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Number: CCMP97-RD-111

Modulated effects of L ongdan Xiegan
Tang on Systemic Lupus
Erythematosus of MRL Ipr/lpr Mice
(2-2)

Lee Tzung-Yan
Chang Gung University

ABSTRACT

Systemic lupus erythematosus (SLE) is a chronictisysktem disorder of
presumed autoimmune origin in which cytotoxic andiies, or circulating immune
complexes, give rise to tissue damage often regulti end organ disease and even
mortality.

Gentianae Radix is a herbal medicine with clearreshand possess anti-
inflammation effects. In the present study we itigede 1-butanol extract of
Gentianae Radix immunomodulatory effect on inhilgitautoimmune disease in MRL
Ipr/lpr mice. MRL Ipr/lpr mice treats daily with lutanol extract of Gentianae Radix
for 2 weeks. We will study the role of immunolodiedfect of Treg and pathological
effect of kidney tissue and progression in antdé$A production, lymphadenopathy
after herbal medicine administration. The protetpression profiles in kidney tissue
that are associated with the physiological and gdatfical change during SLE
progression will be analyzed by two-dimension deteophoresis and image analysis.
Histologic analysis of kidney tissue indicated thdiutanol extract of Gentianae could
inhibit the mesangial proliferation that was evidém lupus nephritis. In addition
1-butanol extract of Gentianae could promote SMBBO MnSOD levels in kidney
tissue of MRL mice. In addition, 1-butanol extramt Gentianae activated Treg
(2.0+0.2 v.s. 2.94£0.2%) and markedly reduced astb#IA (343531459 v.s. 13445
1250 ng/ml) autoantibody, IFM{63t.4 v.s. 182 pg/ml), TNFe (9.1+1.4 v.s. 1.60.2
pg/ml) and IgG immune-complex deposition in kidnegue. The study would fill a
long-existing gap in Chinese medicine in the palitysmlogical disorder of SLE. It
may also lead to the discovery of potentially ukéierb drugs for treating SLE in
human patients.

