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Psoriasis, a chronic inflammatory skin condition, presents a persistent challenge for clinicians due to its 

complex pathophysiology and impact on patient quality of life. Traditional systemic therapies often carry broad 

immunosuppressive effects and significant side effect profiles. The advent of biologic agents has provided a 

more precise therapeutic approach, directly addressing key inflammatory mediators involved in the disease.

K E Y  TA K E AWAY S

º The Pivot: Biologics offer targeted immunomodulation, moving beyond broad immunosuppression.

º The Data: Clinical trials consistently demonstrate high rates of Psoriasis Area and Severity Index (PASI) 

75, 90, and 100 responses with various biologic agents.

º The Action: Clinicians should consider biologics for moderate to severe psoriasis, particularly in patients 

who have failed or are intolerant to conventional systemic therapies.

Psoriasis is driven by dysregulation of the immune system, primarily involving T helper 1 (Th1), Th17, and Th22 

pathways.1 This understanding has been foundational in the development of biologic therapies, which are designed to 

selectively inhibit specific cytokines or cell surface receptors.2 Prior to biologics, treatment options for moderate to 

severe psoriasis included phototherapy, methotrexate, cyclosporine, and acitretin. While effective for some, these agents 

are associated with systemic toxicities, requiring careful monitoring of hepatic, renal, and haematological parameters.3 

Psoriasis affects approximately 2-3% of the global population, with varying prevalence across different ethnic groups. 

The disease manifests as chronic inflammation of the skin, characterized by erythematous plaques with silvery scales, 

often accompanied by pruritus. Beyond the visible skin manifestations, psoriasis is a systemic inflammatory disease 

associated with several comorbidities, including psoriatic arthritis, cardiovascular disease, metabolic syndrome, and 

depression. The significant impact on quality of life underscores the need for effective and well-tolerated treatment 

strategies. Traditional systemic therapies, while offering some relief, often present a challenging risk-benefit profile for 

long-term management due to their broad immunosuppressive effects and potential for organ toxicity.

Mechanisms of Action and Clinical Efficacy
Biologic agents for psoriasis primarily target tumour necrosis factor-alpha (TNF-±), interleukin-17 (IL-17), or 

interleukin-23 (IL-23).4 TNF-± inhibitors, such as adalimumab, etanercept, infliximab, and certolizumab pegol, were 

among the first biologics approved for psoriasis.5 Clinical trials have consistently shown that these agents achieve 

significant reductions in disease severity. For instance, in a pooled analysis of two pivotal trials, adalimumab 

demonstrated a PASI 75 response rate of 71% at week 16.6 These trials typically involved adult patients with moderate 
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to severe chronic plaque psoriasis, defined by a Psoriasis Area and Severity Index (PASI) score of at least 12, a Body 

Surface Area (BSA) involvement of at least 10%, and a Physician's Global Assessment (PGA) score of at least 3. 

Patients were often randomized to receive the biologic agent, placebo, or an active comparator, with efficacy assessed 

using standardized metrics like PASI 75, PASI 90, and PASI 100 response rates, which represent 75%, 90%, and 100% 

improvement from baseline PASI, respectively.

Subsequent developments led to the introduction of IL-17 inhibitors (e.g., secukinumab, ixekizumab, brodalumab) and 

IL-23 inhibitors (e.g., ustekinumab, guselkumab, risankizumab, tildrakizumab).7 These classes often exhibit even higher 

efficacy rates. For example, secukinumab achieved PASI 90 response rates of 79.0% and 76.4% at week 16 in two 

phase 3 trials, ERASURE and FIXTURE, respectively.8 Ixekizumab has shown PASI 90 response rates exceeding 70% 

by week 12 in multiple studies.9 IL-23 inhibitors, designed for less frequent dosing, have also demonstrated superior 

efficacy compared to TNF-± inhibitors in head-to-head trials. Guselkumab, for instance, achieved a PASI 90 response 

rate of 73.3% at week 16, compared to 49.7% for adalimumab, in the VOYAGE 1 study (p < 0.001).10 The targeted 

nature of these newer biologics allows for more precise interruption of specific inflammatory pathways implicated in 

psoriasis pathogenesis, potentially leading to improved efficacy and a more favorable safety profile compared to broader 

immunosuppressants. The IL-23 pathway, in particular, is upstream of the IL-17 pathway, and its inhibition can lead 

to a sustained reduction in IL-17 production, contributing to the observed long-term efficacy and less frequent dosing 

schedules.

