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Effects of Compound Xueniaoting metabolized by liver microsomes
on glomerular mesangial cells
ZHANG Hong-min', DING Ying?, CHEN Shi-wei**, WANG Li-ying'
(1. Chengdu University of Traditional Chinese Medicine, Chengdu 610075, China; 2. The First Affiliated Hospital,
Henan College of Traditional Chinese Medicine, Zhengzhou 450008, China; 3. West China School
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Abstract: Objective To study the mechanism of traditional Chinese medicine Compound Xueniaoting
(CXNT) in treating glomerulus diseases with the main pathological changes of proliferation in mesangial
cells. Methods CXNT and rat liver microsomes were incubated together, and then the incubated CXNT

was added into cultured glomerular mesangial cells (GMC) in wvitro.

The proliferation of GMC was

observed by MTT assay, the levels of interleukin-6 (IL-6) and endothelin-1 (ET-1) were determined by"
radioimmunoassay, and content of lactic dehydrogenase (ILDH) was determined by velocity assay. Results
CXNT (2, 4, 8 mg/mL) metobolized by rat liver microsomes could all inhibite the proliferation of GMC
and production of IL-6 and ET-1 in a dose-dependent manner. Conclusion CXNT can inhibite the prolif-
eration of GMC and restrain the secretion of IL-6 and ET-1, this function may be one of CXNT mecha-
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nisms in treating some mesangial proliferative glomerulonephritis.
Key words: Compound Xueniaoting (CXNT, a traditional Chinese medicine prescription) ; glomerular
mesangial cell (GMC); proliferation; interleukin-6 (IL-6); endothelin-1 (ET-1)
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1.1 Z0KE. M 4 B C57B1/6] X SJL/T /MR &/
RABRENABAK GMO),HEREXER
BEREHEFRRHIRFNEAHTAEE.
1.2 FEHGSHEMN.ErmRERRY AT
R I GR35 , XIN'T) Sy & J it bR 432 J80hL 771 A6 R 4k 7 25
YA S EMBERNRBRY, 54 . £,k
Ak A HE BEE AHE . RE.Z LR
BYOMYTEEY 4 g/mL, lAEPEEREILA
s RIH . JeL (LPS) .MTT ¥ Sigma =& ;
B4 A -6 (IL-6) . A K E-1 (ET-D BAEHM
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B A8 (LDH) ER&, A HRPELEDTREER

AT SRS E I (NADP) FiE R RS |
(NADH) ¥ 0 4r3, W B b B #ELEA A
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. V1.2 B4 H BRI, 75 2 47 . SPACE
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2.1 FFMBAHE . SR EY REXER
2% [ip FEHZ 60 mg/(kg - d), %Lk 4d]. 3
BASKTH N EFERFRNE SD KR (KE 200

g &R MAFRE, % 0~4 C &4 T, H¥%M 0.15
mol/L KCl #FBES%E % 1 ¢ FAREM 3 mL ¥
TMS Z ¥ (pH7. 5,50 mol/L Tris-HCI, 3 mol/L
MgCl,. 200 mol/L ) $I&F5%,10 000X g 5
> 10 min, F X5 L HERRHTE S B LiE W 25 000 X
g B 10 min, B LK, H 105 000X g B.L» 60
min, JTREB/> HHOBLE . BB EREE TMS &
Ml (1g FFBEM 1 mL TMS W), %
Lowry T MBEAEASENLEE, SREH
RAEBADEA.

2.2 LR AT MO AR B B B9 & - S B U T
w00 B RERERY, A [ B (RPMI 1640 ¥ 5¢
W, L-2 & Bk 300 mg/L.AEHERH 2 mmol/L.
Hepes15 mmol/L . HFEE 100 U/mL REEE 100
U/mL,BBREGHE pH £ 7.1~7.4) BHAE 18/
mL 8L, 1 mL, MR E AM) BE8 [&
MR A EH 2 mg/mL.1 mmol/L NADP,1 mmol
NADH.1 IU/mL G-6-PDH. 10 mmol/L 6-8% & #
¥ (G-6-P).4 mmol/L HEEE M 0. 2 mmol/L B
ML ZE W (PBS)]1 mL,37 C ABEE 30 min
& TR 2 11 R ¥ ,105 000X g BS.L> 60 min, B E
B, 1 BWARB 10 45,9 pH E 7.1~7. 4, 1L
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B E B R 2 40, AR AR 0RO BT R LLB A
g BE.
3 BR
3.1 EHFmEEXM GMC #5 &k LDH B .
B 1 B[ 41,LPS UMM LE (A) Kk LDH
KEREAMBHEBRE (P<0.01),%H LPS
o] B B M GMC %5, [t xF GMC B — & BB
e, FMetAx A AEK LDH K F5
LPS ERAUWBREZRFABE, R FRORAEX
GMC WEWS 1 SWARY, bR FF OB AR
BEH A (SRR A I A 0 B REE, 27 2K
A, RWMmMREZSFHREREETHH
GMC W7 . M R & R0 iR & 4% LDH XK
FHFER A BARBERARE, RULRE

