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dermatitis: methotrexate vs. azathioprine
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This issue of the BJD includes the important paper by Gerbens

et al., ‘Methotrexate and azathioprine for severe atopic der-

matitis: a 5-year follow-up study of a randomized controlled

trial’, providing first answers on the efficacy and safety of

these commonly used drugs for long-term treatment of severe

atopic dermatitis (AD).1

As many as 5–10% of adults suffer from AD, which implies

the largest global burden of disability due to skin disease.2

Systemic treatments are frequently needed for individuals with

severe AD; until recently, only one oral drug was approved

for AD although several oral treatments are used off label.3

New treatments are eagerly anticipated and it is therefore

essential to gain evidence on all currently used systemic treat-

ments for AD.4,5 It is astonishing that no long-term study of

oral AD treatment has been performed until now.

The Dutch study was an open-label follow-up of a clinical

trial on the treatment of AD with methotrexate (MTX) vs. aza-

thioprine (AZA). In total, the study covers a period of 5 years

in adult patients with moderate-to-severe AD; 43 patients

were included in the study. The dosing of the study drug,

either AZA or MTX, could be adjusted, therapy could be

switched and additional treatments could be added. Follow-up

was every 3 months; clinical signs, symptoms, quality of life,

long-term control and adverse events were assessed.

Gerbens et al.1 showed that both MTX and AZA seemed to

be effective; the mean absolute reduction in total SCORAD

(SCORing of Atopic Dermatitis) was 32�1 in both groups.

Both MTX and AZA seemed to be safe for the long-term treat-

ment of AD. The most common adverse events were mild-to-

moderate infections. Other mild-to-moderate adverse events

probably related to the study medication were ‘hepatobiliary’

and ‘gastrointestinal disorders’ for MTX, and ‘blood and lym-

phatic system disorders’ for AZA. Three serious adverse events

possibly related to the study medications were registered.

This study has the strength of being a well-performed lon-

gitudinal study: efficacy, safety and tolerability were all

assessed using relevant outcome measures regularly.6 Choosing

a head-to-head design was beneficial for comparing the effect

of the two drugs. However, the interpretation of the effective-

ness requires caution, as participants were able to change

medication, which might have confounded the results. Fur-

thermore, unknown adverse events cannot be excluded as the

study involved relatively small numbers.7,8 Indeed, only 35 of

43 originally included patients participated, of whom 27 com-

pleted follow-up. Survival in both groups was low after

5 years (MTX n = 5, AZA n = 1), and some patients discon-

tinued due to controlled AD. Thus, it is essential that the

results of this study are confirmed in larger future trials.

The findings of this study are of high importance for both

clinical management and decision-makers. Until now there

was a knowledge gap regarding the effect of treatment with

MTX and AZA for a period of several years on the clinical

course of severe AD and potential adverse events. As the study

provides data for up to 5 years, the effect of long-term treat-

ment could be explored in detail for the first time in an adult

population. Furthermore, this study is the longest pragmatic

study ever performed on this topic, and investigated two

important drugs that are frequently prescribed for this indica-

tion. Based on this study, both MTX and AZA seem to be

treatment options for patients with moderate-to-severe AD for

up to 5 years. However, few patients in both groups remained

on their originally allocated drug at the study end. This high-

lights the urgent need for effective long-term regimens of cur-

rently used drugs as well as new drugs. Informed decisions

for individualized treatment need evidence on the long-term

effect and safety profile of drugs.

The results of the current study stress the importance of

more well-designed studies with long-term follow-up to ade-

quately address public health problems. However, these stud-

ies are difficult to carry out and expensive, and may be hard

to fund. Therefore, the Dutch study, which overcame these
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challenges, is a highly valuable step to answer several impor-

tant questions that otherwise would remain unsolved.1 Thank

you and congratulations to our determined Dutch colleagues!
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Evidence for improving the therapeutic
response to ixekizumab: more than just
a statistic
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The availability of biotechnological drugs, increasingly tar-

geted to pivotal mediators of pathogenesis of psoriasis, has

significantly improved the therapeutic perspectives as well as

the quality of life of patients with psoriasis. The use of this

class of molecules for more than a decade allows them to be

considered safe, even in long-term, continuous treatment.

Sekukinumab, ixekizumab and brodalumab, monoclonal anti-

bodies that selectively target the effect of a crucial mediator in

the psoriasis pathomechanism like interleukin-17, are the latest

option in the treatment of this disease, providing excellent

clinical results.1

However, some unmet medical needs remain, even after

the introduction of biologics. First of all is the possible grad-

ual loss of efficacy over time, which is the main reason for

treatment discontinuation.2 This undoubtedly represents a lim-

itation in the treatment of a chronic disease like psoriasis,

which requires an effective long-term therapy. Moreover,

despite the remarkable therapeutic results achieved with bio-

logics, a certain proportion of patients are poorly or only par-

tially responsive to treatment. This can be explained by the

extreme complexity of the pathways underlying psoriasis.

Thus, drugs that selectively inhibit individual therapeutic tar-

gets in some cases may be scarcely effective in suppressing the

inflammatory mechanism leading to psoriasis. An immunolog-

ical re-orchestration induced by biologic therapy has also been

hypothesized.3 It has been well established that adjustment of

biologic dosage and regimen may restore clinical response

and/or improve clinical outcome in patients scarcely respon-

sive to conventional treatment schemes.4

The current issue of the BJD reports an enlightening multi-

centre, randomized, phase III trial with the aim to evaluate

the long-term efficacy and safety of an increased dose fre-

quency of ixekizumab in the treatment of moderate-to-severe

plaque psoriasis.5 In particular, the authors compared an

80 mg every 2-week dosing (Q2W) beyond the first

12 weeks with the current recommended label dose (80 mg

every 4 weeks, Q4W). A further group provided for a dose

adjustment from 4-week to 2-week administration, based on

therapeutic response (Q4W/Q2W dose adjustment). The large

size of this study, which included 1227 patients, and its long-

term duration represent two notable strengths.

At study completion, high levels of clinical response were

achieved and maintained through 52 weeks in all dose

groups, but Q2W dosing provided significantly higher

response rates than Q4W in terms of both static patient global

assessment (sPGA) and Psoriasis Area and Severity Index

(PASI) scores. Of note, the occurrence of treatment-emergent

adverse events was similar across all three groups. Due to the

high rate of responders among the study patients, the authors

could not draw statistically reliable conclusions on the benefit

of the Q4W/Q2W dose adjustment.

Finding that the increase in dosing frequency significantly

improves ixekizumab efficacy without affecting the safety pro-

file of the treatment provides evidence for strengthening its

therapeutic potential. This property brings further benefits in

the clinical setting. In fact, it may increase the drug retention

rate and reduce both biologic switching and multidrug combi-

nations, especially with conventional drugs, where low safety

profile in prolonged use is well known.
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