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E D I T O R I A L

Adult-onset Still’s disease: 
autoinflammation beyond fever

P.L.A. van Daele

In the current issue of the journal, Wang et al. present 
a patient with adult-onset Still’s disease suffering from 
macrophage activation syndrome (MAS) with pulmonary 
involvement. 
Adult-onset Still’s disease is a rare acquired 
autoinflammatory disorder with similar presentation to 
the present-day systemic juvenile idiopathic arthritis (sJIA). 
Some regard it a continuum of a single disease entity.1 
The frequently-used term ‘periodic fever syndrome’ is not 
justified as fever and is not always part of the presentation. 
Incidence is approximately 0.16 per 100,000 individuals 
with an equal distribution between men and women.2 
The clinical course can be divided in a mono-phasic, 
intermittent and chronic disease pattern and severity 
is variable. Skin and joint disease, lymphadenopathy 
and spleen and liver involvement are common. MAS is 
regarded the most serious presentation with high mortality 
despite treatment.3 Markedly elevated ferritin levels are 
often a clue to diagnosis.4

Treatment is aimed at inhibiting pro-inflammatory signs 
and symptoms, and thereby preventing organ damage 
and life-threating complications. Yet, optimal treatment 
for this disease remains to be elucidated as large clinical 
trials are lacking. For mild disease with mainly joint 
involvement, nonsteroidal anti-inflammatory drugs 
(NSAIDs) are prescribed. Corticosteroids are given to 
patients with more aggressive disease. In severe refractory 
disease, it has been common use to start treatment with 
disease-modifying antirheumatic drugs (DMARDs).5

Wang et al. successfully treated the patient with 
cyclophosphamide after corticosteroids alone failed to 
control disease activity. She fully recovered. In their 
discussion, they suggest that blocking pro-inflammatory 
cytokines would have been an attractive treatment option 
for this patient; pro-inflammatory cytokines such as IL-1, 
IL-6 and IL-18 play a prominent role in the pathogenesis 
of sJIA and adult-onset Still’s disease, and high-dose 
corticosteroids and cyclophosphamide have considerable 
side effects, especially in young patients.6

Biologicals blocking IL-1 and IL-6 are available and studies 
have demonstrated very effective control of disease activity 
with acceptable side effects.7,8 Also recently, a study has 

been published showing the effect of blocking IL-18.9 
Perhaps in the near future, there may also be a role for 
blocking interferon gamma.10

There is discussion whether cytokine blocking should be 
administered earlier in the disease process to avoid side 
effects of other drugs such as high-dose corticosteroids. 
Unfortunately, medication costs still hamper this. 
In addition, quality of life during and after treatment 
should equally be weighed while deciding what treatment 
is best for patients.
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