SET S T |
£1 SHFHEREN GMC WARH LDH K F
M c*s, n=6)
Table 1 Effect of CXNT on GMC proliferation
and its LDH level (x£s, n=6)

0.14940. 00644 18.333+1.033**
0.13540. 00742 18.667+1.366* *

a 9 R MTT LDH
/Cmg * mL~1) /(A 18D /(UL
ZAXR - 0.10740. 009 1.833+1.472
LPS % - 0.20540.009* * 17.667+2.994" *
LM 3} - 0.20140.010%* 18.38343.124* "
XNT-LM 2 0.158+0. 00744 17.66741.033**
4
8

5 At g g - P<0.01
5 LM R4 L. 24P<0.01
** P<0. 01 vs blank control group
AAP<0. 01 ws LM control group

3.2 EFIMREN GMC =4 ET-1 k& IL-6 M
W h#E 2 A, EERS,LPS ERAM ET-1 5
IL-6 K P8 Ax RANBRR (P<0.0D,%
B LPS %f GMC A—=E {2 ET-1 5 IL-6 4 W4k
. TSRk BA5 LPS BR4UBERAE
%, R OB AT GMC 43 ET-1 5 IL-6 #IfE
AE15®EMEY. HREFENERBSHAN
ET-1 5 IL-6 KM BARK (P<
0.01), H & 7 B & &, 3 05 il iR & & MW #
GMC B ET-1 5 1L-6 BIfEA. '
%2 MHFMEME GMC =4 ET-1 & IL-6
HEM (xts, n=6)
Table 2 Effect of CXNT on proliferation of ET-1
and IL-6 in GMC (x+s, n=6)

n OB ET-1 1L-6
a 5l

/(mg +mL~1) /(nge+mL™1) /(ng * mL™1)

Z R - 8.33+1.32 75. 74+19. 82
LPS 5 — 31.91+3.30** 140.53%+16.15* "
LM xtHg — 34.84+4.19%*  149.42415.22* "
XNT-LM 2 8.54+1.1388  49.59+ 3.8044
4 5.76+0. 6748  35.90+ 4.8644
8 2.5940.5684 24,41+ 2.2284

& ARk - P<0.01
5 LM xfR4A . 26P<0.01
* *» P<C0. 01 vs blank control group
A8P<0. 01 vs LM control group
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BA .  AANE . 15 AL RIE R R 2 R BB B B
REMANS/IRERGYERE GMC HEMAR
BREFE LD, ALBERSENLRER -3
IL-6 #1 ET # 2 GMC WA R HAKE F, &
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M Ras/Map %8k R 5t HGF/c-met B EE
YER™, TL-6 78— & Wk BE 70 B 1 LA SR B AR O K%
8 GMC AP, EBPMRBERYRR A EEE
AU ET R—FEA 21 MEERMRIFNE L
Bk, BHHRRESRMH. ET-1 B— 1T
GMC H& B AREF.EEPIRERZHN
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TEEMUKREFSE GMC B4  EB M.
ERERERT X4 TR GMC B,
BFER GMC 20— R IV 41 R T R R AE A, (3
BlE—5P k. BiE GMC W5 & 2 AR i
£, BRI G /PREEL . FRABRARDY . MIREFS
JF OB AR AR 5 AT B B 0 I IL-6 0 ET-1 897
A, HE N I SR GMC B85 a9 0L 7T 8B 2@ i 1
# 1IL-6 #1 ET-1 =4, fTH T IL-6,ET-1 #
GMC 35 2 J8]) /) B 0E 3R SE BLAY

References :

[1] Xiao L, Ding Y. The effect of drug granules of Xueniaoting
on treating Henoch Schonlein purpura nephritis in children
[J). Chin J Pediatr Tradit Chin Med (FFEFEJLBHE),
1999, (2): 120-124.

