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Biologic Therapies in the Treatment of Rheumatoid Arthritis

Guidelines on the use of anti-TNF therapy in RA

BSR guidelines “Update on the British Society for Rheumatology guidelines for prescribing TNF blockers in adults with Rheumatoid Arthritis (update of previous guidelines of April 2001)”


http://rheumatology.oupjournals.org/cgi/content/full/44/2/157/
NICE guidance – “Rheumatoid arthritis - etanercept and infliximab (No. 36)”

http://www.nice.org.uk/page.aspx?o=35993
Updated NICE guidance (TA 130 – RA: adalimumab, etanercept and infliximab

http://www.nice.org.uk/nicemedia/pdf/TA130guidance.doc
SMC guidance on adalimumab therapy in RA

http://www.scottishmedicines.org/updocs/Adalimumab%20(Humira).pdf
British Thoracic Society Standards of Care committee. BTS recommendations for assessing risk and for managing Mycobacterium tuberculosis infection and disease in patients due to start anti-TNF treatment. Thorax 2005 60:800-805 

Efficacy of anti-TNF therapy in established RA – key trials

ATTRACT 1 year follow up

Lipsky PE, van der Heijde DM, St Clair EW et al. Infliximab and methotrexate in the treatment of rheumatoid arthritis. Anti-Tumor Necrosis Factor Trial in Rheumatoid Arthritis with Concomitant Therapy Study Group. N Engl J Med 2000;343:1594–602.

http://rheumatology.oxfordjournals.org/cgi/ijlink?linkType=ABST&journalCode=nejm&resid=343/22/1594
The “original” anti-TNF trial showing efficacy of infliximab/MTX therapy in MTX non-responders.

Etanercept monotherapy

Moreland LW, Schiff MH, Baumgartner SW et al. Etanercept therapy in rheumatoid arthritis. A randomized, controlled trial. Ann Intern Med 1999;130:478–86.

http://rheumatology.oxfordjournals.org/cgi/ijlink?linkType=ABST&journalCode=annintmed&resid=130/6/478
In established RA etanercept monotherapy is effective

Etanercept/MTX combination therapy

Weinblatt ME, Kremer JM, Bankhurst AD et al. A trial of etanercept, a recombinant tumor necrosis factor receptor:Fc fusion protein, in patients with rheumatoid arthritis receiving methotrexate. N Engl J Med 1999;340:253–9.

http://rheumatology.oxfordjournals.org/cgi/ijlink?linkType=ABST&journalCode=nejm&resid=340/4/253
Etanercept/MTX combination is effective in MTX non-responders

TEMPO

Klareskog L, van der Heijde D, de Jager JP et al. Therapeutic effect of the combination of etanercept and methotrexate compared with each treatment alone in patients with rheumatoid arthritis: double-blind randomised controlled trial. Lancet 2004;363:675–81.

http://rheumatology.oxfordjournals.org/cgi/external_ref?access_num=15001324&link_type=MED
Etanercept/MTX is superior to monotherapy (MTX or etanercept); substantially reduces of radiographic progression with etanercept/MTX therapy.

ARMADA

Weinblatt ME, Keystone EC, Furst DE et al. Adalimumab, a fully human anti-tumor necrosis factor alpha monoclonal antibody, for the treatment of rheumatoid arthritis in patients taking concomitant methotrexate: the ARMADA trial. Arthritis Rheum 2003;48:35–45.

http://rheumatology.oxfordjournals.org/cgi/external_ref?access_num=12528101&link_type=MED
Adalimumab/MTX combination is effective in MTX non-responders

Keystone E, Kavanaugh A, Sharp J, et al. Radiographic, clinical and functional outcomes of treatment with adalimumab ( a Human anti-TNF monoclonal antibody) in patients with active RA receiving concomitant methotrexate therapy. Arthritis & Rheumatism 2004 50: 1400-1411

Elimination of radiographic progression with adalimumab/MTX combination therapy

Anti-TNF therapy in early RA

ERA trial

Bathon JM, Martin RW, Fleischmann RM et al. A comparison of etanercept and methotrexate in patients with early rheumatoid arthritis. N Engl J Med 2000;343:1586–93.

http://rheumatology.oxfordjournals.org/cgi/ijlink?linkType=ABST&journalCode=nejm&resid=343/22/1586
Any benefit of etanercept monotherapy over methotrexate in early RA is marginal

ASPIRE

St.Clair E, van der Heijde D, Smolen S et al. Combination of infliximab and methotrexate therapy for early RA: a randomised controlled trial. Arthritis & Rheumatism 2004; 50: 3423-3443

Treatment of early RA with infliximab/MTX is highly effective and substantially reduces radiographic progression.

Quinn M, Conaghan P, O’Connor P et al. Very early treatment with infliximab in addition to methotrexate in early, poor prognosis RA reduces MRI evidence of synovitis and damage, with sustained benefit after infliximab withdrawal. Arthritis & Rheumatism 2005 52: 27-35

Small, but intriguing trial suggesting that remission may be induced by one year of infliximab/MTX therapy, and that remission is sustained after withdrawal of the infliximab.

Abatacept in RA

NICE guidance on abatacept – appraisal consultation document:

http://www.nice.org.uk/guidance/index.jsp?action=article&o=37135
Rituximab in RA

NICE guidance - TA126 Rheumatoid arthritis (refractory) – rituximab
http://www.nice.org.uk/nicemedia/pdf/TA126guidance.pdf
Horizon scanning

In the next 12 -24 months it is likely that marketing authorization will be granted to tocilizumab (IL6 receptor antoagnist) and certolizumab (pegylated anti-TNF)

Duncan Porter January 2008
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