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Letters to the Editor
Successful treatment with 
tocilizumab in a patient with 
refractory adult-onset Still’s 
disease (AOSD)

Sirs,
Over the past several years, there have been 
published reports of cases that were success-
fully treated with TNF blockers in AODS 
refractory to conventional DMARDs (1). 
However, some AOSD patients discontin-
ued the treatments with anti-TNF blockers 
because of the inefficacy (2).
The patient was a 49-year-old woman who 
was diagnosed at the age 38 with AOSD. 
The patient presented with spiking fever, a 
salmon-pink rash over her entire body and 
arthralgia at 38 years of age. She was di-
agnosed as having AOSD and treated with 
steroid therapy. High fever and skin rash 
were improved by this high-dose steroid 
therapy. She was treated with steroids and 
several DMARDs (MTX, sulfasalazine, 
bucillamine, leflunomide) over a period of 5 
years, but she continued to exhibit sustained 
disease with flares requiring moderate doses 
of steroids. At the age of 43, she was treated 
with infliximab (3mg/kg). However, no ef-
fect of infliximab on the arthritis was ob-
served and the administration was discontin-
ued. At the age of 46, etanercept (25mg sc, 
twice a week) was started. While improve-
ment of the arthritis was observed, the ef-
fect of etanercept was transient. Six months 
after the start of entanercept, she continued 
to have active arthritis, therefore, the etaner-
cept was discontinued. In June 2008, she 
was admitted to the Nagasaki Medical Cent-
er for tocilizumab administration; laboratory 
examinations revealed increased levels of 
CRP (2.41mg/dl, normal range <0.3mg/dl), 
ESR (30mm/hr, normal range <8mm/hr). 
Informed consent was obtained from the pa-
tient and the ethics committee of Nagasaki 
Medical Center approved the use of tocili-
zumab for the patient. Tocilizumab therapy 
(8mg/kg, ever 4 weeks) was started on June 
27, 2008. An impressive improvement of the 
arthritis occurred during the first 2 weeks of 
treatment and the patient’s CRP levels and 
ESR were normalised within a week. Serum 
levels of cytokines were measured before 
and after (4 weeks) tocilizumab treatments 
(Table I). Serum IL-6 markedly elevated af-
ter tocilizumab treatment. It is likely that free 
serum IL-6 increased because IL-6R-medi-
ated consumption of IL-6 was inhibited by 
tocilizumab as reported previously (3). Af-
ter 6 months durations of tocilizumab treat-
ments, complete halting of the radiographic 
progression was observed in intercarpal and 
radiocarpal joints (Fig. 1A, 1B).
To protect the joint from inflammatory de-
struction, the use of biological-response 
modifiers may also be appropriate in patients 
with AOSD. It has been reported that some 

AOSD patients receiving TNF-α blockers 
were responsive to treatment, others have 
discontinued treatment and some have expe-
rienced disease flares (2). Recently, admin-
istration of tocilizumab resulted in a marked 
decrease of the disease activity in AOSD that 
was refractory to DMARDs and steroid (4-
6). In this report, we demonstrated that IL-6 
blockade using tocilizumab not only amel-
iorated the elevated levels of inflammatory 
arthritis signs, but also reversed the progres-
sive joint destruction of AOSD. Tocilizu-
mab monotherapy has been shown to reduce 
radiographic joint damage in RA patients 
(7). It has been reported that cyclosporine 
and plasmapheresis were effective for a 
case with hemophagocytic syndrome com-
plicated with AOSD (8). More recently, 

Matsumoto et al. reported a patient with 
cyclosporine-resistant AOSD complicated 
by hemophagocytic syndrome, success-
fully managed with tocilizumab (9). Also, 
IL-1 receptor antagonist (anakinra) has been 
shown to be effective in AOSD patients with 
severe joint involvement (10. 12). However, 
it should be taken into account that severe 
systemic inflammatory response syndrome 
could be rarely occurred in AOSD patients 
receiving anakinra treatment (13).
In conclusion, we report a case of treatment-
resistant AOSD, in which tocilizumab was 
very effective for progressive joint damage, 
as well as chronic inflammation. This case 
suggests that tocilizumab is an effective 
treatment in AOSD patients with progres-
sive joint destruction. 

Table I. Serum levels of cytokines during tocilzumab treatment.

Variables Before treatment After treatment Normal range Unit
 (4 weeks)

TNF-α 1.3 1.0 <5 pg/ml
IL-1β ND ND <10 pg/ml
IL-6 36.8 81.8 <4.0 pg/ml

ND: not detected.

Fig. 1. There is large 
erosion at the distal of 
lt radius in addition to 
the ankylosis of the 
carpal bones. Also, 
cystic lesions in the rt 
carpal bones are noted 
(Fig. 1A). The sizes 
of these cystic lesions 
(bone erosions) were 
decreased during 6 
months of tocilizumab 
treatments (Fig. 1B). 
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