Keywords: Gentianae Radix, SLE, Treg, anti-ds-DNioantibody, proteomics
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# o MRL /] B % TP B crh 06 X eIl % > Ak S PPEE 1 T R X B o)
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G5 H T e Bl R b i (0.6320.21%ys 0.95:0.12% ¥ #4-%(2.020.2
V.S. 2.9+0.2%}) M A 2 o
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(21+2%vs 4+£1%) ~ CD11b(9+£1%vs 4+1%) ~ CD4+T ‘w2 (1412%VS 7£1%)~
CD8+T im#% (12+0.8%vs 7+0.50%)% TP 55T ' o 455 E 5% (4 MRL 2.2
ST IO mEBS&S E B 4w (421% vs 9+29) ~ CD11b(4+1% vs
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ERA cERGHEL I OBERS L RAESHED YT 2 EPL
oo Ap¥ T ¥ o Bal/lC /) & » MRL & CD4+T ‘wm?2 ~ CD8+T ‘m®e & P!
BTE o S E L 18 cyclophosamide® £2 AR 1 TR B Bedr Ak G
CD4+T ‘m?e ~\CD8+T fm?s T 3+ L o 5 %&r’v’ﬂﬁ‘b %« #F ¥ w2 (Mmacrophage)
At B f e Bal/lC ) B o MRL &2 CD11b R P BT '3 » &4
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Bl &1 ‘}Fijém’i'é BRI o P HREF L LR 2 MRL & -
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Anti-dsDNA =% i+ (343551459 v.s. 134481250 ng/ml) 5t fam 323
TREEBDIEY Bk LB BT R AR M o 2 S o SLE R R
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Aeeession . MRL vs. Gentio .
NO o, protein name {fold-changes) Function
Binds liosides and loside GM2 degradation. It stimulates only the breakdown of
1 Q60648 Ganglioside GM2 400 ganglioside GM2 and glvwhpld GAZ by beta-hexosaminidase A It extracts smglc GM2Z molecules from
activator : membranes and presents them in soluble form to beta-h i Afor cleavage of
N-acetyl-D-galactosamine and conversion to GM3
The proteasome is a multicatalytic proteinase complex which is characterized by its ability to cleave peptides
3 P280T6 Prateasome subunit 4.00 with Arg, Phe, Tyr, Len, and Glu adjacent to the leaving group at neutral or slightly basic pH. The proteasome
beta type 9 : has an ATP-dependent proteolytic activity. This subunit is involved in antigen processing to generate class I
binding peptides.
N ATP synthase subunit Produces ATP from ADP in the presence of a proton gradient across the membrane, The beta chain is the
3 P36480 . . 4.00 ; .
beta, mitochondrial catalytic subunit.
4 PEOTIO Actin, eytoplasmic 1 200 Actins are Ihlghl_v cc?nscnl'cd proteins that are involved in various types of cell motility and arc ubiquitously
expressed in all eukaryotic cells
Multifunctional enzyme that, as well as its role in glycolysis, plays a part in various processes such as growth
control, hypoxia telerance and allergic responses (By similarity). May also function in the intravascular and
3 prris Alpha-enolase 400 pericellular fibrinolytic system due to its ability to serve as a receptor and activator of plasminogen on the cell
surface of several cell-types such as leukocytes and neurons
6 POTT24 Serum albumin 4.00 lation of the colloidal osmotic pressure of bloed.
Serum amyloid . Lo ) .
7 P12246 P-component 4.00 Binds 2 calcium ions per subunit
dejh ‘éﬁe @ El The pyruvate dehydrogenase complex catalyzes the overall conversion of pyruvate to acetyl-Co and CO(2). It
8 Q9D051 wn?ponf:in:ubuni . 4.00 contains multiple copies of three enzymatic components: pyruvate dehydrogenase (E1), dihydrolipoamide
beta. mitochondrial acetyltransferase (E2) and lipoamide dehydrogenase (E3)
" RN . Stores iron in a soluble. non-toxic. readily available form. Important for iron homeostasis. Iron is taken up in
° P29391 Feritin light chain 1 400 the ferrous form and deposited as ferric hydroxides after oxidation
Ig kappa chain V-V . . .
10| PO1644 region HPR16.7 4.00 Anti-arsonate hybridoma protein
11 3084 Protein S100-A5 4.00 Binds calcium, zinc and copper. Binds 2 calcium ions and copper ions per molecule and 1 zinc ion per molecule
12 | Q8K183 | Pyridoxal kinase 4.00 Required for synthesis of pyridoxal-5-phosphate from vitamin Bé
Malate
13 | Pl4152 dehydrogenase, 4.00 (S)-malate + NAD+ = oxal +NADH
cytoplasmic

fsajagh ] B4 cyclophosamidefs 5% e s

Accession

MRL vs. Cyelo

NO protein name Function
L no. (fold-changes)
Binds gangliosides and stimulates ganglioside GM2 d lation. It sti only the breakd of
1 Q60648 Ganglioside GM2 200 ganglioside GM2 and glycolipid GA2 by beta-hexosammidase A. It extracts single GM2 molecules from
- activator . membranes  and presents them in soluble form to beta-hexosaminidase A for cleavage of
N-acetyl-D-galactosamine and conversion to GM3
5 P6OTI0 Actin, .00 Actins are highly conserved proteins that are involved in various types of cell motility and are ubiquitously
cytoplasmic 1 i} expressed in all eukaryotic cells
3 PO7724 Serum alt 4.00 lation of the colloidal tic pressure of blood.
Pyruvate
dehydrogenase E1 The pyruvate dehydrogenase complex catalyzes the overall conversion of pyruvate to acetyl-CoA and
4 QID051 component 4.00 CO(2). It contains multiple copies of three enzymatic components: pyruvate dehydrogenase (E1).
subunit beta, dihydrolipoamide acetyltransferase (E2) and lipeamide dehydrogenase (E3)
mitochondrial
5 P12246 Serum amyloid 4.00 Binds 2 calcium ions per subunit
P-component
Ferritin light chain Stores wron in a soluble, non-toxic, readily available form.
6 P29391 = 4.00 Important for iron homeostasis. Iron is taken up in the ferrous form and deposited as ferric hydroxides after
oxidation
Iz kappa chain
7 PO1644 V-V region HP 4.00 Anti-arsonate hybridoma protein
R16.7
[ 3 P63084 Protein § 100-A5 2.00 Binds caleium, zine and copper. Binds 2 calcium ions and copper ions per molecule and 1 zine ion per

molecule
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