NSC93-2314-B-038-016-
93 08 01 94

94

07

31

10

31




%‘ﬂé;@go

£

BéEse o F - MEL ST FLAREE: At o w% 2 B 59 %

R 2 El\-,ml,}{n@%‘,ﬁ bR ~ oM & L d o poah e
PR AP R G o R p(Triptolide) fsr 2 k¥ i
L5 ?‘;%a%ﬁu';z,fa urt oy 0 e HEH S ‘(mm&?tﬁ# .3 i e & k-}?&%ﬁﬁi"} »
B4 f2p2 % (Marrix metalloproteinase, MMPS)ch# % 2 i FxE & &9 > FPt AP FF F

Higwe § % OFAT 2 BN g pr(Triptolide) £.F ¢ $Hic ¥ e h F 4 fREE 5 3 97

<
Ll

P B MG RE P A i kA :r31k¢5&ﬂ%%1{%é¢
7 4
4

AFEYE 32 LI BRH(F 2 N g Triptolide) ¥ b & Lo 2 me s w b F ko &
HPEHZ MR FL)FRERS FFY - AP M L ST A TR
WAV EHzinvitrosinvivo 5% o &a (TAME L2 FTISh 3 E 0 MR AIY - FrehB
HE- HITAAMBHR2ZTT - (AETERNE - - EP L w2 Tk A48
W EY - P E &)

APEFP A TR R

Lz = g h mies & 5 4t

241% e FHRF AT S FN B ATV RE RN w2 B A jRREE G TR
3t AL T 2 HPp At w2l A REELR

AF P BEEFT ST 2R AR e L WA AR AR -

Keywords : osteoarthritis, hyaluronic acid, MMPs, TNF |, IL-1, Triptolide

Arthritis and related disorders are leading causes of activity limitation and disability in the
adult population of world, where the economic costs of musculoskeletal illness have been
conservatively estimated to be getting cost. A significant portion of these costs is attributable to
arthritis. As the population ages, the impact of arthritis in terms of disability and associated
economic cost is expected to increase. Research efforts continue to advance understanding of the
pathogenesis and treatment of arthritic diseases. Osteoarthritis is the common disease now.
Although osteoarthritis has been regarded primarily as a noninflammatory arthropathy, symptons
of loca inflammation and synovitis are present in many patients. Recently studies indicate that
matrix metalloproteinases (MMPs) and cytokines, such as IL-1 and TNF(, are considered play a
role in cartilage destruction with chronic arthritis.



Chinese Herbal (Triptolide) has become widely used for the treatment of OA in China and
Taiwan. However, its mechanism of action is incompletely understood. In this project, we try to
shed alight on the molecular mechanisms of anti-arthritis by Chinese Herbal (Triptolide).

Thus we want to accomplish the following goals:

(1) Investigation of the anti-arthritis effect of Chinese Herba (Triptolide) in primary cell
culture systems and animal model.

(2) Inhibition of molecular markers expression that are related to the development of arthritis by
Chinese Herbal in primary cell culture system and animal mode!.

(3) Evauating the effects of Chinese Herbal on the gene regulation of molecular markers in
primary cell culture system and animal model.

(4) Evaluating the signal transduction pathways controlling molecular marker expression for
further study on the effect of Chinese Herbal in arthritis.
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Figure 1. Effects of triptolide on IL-1B-induced MMP-3 and MMP-13 genes expression.
Total RNA was extracted from SW1353 cells treated with or without 5 ng/ml IL-13 and various
concentrations of triptolide for 6 hours. MMP-3 and MMP-13 mRNA levels were determined by
RT-PCR as described in “Materials and Methods”. GAPDH was as a control.
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Lane 5: IL-1 8 5ng/ml + 10 nM Triptolide
Lane 6: IL-1 3 5ng/ml+1 nM Triptolide

Figure 2. Effects of triptolideon IL-1B-induced MCP-1 gene expression. Total RNA was
extracted from SW1353 cells treated with or without 5 ng/ml IL-1f3 and various concentrations of
triptolide for 6 hours. MCP-1 mRNA level was determined by RT-PCR as described in “Materials
and Methods”. GAPDH was as a control.
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Figure 3. Effects of triptolide on IL-1B-induced JNK activation. Total protein was
extracted from SW1353 cells treated with or without 5 ng/ml IL-13 and various
concentrations of triptolide for 1 hour. Lysates were subjected to Western anaysis for
phosphor-JNK, total JNK, and o-tubulin levels. Shown are representative blots of three
repesats.
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Figure 4. Effects of triptolide on IL-1B-induced ERK1/2 activation. Total protein was
extracted from SW1353 cells treated with or without 5 ng/ml IL-13 and various
concentrations of triptolide for 1 hour. Lysates were subjected to Western anaysis for
phosphor-ERK1/2, total ERK1/2, and a-tubulin levels. Shown are representative blots of
three repeats.
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Figure 5. Effects of triptolideon IL-1B-induced degradation of IkBa. Total protein was
extracted from SW1353 cells treated with or without 5 ng/ml IL-13 and various
concentrations of triptolide for 1 hour. Lysates were subjected to Western anaysis for
phosphor-1kBa, total 1kBa, and o-tubulin levels. Shown are representative blots of three
repeats.



