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Cytokine in Collagen Diseases

Masako HARA
Institute of Rheumatology, Tokyo Women’s Medical College

Cytokine has an important role on the regulation of immune response and contribute to
induction and perpetuation of collagen diseases, one of the autoimmune diseases. Systemic lupus
erythematosus (SLE) characterized by various kinds of autoantibodies production. In vitro
production of IL-1 and IL-2 by lymphocytes is decreased and IL-6 and IL-10 is increased.
Increased expression of IL-6 receptor induce high responsiveness of SLE B cells to IL-6.
Therefore B cells from SLE proliferate and differentiate into antibody producing cells and result
in autoantibody production.

Rheumatoid arthritis is a chronic inflammation of synovium. Lymphocytes and macrophages
infiltrated in synovium and synovial cells themselves produce IL-1, IL-6, IL-8 and TNF«, so
called inflammatory cytokines. Synovial cells activated and proliferated by cytokines produce
prostaglandin E2 and collagenase and induce chondrocyte destruction. Activated B cells produce
rheumatoid factor, of which immune complexes enhance the inflammation. Neutrophiles migrat-
ed by cytokines into joint space release lisosomal enzyme and activate lymphocytes. Furthermore
metaroprotease produced by neutrophiles affect on chondrocytes.

The mechanism of the produétion and regulation of these cytokines are most important to
understand collagen diseases and treat them.
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1. SLE BHilEOKE, SMECZBEL DY A4 N H A4 v
SLE < O 5O, Ffi< DNA Jiik 2 EL Blb-Tw3 (K3). BHIFOEELIZIE IL-1,
L, %OHETHREESESHEBREE @< IL-2, IL-423, 433, #EREEFR1IX IL-2, IL4, #i
BOTVNF—DERERDIRETDH S, BEAME~ D3I IL-5, IL-6ME1L. %2
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R1 YA MAA v EZOPEO SLE iskRRIN B #1532 /EH
P 11 densit Cultured with . Producti f IgG anti-
fractionated cells cytokine Antibody total IgG (ng/ml) | ssDNA(O.D.)
Case 1
High density B cells — — 20 n.d.
rIL-2(1U/ml) — 30 n.d.
rIL-4(100U/ml) — 25 n.d.
rIL-6 (20U/ml) — 35 nd.
Low density B cells — — 380 0.549
rIL-2(1U/ml) — 175 0.336
rIL-4(100U/ml) — 740 0.231
rIL-6 (20U/ml) — 1,300 0.669
Case 2
High density B cells — control Ig(10xg/ml) 110 0.207
rIL-2(1U/ml) control Ig 90 0.181
rIL-4(100U/ml) control Ig 170 0.065
rIL-6(20U/ml) control Ig 200 0.217
Low density B cells — control Ig 840 0.337
rIL-2(1U/ml) control Ig 1,070 0.284
rIL-4(100U/ml) control Ig 1,030 0.126
rIL-6(20U/ml) control Ig 1,860 0.380
— anti IL-2(10xg/ml) 780 0.212
— anti IL-6 (10kg/ml) 120 0.079
rIL-2(1U/ml) anti IL-6(10¢g/ml) 165 0.113
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D roRERIC &k 5 IL-6FEARE® T, B #IlZIc /8 P
U THaT U7z, SLE HEARMIM B Mifgix T #ikg 60
XD%OIL6REEL, EHABMELDEE < .
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2
IL-61c0 9 2 RINERRWZ L LD ZDL X2 = °
¥ —DFHH % flow cytometer 2 THEMT L7z, IL- 20r $
6 receptor (IL-6R) DOFIRIZIHEEIHEA SLE B #Hje, . °l
B2 low density BHIfE CEEA LD EhoT - "{ g.l. N
(K8)., #ZTIL-6RFikEIMZ TV Bk %2 5S 0 ;,:eu —Beell Tcel B oell
ZLIKELEEZREL 2, EEHHSLE VY >3 Normal (9) SLE(9
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#lExn: (K9). SLE B#ifETiE IL-62% auto-
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JIEOSTLEL TE Y, I IL- 1056 T IgM, 1gG, IgA

DR T OEEVSIHI I NS L|EL T3,
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3) My A oA

RA &b IL-1e, B, IL-6, IL-8, TNF
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