The safety profiles of biologics are generally favourable, though they carry risks of infection, particularly upper 

respiratory tract infections, and potential for injection site reactions.11 Specific risks vary by class; TNF-± inhibitors 

are associated with a slightly increased risk of tuberculosis reactivation, while IL-17 inhibitors may be linked to 

candidiasis.12 Long-term data continue to accrue, supporting the sustained efficacy and acceptable safety of these agents 

over several years.13 Patients receiving biologics undergo regular monitoring for adverse events, including screening 

for latent tuberculosis before initiating TNF-± inhibitors. The overall benefit-risk assessment for biologics in moderate 

to severe psoriasis generally favors their use, especially in patients who have failed or are intolerant to conventional 

systemic therapies.

Despite their benefits, biologics are not universally effective, and a proportion of patients may experience primary 

or secondary treatment failure.14 Factors influencing response include disease severity, previous treatment history, 

and genetic predispositions.15 The high cost of biologic therapies also remains a significant consideration, impacting 

access and healthcare resource allocation.16 Furthermore, the long-term implications of sustained immune modulation, 

particularly regarding malignancy risk, require ongoing surveillance and research. While current data do not indicate 

a significant increase in overall malignancy risk with most biologics, specific concerns, such as non-melanoma skin 

cancer, warrant continued monitoring. The development of biosimilars offers a potential avenue to address the cost 

barrier, increasing patient access to these effective treatments. However, challenges remain in ensuring interchangeability 

and patient confidence in biosimilar products. Future research focuses on identifying biomarkers to predict treatment 

response, optimizing treatment sequencing, and developing novel therapies for non-responders.

For a comprehensive overview of dermatological conditions, including advanced management strategies and emerging 

therapies, consult the Oxford Handbook of Medical Dermatology.
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CLINICAL IMPLICATIONS

The continued expansion of biologic options for psoriasis has fundamentally altered the treatment landscape, 

moving away from a 'one-size-fits-all' approach. Clinicians now have a broader armamentarium, allowing for 

more tailored therapy based on individual patient characteristics, comorbidities, and treatment goals. The 

impressive PASI 90 and PASI 100 response rates observed with newer IL-17 and IL-23 inhibitors mean 

that achieving near-complete skin clearance is now a realistic expectation for many patients, a significant 

improvement over outcomes seen with conventional systemic agents.

However, the increasing number of available biologics also introduces complexity in treatment sequencing 

and selection. While head-to-head trials provide valuable comparative efficacy data, real-world prescribing 

decisions must also weigh factors such as dosing frequency, administration route, and specific safety concerns 

for each patient. The cost remains a substantial barrier; biosimilars are beginning to offer some relief, but 

access to these highly effective treatments is still uneven globally. Payers and healthcare systems face ongoing 

pressure to balance clinical benefit with economic sustainability.

For patients, the impact is profound. Beyond skin clearance, biologics often lead to significant improvements in 

quality of life, reducing the psychological burden and physical discomfort associated with severe psoriasis. The 

shift towards targeted therapies has also generally improved the tolerability profile compared to older systemic 

drugs, allowing for better long-term adherence. The challenge for the industry will be to continue innovating 

while also addressing affordability and ensuring equitable access to these transformative treatments.

EDITORIAL & AI STANDARDS
AI tools are used solely to structure and summarise evidence from peer-reviewed primary sources. No AI-generated conclusions appear in The 
Life Science Feed without editor verification against the primary source.
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