[2] Yang X W, Hao M R, Hatoli M. Metabolite Analysis for
Chemical Constituents of Traditional Chinese Medicines (‘P %5

£l

(4]

(5]

(6]
(7]

(8]

ts]

[10]

[11]

(123

(13]

[14]

B4 R4 47) [M]. Beijing: China Medico-Pharmaceutical
Science and Technology Publishing House, 2003.

Yao Q Q, Wang M Z. Metabolic transformation of (L)-
clausenamide in rat liver microsomes [J]. Acta Pharm Sin
(F5%24), 1998, 33(4): 296-299.

Zheng Y T, Fen K L. The establishment of MTT assay in
estimating cell survival and proliferation [JJ. Immunol J (%
FeEek), 1992, 8(4); 266-269.

E Z. Technique of Tissue Culturation and Molecular Cytology
CHAEHR MY F AR FEHEAR) [M]. Beijing: Beijing Pub-
lishing House, 1996.

Wang H Y. Nephrology (B [M]. Beijing: People’s
Medical Publishing House, 1996.

Zhao J X, Huang W Z, Jia Z J, et al. The experimental
study of Yishen Tang treating membrane proliferative nephri-
tis [J]. Shanzi J Chin Tradit Med (1L HE), 1993, 9
(2). 26.

Ding Y, Ren X Q. An experimental study of effect of the
Shenbining Granule on the mesenteries of mesentery prolifer-
ation nephritis models [J]. Henan J Tradit Chin Med (¥

HEE), 2000, 6: 21-23.

Gohda J, Makita Y, Shike T, et al. Dilazep hydrochloride,
an antiplatelet drug, inhibits LPS-induced mouse mesangial
cell IL-6 secretion and proliferation [J1. Kidney Blood Press
Res, 2001, 24(1). 33-38.

Wang H J, Zhang Z G, Zhang N, et al. Effect of IL-6, IL-
1, and PDGF on the growth of rat mesangial cells in vitro
[J1. J Clin Urol (iR RIMREFEE), 2000, 15(12): 556-
558.

Pecoits F R, Lindholm B, Axelsson J, e al. Update on in-
terleukin-6 and its role in chronic renal failure [J1. Nephrol
Dial Transplant, 2003, 18(6): 1042-1045.

LiM H, Shen Y P, Zhang Z W, et al. Inhibition of mesan-
gial cell proliferation and mesangial matrix expansion by anti-
sense oligodeoxy nucleotide targeting preproendothelin 1 mR-
NA in vivo [J). Natl Med J China CP#E¥ZRE), 1999,
79(2): 133-135.

Li M H, Shen Y P, Zhang Z W, et al. The mediation effect
of endothelin 1 on human mesangial cell proliferation stimu-
lated by thrombin [J]. Chin J Intern Med ((PENBHE),
1999, 38(3): 153-156.

Haas C S, Schocklmann H O, Lang S, et al. Regulatory
mechanism in glomerular mesangial cell proliferation [J]. J
Nephrol, 1999, 12(6): 405-415.

ANBEIEFL % 4 FEF ARG X B kb ik Bk M K BR B 4 SE K TR AU R M

. Aues!, K E N ERL,BKARLE O RLEBAL
(. MEPE%E SRR 08 K 410007; 2. B EXE REEBELRE MR KY  410007;
3. MimESR SREEME,.HE KY 410007

W E.BN BIRMEELE BYHWD) h4 WM. 2% 8 T 4 XA KW KB s kifE (MCAO)
SRR AL IRk BRAESE MR . Tk AT SRR S R O K R AL P A Bk 1 BT 40 B AR AR 5F 1t
HEMSTBT NS, HR WEMA 6 b ERARERARBERK (P<0.0D, HENBHTHFFBERRN

2004-0:

WAEN.
ESWA .HX

EE WS BB (1962—), &, BIW
* ALk

] Eﬁﬂ%iﬁﬁﬁlﬁiﬁ (30171132); HE MU S RFRGHEAMLARBTE; WHERFELLXEENHIA
WALEXH L, AWAR  EENELHOEHEFE.
# Tel: (0731) 5381111 E-mall dchangq@sohu. com

Tel: (0731) 5381272





