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Development of novel gene therapy for rheumatoid arthritis
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We have established mouse hybridoma clones which produce anti-CD81
monoclonal antibodies effective for treatment of rheumatoid arthritis. The genes encoding this
anti-CD81 antibody (H+L) chains were cloned from mouse hybridoma cells and the chimeric genes
containing mouse V region derived from this cloned gene and rat C region were constructed. The
chimeric gene was introduced into CHO cells and chimeric antibodies were produced in the medium of
cultured CHO cells. These chimeric antibodies also bound to CD81 protein. Then these chimeric genes
were cloned into vectors for gene therapy. At first, control vector containing one GFP gene was
introduced into the joints of CIA rats. Control vectors were effectively introduced into synovial
tissue of the ﬂoints. Then chimeric genes have been introduced into the joints of CIA rats for
treatment of rheumatoid arthritis.

CD81



CD81  TAPA-1 22-26kDa 111 4

DNA 0A RA
RA CD81
SWog2 CD81
DNA RA
Amano et al . Genes Dev. 2436,

2006
Cb81
EBS-1(Ets ) TNF-a

CD81siRNA CD81

CD81siRNA TNFa
CD81 RA total
(Hanada, Nakanishi et al. J Hard Tissue Biol 22,
195,2013)
SiRNA
CD81 RA
CDs81
CD81
CD81
activity
CD81
4 SiRNA
CD81
Sevdp
Sevdp EGFP  Keima-Red

(C1A)



CD81

Ch81
H L
C C
ELISA
CD81
Sevdp
SeVdp H L
CIA
CD81
RT-PCR
19G
19G
H L
PCR 5"LACE
H L
H L C 1gG C
1gG H L C
1gG H L
v C 1gG
H L CHO
15 Westen blot
CD81 CD81LEL ELISA
CHO Cb81
CD81 (H L )
H
L
CD81
GFP

CD81



PBS GFP

) 8w< 10p 1 GFP
PBS GFP



5 5 0 5

Tsutomu Yamasaki, Yuji Arai, Shuji Nakagawa, Toshikazu Kubo and Tohru Nakanishi 28
Construction of an Expression Vector Containing Mouse-Rat Chimeric Genes Encoding a Therapeutic 2019
Antibody against CD81
J Hard Tissue Biol 239-244
DOI
Mihara K, Kohno S, Hatanaka S, Yamasaki T, Nishida K and Nakanishi T 27
Identification of specific protein markers of rheumatoid arthritis in synovial fluid and serum. 2017
J Hard Tissue Biol 55-58
DOI
5
2018
1-8
DOI
7
2020
10-18
DOI




Mizoshiri N, Shirai T, Terauchi R, Tsuchida S, Mori Y, Hayashi D, Kishida T, Arai Y, Nakanishi on line

T, Kubo T

The tetraspanin CD81 mediates the growth and metastasis of human osteosarcoma 2019

Cell Oncol $13402
DOl

9 2 4

Yamasaki T Nakanishi T

Application of tetraspanin CD81 siRNA for diagnosis and therapy of rheumatoid arthritis

ASEAN-JAPAN Genome Medicine Research Conference

2018

Nakanishi T

Development of tetraspanin CD81 as a clinical target of rheumatoid arthritis and breast cancer

Internationak Conference on Precision Medicine

2018

139

2019




CcD81

2017

CD81

92

2019

Yamasaki T, Nakanishi T

Application of tetraspanin CD81 siRNA for diagnosis and therapy of rheumatoid arthritis

Franco-Japanese Seminar

2019

Nakanishi T

Application of genome editing in medical treatment

Franco-Japanese Seminar

2019




CcD81

2017

KMS

2018

2017

266

(Arai Yuji)

(50347449)

(24303)




(Nagatsuka Hitoshi)

(70237535) (15301)
(Yamasaki Tsutomu)
(80596148) (35307)




