
Special Articles
Editorial: Osteoarthritis: Is It a Disease of Cartilage or of Bone?

David T. Felson and Tuhina Neogi . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 341
Editorial: Genomic-Based Therapy: Targeting Interleukin-1 for Autoinflammatory Diseases

Hal M. Hoffman and Dhavalkumar D. Patel. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 345
ACR Presidential Address: Ex Nihilo Nihil Fit

Raphael J. DeHoratius . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 350
Rheumatoid Arthritis

Once-Weekly Administration of 50 mg Etanercept in Patients With Active Rheumatoid Arthritis: Results
of a Multicenter, Randomized, Double-Blind, Placebo-Controlled Trial

Edward C. Keystone, Michael H. Schiff, Joel M. Kremer, Shelly Kafka, Michael Lovy, Todd DeVries, and
Daniel J. Burge . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 353

Dose Escalation of Parenteral Methotrexate in Active Rheumatoid Arthritis That Has Been
Unresponsive to Conventional Doses of Methotrexate: A Randomized, Controlled Trial

C. Michael Lambert, Sharron Sandhu, Alison Lochhead, Nigel P. Hurst, Euan McRorie, and
Veena Dhillon . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 364

Tuberculosis Infection in Patients With Rheumatoid Arthritis and the Effect of Infliximab Therapy
Frederick Wolfe, Kaleb Michaud, Janice Anderson, and Kathy Urbansky . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 372

Specific Autoantibodies Precede the Symptoms of Rheumatoid Arthritis: A Study of Serial
Measurements in Blood Donors

Markus M. J. Nielen, Dirkjan van Schaardenburg, Henk W. Reesink, Rob J. van de Stadt,
Irene E. van der Horst-Bruinsma, Margret H. M. T. de Koning, Moud R. Habibuw, Jan P. Vandenbroucke,
and Ben A. C. Dijkmans. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 380

Validation and Reproducibility of Ultrasonography in the Detection of Synovitis in the Knee: A
Comparison With Arthroscopy and Clinical Examination

Z. Karim, R. J. Wakefield, M. Quinn, P. G. Conaghan, A. K. Brown, D. J. Veale, P. O’Connor, R. Reece,
and P. Emery . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 387

Association of Autoantibodies to Glucose-6-Phosphate Isomerase With Extraarticular Complications in
Rheumatoid Arthritis

Floris A. van Gaalen, Rene E. M. Toes, Henrik J. Ditzel, Monica Schaller, Ferdinand C. Breedveld,
Cor L. Verweij, and Tom W. J. Huizinga . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 395

Impact of Shared Epitope Genotype and Ethnicity on Erosive Disease: A Meta-Analysis of 3,240
Rheumatoid Arthritis Patients

Jennifer D. Gorman, Raymond F. Lum, John J. Chen, Maria E. Suarez-Almazor, Glenys Thomson, and
Lindsey A. Criswell . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 400

A TNFR1 Genotype With a Protective Role in Familial Rheumatoid Arthritis
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Séverine Cailleau-Moindrault, Caroline Stalens, Sandra Lasbleiz, Thomas Bardin, Bernard Prum, and
François Cornélis, for the European Consortium on Rheumatoid Arthritis Families . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 413

Novel Tumor Necrosis Factor �–Regulated Genes in Rheumatoid Arthritis
Huang-Ge Zhang, Karren Hyde, Grier P. Page, Jacob P. L. Brand, Juling Zhou, Shaohua Yu,
David B. Allison, Hui-Chen Hsu, and John D. Mountz. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 420

Interleukin-18 Enhances Monocyte Tumor Necrosis Factor � and Interleukin-1� Production Induced by
Direct Contact With T Lymphocytes: Implications in Rheumatoid Arthritis

Sheng-Ming Dai, Hiroaki Matsuno, Hiroshi Nakamura, Kusuki Nishioka, and Kazuo Yudoh . . . . . . . . . . . . . . . . . . 432
Detection of Major Histocompatibility Complex/Human Cartilage gp-39 Complexes in Rheumatoid
Arthritis Synovitis as a Specific and Independent Histologic Marker

Dominique Baeten, Peter G. A. Steenbakkers, Antonius M. W. Rijnders, Annemieke M. Boots,
Eric M. Veys, and Filip De Keyser. . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 444

Arthritis & Rheumatism
An Official Journal of the American College of Rheumatology

www.arthritisrheum.org and www.interscience.wiley.com

VOLUME 50 NO. 2FEBRUARY 2004



Osteoarthritis and Cartilage
Is Osteoarthritis a Systemic Disorder of Bone?

Juliet Rogers, Lee Shepstone, and Paul Dieppe . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 452
Reliability of the Knee Examination in Osteoarthritis: Effect of Standardization

Jolanda Cibere, Nicholas Bellamy, Anona Thorne, John M. Esdaile, Kelly J. McGorm, Andrew Chalmers,
Simon Huang, Paul Peloso, Kam Shojania, Joel Singer, Hubert Wong, and Jacek Kopec . . . . . . . . . . . . . . . . . . . . . . . 458

Association of Radiographic Hand Osteoarthritis With Radiographic Knee Osteoarthritis After
Meniscectomy

M. Englund, P. T. Paradowski, and L. S. Lohmander . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . . 469
Quantitative Magnetic Resonance Imaging Evaluation of Knee Osteoarthritis Progression Over Two
Years and Correlation With Clinical Symptoms and Radiologic Changes

Jean-Pierre Raynauld, Johanne Martel-Pelletier, Marie-Josée Berthiaume, Françoys Labonté,
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Cover image: The figure on the cover shows two great men of medicine. On September 19,
2003, Professor Marc Feldman and Professor Sir Ravinder Maini of the Kennedy Institute
of Rheumatology received the Albert Lasker Award for Clinical Medical Research for
their discovery of anti-TNF as a treatment of rheumatoid arthritis. The Lasker Award is
one of the most prestigious in all of medicine and recognizes great achievements in the
treatment or cure of disease, as exemplified by the enormous advances provided by
anti-TNF therapy. This is the third time the Lasker Award has gone to investigators or
physicians in the field of arthritis. In 1949, Drs. Edward Kendall and Philip Hench received
the award for their discovery of cortisone. In 1974, Dr. John Charnley received the award
for his pioneering work on joint replacement surgery.


