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was first approved in 2005 as second line therapy for
rheumatoid arthritis (RA). In 2009, three anti-tumor necrosis
factor (anti-TNF) agents were approved in the market: three
anti-TNF agents, infliximab, adalimumab, and golimumab,
are now available for the treatment of RA. Infliximab has

been used as a first line anti-TNF drug and has been shown
to be effective for active RA. Several placebo-controlled
clinical trials have shown that adalimumab also has an

additional effect in controlling symptoms of RA. Golimumab,
which is a fully humanized anti-TNF antibody, has been

reported to have a rapid onset of action and is efficacious
for active RA. Since all three anti-TNF agents have been
approved as a second-line drug for the treatment of RA,
earlier use of these agents in combination with disease-

modifying anti-rheumatic drugs (DMARDs), such as
methotrexate (MTX), has been proposed. The results of

multicenter studies have shown that the efficacy and safety
of combination therapy with MTX and anti-TNF agents are

significantly superior to those of monotherapy with anti-TNF
agents. However, although these drugs are now available in

the market, their long-term safety remains to be
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