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Construction of the optimal administration plan of the antirheumatic Janus
kinase inhibitor in consideration of a biological clock
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We investigated influence of dosing-schedule on antirheumatic effects after
Tofacitinib (TOF) was given in mice. When TOF (30 mg/kg) was given once a day at 5:00 or 17:00, the
5:00-treated group inhibited 50% of articular increase compared with the control group in mice.
Whereas, inhibition rate of arthritis score in the 17:00-treated group remained in 16% relative to
the control group. Next, mice were given with one dose as the same amount (15 mg/kg), and TOF was
administered once a daily (15 mg/kg/day) at 5:00 or twice daily (30 mg/kg/day) at 5:00 and 17:00.
Arthritic depression effect in the once daily 5:00-treated group (15 mg/kg/day) was equivalent to
that in the twice daily group (30 mg/kg/day). These findings show that to treat TOF once a day

conﬁigering suitable dosing-time may improve RA symptoms compared with the current standard dosing
methods.
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