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Methotrexate-associated lymphoproliferative disorder (MTX-LPD) is an LPD
associated with low-dose MTX administration. Owing to the recent widespread use of MTX for the
treatment of rheumatoid arthritis (RA), the incidence of MTX-LPD is increasing; research is
warranted to reduce the risk of this complication in patients with RA who receive this drug. This
disease is drug induced and host-side single nucleotide polymorphisms (SNPs) have been implicated in

the onset and clinical and pathological presentation.
We investigated 238 patients with RA who were diagnosed with LPD at 35 representative rheumatology
hospitals across Japan. We performed a genome-wide association study and data were analyzed using a
Japonica array suitable for whole-genome imputation of Japanese individuals. We identified 29 SNPs
that exceeded the genome-wide significance threshold, and are currently performing functional
analysis of these SNPs (details unpublished).

Rheumatoid arthritis Methotrexate LPD Malignant lymphoma MTX-LPD GWAS SNPs Japonica ar
ray



40

MTX

MTX-LPD MTX

MTX-LPD

MTX-LPD

TOMMO

GWAS

1)RA

RA
2)LPD

(2):

RA
RA
MTX
MTX-LPD
MTX-LPD
RA
MTX-LPD
MTX
(TOMMO)
2120
2 SNP
823 SNP
DNA
RA
LPD MTX

(1):RA

2-4
MTX
LPD
RA
(EBV)
RA
MTX-LPD
MTX
RA
GWAS
(SNV) 64
66 SNP
LPD RA
LPD
4
RA

(OF

RA
MTX

RA
MTX- LPD

MTX-LPD

GWAS

DNA
SNP

20 SNP
GWAS

(MTX
) LPD

( EBER-1 )
LPD

LPD

@):  MTX RA



MTX—LPD GWAS

35 LPD RA 238
LPD RA
GWAS
659,636 SNP 400
SNP
29 SNP
RA LPD
RA LPD MTX
controversial RA
LPD 48 518
RA-LPD Naive TAC MTX ETN mTNFi 5
TAC TNFi LPD
( )

Hoshida Y, et al. (30, 1st) Multi-center analyses on 518 cases with rheumatoid arthritis
developing lymphoproliferative disorders (RA-LPD): the prognostic factors and the

influence of anti-rheumatic drugs on LPD development. ACR/ARP ( ,
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Yamada C, Hoshida Y, et al. (12, 12th) Pathological assessment of the lymph node biopsies
for lymphadenopathy in rheumatoid arthritis. Modern Rheumatol 2019 (in press, doi:
10.1080/14397595.2019.1675260) ( ).
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