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TNF« (tumor necrosis factor-alpha) plays a critical role in the pathogenesis of inflammatory diseases including
rheumatoid arthritis and Crohn’s disease. Infliximab is a monoclonal antibody that recognizes human TNFa. Clinical
trials have been persuasive that infliximab is effective and far superior to the conventional drug therapy in various inflam-
matory diseases. Combination of infliximab plus methotrexate is effective in patients with active rheumatoid arthritis
who have not responded adequately to traditional disease-modifying anti-rheumatic drugs, and has produced significant
improvement in clinical, radiographic, and functional outcomes. Infliximab is also an important treatment option in
patients with active Crohn’s disease who have not responded to conventional therapy and in those with this disease who
have fistulae. Moreover, infliximab treatment has resulted in effective suppression of ankylosing spondylitis, psoriasis
and ocular inflammation in patients with refractory uveoretinitis due to Behget’s disease. Thus, biologics targeting
TNFa have revolutionized the therapy of inflammatory diseases. Here, the current status of clinical application of anti-
TNFa biologics is reviewed by describing the clinical outcome of infliximab and future prospects of biologics are dis-
cussed.
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Fig. 1. Mode of Action of Infliximab
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Table 1. The Anti-TNF Trial in Rheumatoid Arthritis with Concomitant Therapy
(ATTRACT) —Percentage of Patients who Achieved an ACR Response at Weeks
30 and 54—
Infliximab+MTX
Response Placebo
p +MTX 3mg/kg* 3mg/kg* 10mg/kg* 10mg/kg*
every 8 wks every 4 wks every 8 wks every 4 wks
No. of patients 88 86 86 87 81
ACR20
at 30 wk 20(%) 50 50 52 58
at 54 wk 17 42 48 59 59
ACRS50
at 30 wk 5 27 29 31 26
at 54 wk 8 21 34 39 38
ACR70
at 30 wk 0 8 11 18 11
at 54 wk 2 10 17 25 19
* p<0.05 for each outcome vs. placebo. Modified and adopted.>*
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Fig. 2. Effect of 54 weeks of Infliximab Treatment on Joint
Damage in Rheumatoid Arthritis Patients
Joint damage was assessed radiographically. MTX: methotrexate, JSN:
joint space narrowing. **p<0.01 vs. placebo. Modified and adopted.¥
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Fig. 3. Pathophysiological Role of TNF« in the Joint Dis-
eases
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Table 2. Post Marketing Surveillance of the Safety Profile of Infliximab
B EE K S 1-5000 1-1000 1001-2000  2001-3000  3001-4000  4001-5000
FEATIE B 4K 5000 1000 1000 1000 1000 1000
FEEIEH

A B 1 M & 108(2.2%) 30 14 22 12 30
Za—EIATF AR DEEN 22(0.4%) 6 1 3 6 6
filitz 14(0.3%) 6 2
e B 1 it ¢ 25(0.5%) 8 2 6
Infusion reaction 484(9.7%) 105 119 99 80 81
Serious infusion reaction 24(0.5%) 7 8 3 3 3

The incidence of the important adverse drug reactions is shown. Modified and adopted.”
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Table 3. Biologics Approved for the Treatment of Rheuma-
toid Arthritis in Japan
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Fig. 4. Future Prospects of Therapeutic Application of Bio-
logics
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