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Methotrexate in rheumatoid arthritis

Jerzy Œwierkot, Jacek Szechiñski

���������� �	 
����������� ������ ���������� �	 �������� �������� ��� ��  !"!�# �������� �����

��������������	 $��%� &����'��� �"���( )���'�����'��*+���%��,����,�

Abstract:

A variety of disease-modifying antirheumatic drugs (DMARDs) are available to control the clinical activity of rheumatoid arthritis

(RA). Methotrexate (MTX), an analogue of folic acid and of aminopterin, is the most commonly used DMARD and is now

prescribed worldwide to at least 500,000 patients with RA. The mechanism by which MTX used at a low dose modulates

inflammation in RA is still unknown. Monitoring of the therapy in terms of MTX concentration in patients with RA seems not to

have a significant influence on the effectiveness of the treatment. Two meta-analyses showed that MTX has one of the best

efficacy/toxicity ratios. It should be the first DMARD used in the majority of patients with RA at this time. However, a significant

number of patients treated only with MTX fail to achieve optimal disease control, so there are many combinations of DMARD

regimes. It is hoped that more aggressive use of conventional DMARDs and biological agents will result in less disability and

a higher proportion of patients achieving remission. The therapy of RA is a dynamic process and requires maintaining a delicate

balance between benefits and risks. Even with the newer biological agents, MTX continues to serve as a reference point and there is

still a role for MTX in the treatment of RA patients.
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Abbreviations: ACR – American College of Rheumatology,

ADA – adenosine deaminase, AICAR – 5-aminoimidazole-4-

carboxamide ribonucleotide, ALT – alanine aminotransferase,

AMP – adenosine 5-monophosphate, AST – aspartate amino-

transferase, AZA – azathioprine, COX – cyclooxygenase, CSA

– cyclosporin A, CYC – cyclophosphamide, DHFR – dihydro-

folate reductase, DMARD – disease-modifying antirheumatic

drug, D-Pen – D-penicillamine, GAR – glycinamide ribonu-

cleotide, GSTM – intramuscular gold, HAQ – Health Assess-

ment Questionnaire Disability Index, HCQ – hydroxychloro-

quine, ICAM -1 – intracellular adhesion molecule-1, IFN – in-

terferon, Ig – immunoglobulin, IL – interleukin, IL-1ra – inter-

leukin1 receptor antagonist, LEF – leflunomid, LTB� – leuco-

triene B4, MTX – methotrexate, 7-OH-MTX – 7-hydroxy-

methotrexate, PBLs – peripheral blood lymphocytes, PBMCs –

peripheral blood mononuclear cells, PHA – phytohemaggluti-

nin, RA – rheumatoid arthritis, RF – rheumatoid factor,

RT-PCR – reverse transcriptase-polymerase chain reaction,

SSZ – sulfasalazine, TNF – tumor necrosis factor, VCAM-1

– vascular cell adhesion molecule-1

Introduction

Rheumatoid arthritis (RA) is a chronic inflammatory

disease of unknown etiology, principally affecting

smaller synovial joints in a symmetrical fashion, lead-

ing, in most cases, to joint destruction. Extra-articular

manifestations are common and a variety of immuno-

logical abnormalities that lead to disability are evi-

dent. Its frequency is high; in Poland about 1% of the

population suffers from RA. RA is associated with

pain, deformity, decreased quality of life, and disability,

which in turn affect patients’ ability to work. Growing

evidence suggests that rheumatoid arthritis should no

longer be considered a benign disease. Considerable

data suggest that this disease is associated with dimin-

ished long-term survival, and bone damage can occur
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