
Introduction

This position statement is based on currently available literature and 
opinions on the use of systemic agents, biologics, and apremilast for the 
treatment of psoriasis.  AllMed clients and peer reviewers can use this 
information when making decisions regarding the medical necessity of 
various treatment options. 
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Background

There are multiple options available for the treatment of psoriasis. These include 
phototherapy, conventional systemic treatments such as methotrexate, 
cyclosporine and acitretin, apremilast, and biologics. This paper provides insights 
into the advantages and potential limitations of each of these treatment options. 

Literature review

Phototherapy

Phototherapy is a category of treatments that includes PUVA, narrow and 
broadband UVB, and the Excimer laser. NB-UVB has become the most common 
form of light therapy because research has found it is safe and effective for the 
treatment of generalized psoriasis.1

Phototherapy offers a clear advantage. Unlike biologics and systemic treatments, it 
does not cause immunosuppression. Furthermore, to date, skin cancer risk has 
proven minimal. 

According to The Joint American Academy of Dermatology–National Psoriasis 
Foundation guidelines of care for the management and treatment of psoriasis with 
phototherapy:

“Multiple studies specifically assessing the carcinogenic potential of NB-UVB did not 
find an increased risk of skin cancer in treated patients” though “genital shielding is 
recommended in all patients during phototherapy sessions to reduce the risk of 
genital skin cancer.”2

For this reason, phototherapy is an appropriate first-line treatment modality for 
patients whose psoriasis is not adequately treated with topical agents alone.
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Conventional Systemic Agents

Methotrexate

Methotrexate has been used for over fifty years and is the most frequently prescribed conventional 
systemic agent used for the long-term treatment of psoriasis. It is a cost-effective option with an excellent 
safety profile for patients who do not have liver disease, are not pregnant and are not alcoholics. 
Documented liver disease, alcoholism and pregnancy are absolute contraindications to the use of 
methotrexate. Most patients with normal liver enzymes can receive a trial of methotrexate, including 
patients who drink alcohol, provided alcohol use is moderate or less. However, there is no published 
absolute cut off for alcohol intake. Obesity is not an absolute contraindication for the use of methotrexate, 
though close monitoring is advisable.3

In a meta-analysis published in 2017 that included both the traditional systemic treatments methotrexate 
and cyclosporine, ten biologics, apremilast, and several other agents, Sbidian et al. conclude:

“…methotrexate was associated with the best safety profile regarding all of the SAEs.”4

The effects of methotrexate on male fertility have been debated. Most studies do not show that male 
fertility is affected or that the birth defect rate is increased as a result of treatment with methotrexate. 
Although there is no demonstrated adverse long-term effects of male fertility, some research suggests that 
male patients who are trying to conceive may have oligospermia for up to three months after discontinuing 
methotrexate. Methotrexate is contraindicated in female patients actively trying to conceive or in those 
who are pregnant. It is not contraindicated in female patients of childbearing age, but female patients are 
advised to wait three months before trying to conceive.5

Cyclosporine

Cyclosporine is a safe and effective treatment for reducing severe psoriasis rapidly with few long-term side 
effects. In a 12-week trial examining the effects of cyclosporine in the treatment of severe psoriasis, 
Swimberghe et al. concluded:

“With adequate monitoring and patient adherence, cyclosporine treatment reduces the severity of severe 
psoriasis, improves quality of life, and is appropriately tolerated; leading to high patient satisfaction.”[6]

There is evidence that long-term therapy with cyclosporine can result in renal damage and hypertension. 
However, cyclosporine can result in clinical remission in a large proportion of psoriasis patients. As a result, 
cyclosporine is a reasonable option for patients who have not previously failed this treatment.

Cyclosporine is a pregnancy category B medication, though some studies suggest that use during pregnancy 
can result in low birth weight infants.

Acitretin

Acitretin has the lowest efficacy of the three commonly used systemic agents. It is a pregnancy Category X 
medication, and cannot be used by women of childbearing potential, as it can take up to three years to 
eliminate this medication from adipose tissue. However, in appropriately selected patients without hepatic 
abnormalities or risk factors, acitretin can result in significant improvement in psoriasis, particularly when 
combined with phototherapy.5
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Biologics

Multiple biologics are currently FDA-approved for the treatment of psoriasis, and more are in the pipeline.

A recent review of biologic agents approved since 2017, including Brodalumab, Rønholt et al. concluded:

“Most results on the latest biologics developed for psoriasis are based on randomized studies with placebo 
as the control arm, whereas only a few head-to-head studies have been completed. Also, there is a need for 
data on long-term efficacy and safety that cannot be generated from the relative short-term clinical trials 
required for drug approval.”8

In addition, Sbidian et al. observed in a recent meta-analysis spanning both conventional systemic 
treatments and new biologics:

“Considering both efficacy (PASI 90 outcome) and acceptability (SAEs outcome), highly effective treatments 
also had more SAEs compared to the other treatments.”4

Furthermore, the Joint AAD-NPF guidelines of care for the management and treatment of psoriasis with 
biologics states:

“Significant knowledge regarding psoriasis and advancement in psoriasis treatment have been gained over 
the past 30 years. Despite this, in review of the currently available highest level of evidence, the expert WG 
acknowledges that much has yet to be learned. The advent of new medications with unique mechanisms of 
action affords significant opportunities for better disease control with minimal toxicity. Nevertheless, there 
is still limited evidence regarding long term-adverse events, impacts on future comorbidities, pediatric 
treatment, pregnancy and lactation, and treatment combination for many of the newer biologic agents.”7

Overall, the American Academy of Dermatology Guidelines do not recommend one biologic over another, 
as each of these has a unique risk/benefit profile. Newer agents have limited data to support their long-
term safety and efficacy, and many have additional risks and potential side-effects that must be weighed 
against their short-term efficacy.7

Apremilast

Apremilast is a phosphodiesterase-4 (PDE4) inhibitor, and though it is frequently grouped with biologics, it is 
considered to be a small molecule rather than a biologic. Unlike biologics, it appears to have minimal 
immunosuppressant activity, though intolerable gastrointestinal side-effects present a clear disadvantage 
for many patients.[9]

Overall, apremilast does not offer a treatment advantage for most patients.  Most studies demonstrate that 
it has lower efficacy than most biologics, and it is significantly more expensive than traditional agents such 
as methotrexate.

In fact, in a study comparing the efficacy and cost of apremilast versus methotrexate, published by 
Armstrong et al. in the Journal of the American Academy of Dermatology, the authors conclude:

“There was no statistical evidence of greater efficacy for apremilast versus methotrexate. The $187,888 
incremental cost per PASI 75 may exceed what payers are willing to pay”.
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Summary

In summary, phototherapy and conventional systemic treatments have a proven track record of safety and 
efficacy in appropriately selected patients without contraindications. These are cost-effective first-line 
treatment choices for patients who have failed to respond to topical treatments and require more 
aggressive therapy.

Multiple biologics are currently FDA-approved for the treatment of psoriasis, and more are in the pipeline. 
Newer agents have limited long-term data to support their safety and efficacy, and many have additional 
risks and potential side-effects that must be weighed against their short-term efficacy. The American 
Academy of Dermatology Guidelines do not recommend one biologic over another, as each of these has a 
unique risk/benefit profile.

Apremilast, a small molecule phosphodiesterase-4 (PDE4) inhibitor generally grouped with the biologics, 
offers an additional treatment option for patients with psoriasis. Although safe and efficacious, this more 
costly treatment does not offer any clear advantage over either conventional systemic treatments or 
biologics for the majority of patients.
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