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Functional analysis of novel responsible genes for methotrexate-related
lymphoproliferative disease toward genomic medicine

Hoshida, Yoshihiko
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Lymphoproliferative disorders (LPD) that develop in patients with rheumatoid

arthritis (RA) treated with low-dose methotrexate (MTX) are known as MTX-associated LPD (MTX-LPD).
More than half of the cases of MTX-LPD undergo spontaneous regression after the discontinuation of
MTX, while approximately 33% of these cases relapse after a certain period. MTX-LPD is currently the
most serious obstacle to RA treatment. Integrated analysis with genome-wide association analysis
(conducted in previous research) and RNA transcriptome analysis was performed to comprehensively
search for genes related to MTX-LPD pathophysiology. Our findings suggest that Gene A, which is
associated with therapeutic effects, and Gene B, which is associated with MTX-LPD regression
pathology, can be used to develop precision medicine. It is expected that the results of this
project will lead to the development of genomic medicine.
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