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New therapeutic strategy for rheumatoid arthritis by controlling cell-cell
interactions
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The expression of connexin 43 (Cx43) in synovial tissue from eight patients
with RA , five patients with osteoarthritis, and one normal female subject was analyzed by
guantitative reverse transcriptase polymerase chain reaction and immunohistochemistry of tissue
sections. This study shows that Cx43 is expressed in RA synovial tissue and that its expression is
induced by stimulation with TNF-a. The expression of the pro-inflammatory cytokines was inhibited by

transfection of siCx43. Cx43 may be a novel marker of inflammation in RA synovial tissue.
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Subject/age/gender Disease  Larsen K/L CRP level
duration, score score presurgery,
years for RA  for OA mg/liter
RA patients
RA 1/52/F 8 I\% - 0.03
RA 2/54/M 10 I\% - 1.21
RA 3/64/F 18 v = 0.55
RA 4/71/F 29 v = 0.83
RA 5/52/F 24 v = 2.31
RA 6/64/F 12 v - 0.04
RA 7/52/F 15 v = 0.33
RA 8/67/M 7 v - 0.29
OA patients
OA 9/65/M - - v 0.12
OA 10/66/F - - v 0.21
OA 11/79/F - - v 0.08
OA 12/68/F - - v 0.09
OA 13/64/M - - v 0.11
Normal subject
14/61/F - - - 0.08
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Subject/age/gender Source of  DAS 285F  Medication
synovium
RA patients
RA 1/52/F Knee 3.89 TCZ 8 mg/k/4 week, MTX 6 mg/week
RA 2/54/M Knee 4.04 MTX 6 mg/week, BUC 300 mg/day
RA 3/64/F Knee 3.64 MTX 8 mg/week, Pred. 10 mg/day
RA 4/71/F Elbow 455 Pred. 10 mg/day, SSZ 2 g/day
RA 5/52/F Knee 466  MTX 8 mg/week, Pred. 6 mg/day
RA 6/64/F Elbow 5.03 TCZ 8 mg/k/4 week, MTX 6 mg/week
RA 7/52/F Knee 3.65 MTX 6 mg/week, Pred. 10 mg/day
RA 8/67/M Wrist 4.22 MTX 8 mg/week
OA patients
OA 9/65/M Knee = NSAIDs
OA 10/66/F Knee = NSAIDs
OA 11/79/F Knee = None
OA 12/68/F Knee = None
OA 13/64/M Knee = NSAIDs
Normal subject
14/61/F Knee = =

RA = rheumatoid arthritis; K/L = Kellgren/Lawrence; OA = osteoarthritis;
CRP = C-reactive protein; TCZ= tocilizumab;
MTX = methotrexate; Pred. = prednisolone; BUC= bucillamine; SSZ =

sulfasalazine; NSAIDs = nonsteroidal antiinflammatory drugs.

IECRBE LTS Cx 1%, Cx26, 32 BIW
43 THDH. Cx43 1%, b NEFEE TR b E R
HLTW5S., RKEFERICBWT, Cx43 DELT
FEBLL, 0A 38 X ONIEH MMMk & il LT RA
BIEERE CE o7, 72, Cx43 ORI,
t b RASFs (28T TNF- « 12 X 5 RIGEMERITY
THETDHZEEZHLMNC L. S 51T, Cx43
I3 RA VBRI R T D RIEMEMIEOREIZ
EE WA EEZ R LT, LR D, Cx43 0
FEBLUE, RAIZIIT DI OFREICI W TE
BB E R L CWA RN H S, INF-
aX IL-6 72 EORIELY A S HA v DOFRBL
1L, RA OWBBERICEELELTWD. £/,
RA BRI T B Cx43 DOFELL, AW FasisH)
ToHDTCZL, MTX, JiV v~FHEBILORAT 1
A4 RENC L > THL DI E L o7z,

Cx43 OFEBLL, BEAF O FEMEEIZIRETT % RA

stract/726

(FaxER] Gt 2 1)

@D Shimomura Seiji, Tsuchida Shinji,
Arai Yuji, Nakagawa Shushi, Inoue
Hiroaki, Ichimaru Shouhei, Mazda Osam,
Kubo Toshikazu, Analysis of the
expression of connexin 43 in synovial
tissue of patients with arthritis,

19"  World Congress of the
Osteoarthritis Research Society
International (0OARSI) 2016.3.31-4.3

(Amsterdam, Netherlands)

@ THAESE, LHERm, FriFthE, FH o OE,
MHE W, ERES, & #&, /M R,
DR E—, BEY v~F w5
connexin 43 OIEBUEAT, H60[FEAARY
U~ FEake - TS, 2016.04. 21
(He)

(X#E] Gt o )

(PEER PEME)

OWmEkm G+ o 1)

OmfEHkm G+ o 1)

(D)



AP
http://www. f. kpu—
m. ac. jp/k/orthoped/study/nankotsu. html

6. HFFTHERE

(D) AFTefRE

+ M E i (TSUCHIDA SHINJI)
TANLEER RS - [ TRR - Bh#
IEEEZ S : 10719834



