pertinent to thisdiscussion, readers may wish to consult
the authoritative Oxford Handbook of Medical Dermatol ogy.

CLINICAL IMPLICATIONS
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The emerging data on GLP-1 receptor agonists and psoriatic disease present a compelling, albeit preliminary,
narrative. For clinicians managing patients with both type 2 diabetes or obesity and psoriasis, the potential for
a single agent to address multiple comorbidities is attractive. However, it is imperative to distinguish between
a beneficial side effect of a metabolic drug and a targeted disease-modifying therapy. Prescribing GLP-1 RAs
solely for psoriasis without a primary metabolic indication is not currently supported by robust evidence.

The pharmaceutical industry, particularly companies like Novo Nordisk and Eli Lilly with significant investments
in GLP-1 RA development, will undoubtedly be watching this space closely. Should dedicated trials
demonstrate efficacy in psoriatic disease, it could open a substantial new market, potentially positioning these
agents as an early-line therapy for a subset of patients, particularly those with metabolic syndrome. However,
the cost-effectiveness compared to established biologics for psoriasis would need careful consideration.

For patients, this represents a potential future avenue for treatment, especially for those struggling with the
dual burden of inflammatory skin disease and metabolic dysfunction. It offers a glimmer of hope for a more
holistic approach to their care. Yet, it is crucial that expectations are managed; the current evidence does not
warrant off-label prescribing for psoriasis alone. The call for well-designed, adequately powered clinical trials
is not merely academic; it is essential for informing evidence-based practice and ensuring patient safety and
optimal outcomes.
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