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ABSTRACT

Rheumatoid arthritis(RA) 1s an autoimmune disease. Recent studies
have been demonstrated that Fas antigen and apoptosis were significantly
increased 1n synovial fluid cells and synovial fibroblasts. The apoptosis of
many activated inflammatory or immune cells i1s an important mechanism
to protect patient from autoimmune and rheumatic disease. Many
traditional herbs have been used to treat RA or other inflammatory joint
disease. In this study, herb formulas including T2 (ethanol extraction ot
roots of TWF), Yi-Yin-Zen-Tang(YYZT), Ma-Sin-Y1-Gan-Tan(MSYGT),
Ger-Gen Tang(GGT), Gue-Zi-Tsou-Zi-Mu-Tang(GTZMT) were extracted
with ethanol and dried and dissolved in DMSO solution. Dexamethasone
was used as control. Cytokines including TNF ( and TGF ( were used as
stimulants. Different concentrations of herb formulas were incubated with
RA synovial fibroblasts and cytokines for 2 days. Fas antigen before herb
and after herb treatment was measured with Flowcytometry. The results
showed TNF ( can significantly increase synovial fibroblast Fas antigen
expression. In contrast, TGF ( decrease the Fas expression. All herb
including T2, YYZT, GTZMT, after 2 days culture with synovial
fibroblasts, can downregulate the Fas antigen expression on fibroblasts.
In contrast, dexmethacin can upregulate the Fas antigen expression. The
beneficial effect of dexamethacin to treat RA probably mediated through
the mechanism of apoptosis (when Fas overexpressed) of those activated
cells. However, all the traditional herb formulas did not accelerate the
apoptosis of those activated synovial fibroblast.

Keywords: herb, synovial fibroblasts, Rheumatic-immune disease, Fas
antigen
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Apoptosis - TUNEL Method
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mmunohistochemistry Double Stain in Culture
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Table 1: Fas expression in different synovial layers : comparison
among RA, OA and control patients.

RA OA Control F value Pairwise
Variable (n=8) (n=8) __(n=12) - _ comparison
Synovium 4.38 £ 2.07 2,16 £ 1.75 0.01 + 0.00 5.63* RA>Control
lining
Sub-synovium 41.91 £ 10.74 530 + 3.11 395 £ 3.74 51.03%x* RA>0A;
RA>Control
Perivascular 11.79 + 1.82 2,70 1. 1.23 1.20 1 0.85 85.51***  RA>0A;
RA>Centrol
Central 12.38 1 8.29 2.38 ¥ .94 4.70 £ 5.09 6.02* RA>QA
Total 17.62 1 4.53 114 £ 0.93 2.46  1.99 46.35%%* RA>OA;
RA>Control

Yip<005 ; *™:p<0.01 ; ***:p<0,001

Table 2 : Synovial Fas expression in RA, OA and control patients :
comparison among different synovial layers.

Synoevium Sub- synovium Perivascular Central F value Pairwise
Variable lining(LL)  (SL) o _ _ _ comparison
RA 438 £ 207 4191 £ 10.74 11.79 £ 1.82 12.38 £ 8.29 46.05%** SL>LL; SL>P;
(n=8) SL>C
OA 2.16 £ 1.75 3.30 £ 3.11 270 £ 1.23 238 1+ 0.94 4.49%* SL>C

(n=8)
Control 0.01 £000 395 %+ 3.74 1.20 £ 0.85 4.70 + 5.09
(n=2)

® :p<005 ; **.:p<0.01 ; ***:p<0.001
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Table 3. The apoptotic effect of herb formulas during in vitro culture with synonal
fibroflasts

Pl . = i S e S Fin i F s —

Herb Fas Ag expression on fibroflasts
(P TNF - o stimulation )

i e A I e T T o e

(1) No herb 65%
2) B 95%°
3) BWEEHS 67%
(4) HREBAES 61%
(5) BiR%= 72%
(6) Dexamethasone 96%%
AP<005
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