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Abstract

The main purpose of treatment of rheamatoid arthritis {(EA) is 1o control activation
of lymphocytes with discase modifyving antirtheumatic drags (ODMARDs), although
some patients do not respond adequately to DMARDs. Among various mechanisms
of multidrupy resistance, P-glycoprotein (P-gp). @ member of ATP-binding casselle
ransporters, causes drug-resistanoe by efflux of intracellular drugs. Cortain stimuali,
such as TNF-a, activate lymphocytes and induce P-gp expression on lymphocytes,
which can imply drug-resistance, as evident in active RA. Studies rom our
laboratories showed spontancous nuclear accumulation of human Y-box-binding
protein-1 (YB-1), a MDR-1 transcription faclor, in unstimulated  ly mphocytes, and
surface overexpression of P-gp on peripheral lymphocytes of RA patients with high
disease adivity. The signilicant correlation belween the P-pp expression level and
EA disease aclivily is associated with active efflux of drugs from the cytoplasm of
Ivymphocytes and in drug-resistance. However, the use of biological agents that

reduce P-gp expression amd P-gp antagonists (¢.g.. orclosporine) can sucoessfully
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