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Prolonged treatment with Tadekinig alfa in 
adult-onset Still’s disease

Adult-onset Still’s disease (AOSD) is a rare systemic autoin-
flammatory disease, the treatment of which is still not well 
defined. Biological disease modifying antirheumatic drugs 
(bDMARDs), including interleukin (IL)-1 and IL-6 antago-
nists are used empirically in patients refractory to conven-
tional DMARDs.1 This 12-week open-label clinical trial with 
Tadekinig (recombinant IL-18 binding protein, IL-18BP) 
showed promising results.2 Herein, we report two patients 
with AOSD treated successfully with Tadekinig during 
several months.

Case 1. A 50-year-old patient was diagnosed with AOSD 
in August 2014 when presenting with arthritis, recurrent 
fever episodes, sore throat and skin rash. C reactive protein 
(CRP, 22.9 mg/dL) and ferritin (3568 ng/mL) levels were 
markedly elevated. Since the initial treatment with predniso-
lone starting with 100 mg/day and oral methotrexate (MTX) 
15 mg/week was insufficient, anakinra was started with 100 
mg sc/day and MTX dose was augmented to 25 mg sc/week. 
High disease activity persisted and prednisolone tapering 
below 15 mg/day was impossible. As a side effect of the long-
term high-dose prednisolone therapy, the patient developed 
a type 2 diabetes. In June 2015, the patient was recruited 
in a clinical trial to receive Tadekinig 80 mg sc three times 
weekly, which was subsequently increased to 160 mg three 
times weekly. The patient experienced a rapid decrease of 
disease activity accompanied by a marked decrease of CRP 
levels to 0.3–1.0 mg/dL (normal:<0.5 mg/dL), and ferritin 

between 300 and 450 ng/mL (normal:<400 ng/mL). No side 
effects, except for one upper airway infection, occurred. The 
daily dose of prednisolone decreased to 8.75 mg/day at the 
end of the study in November 2015. After completing the 
trial, Tadekinig was provided by the company as compas-
sionate use for the patient until May 2017. During this time, 
AOSD was in sustained clinical remission and the predniso-
lone dose could be tapered to <5 mg/day. Since May 2017, 
the patient receives MTX (25 mg sc/week) in combination 
with prednisone 4.5 mg/day. and is in clinical remission up 
to July 2018.

Case 2. A 49-year-old obese patient with a history of type 
2 diabetes was diagnosed with AOSD in April 2015 when 
presenting with arthritis, fever, sore throat and skin rash. The 
serum levels of CRP (114 mg/dL) and ferritin (9653 ng/mL) 
were elevated. Prednisone starting at 60 mg/day in combi-
nation with MTX 15 mg sc/week was insufficient to control 
his condition. In July 2016, Tadekinig 160 mg sc three times 
weekly was started in combination with prednisone 20 mg/
day and MTX 15 mg sc/week. Elevated serum levels of free 
IL-18 during the course of AOSD decreased to almost unde-
tectable levels 2 hours after the first Tadekinig injection and 
remained low up to 48 hours thereafter (figure 1A). The 
clinical manifestations as well as the laboratory test abnor-
malities (figure 1B) resolved rapidly. The clinical response 
was maintained but prednisone could not be tapered below 5 
mg/day. In May 2017, due to limited drug availability, Tade-
kinig had to be discontinued and was replaced by canaki-
numab 150 mg sc/month. The patient experienced disease 
flares at each attempt to taper prednisone dosage. Currently, 
his disease is controlled with a combination of canakinumab, 
leflunomide and prednisone 15 mg/day.

IL-18 is a member of the IL-1 family, the activity of which 
is controlled by its natural inhibitor IL-18BP that inac-
tivates IL-18 by forming high affinity complexes.3 Thus, 
free unbound IL-18 represents the only bioactive form of 
IL-18 and is detected in the serum of patients with AOSD.4 
Accordingly, the administration of Tadekinig was associated 
with a marked decrease in circulating levels of free IL-18 
and improvement of disease manifestations, thus providing 
a strong rational for the mechanism of action of Tadekinig 
in AOSD.
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Figure 1 Evolution of biomarkers before and after Tadekinig 
administration. Free IL-18 levels were measured at different time points 
during the course of the disease. On the first Tadekinig injection (arrow), 
free IL-18 levels dropped to almost undetectable levels within 2 hours 
(magnified picture) and remained low (A). Evolution of CRP, ferritin 
and haemoglobin levels before and after Tadekinig therapy (B). CRP, C 
reactive protein; IL, interleukin.
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