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Tab 1. Effect of fenofibrate( FB) or rosiglitazone (RG) on contents of fibronectin( FN) and type IV colla-
gen( Col-1V) in supernatant of glomerular mesangial cells cultivated under high concentration of glucose

Group FN/pg L™ Col-IV/pg-L™"

24 h 48 h 24 h 48 h
Normal control 8.7+0.5 10.9 +0.5%% 11.0£1.3 12.3+1.9
HG 10.7 +0.5* 13.5+1.3"42 16.5+2.0* 21.2£3.2™4
HG +FB 9.5+0.9" 12.1 +1.0%4 15.7+1.8* 17.7 2.2
HG +RG 9.0+1.0" 11.8 +1.1%44 14.2+1.1%* 17.0 £3.27%

The cells were pretreated with 5.5 mmol-L ™" glucose ( containing 1% fetal bovine serum) for 24 h. Then, the cells were treated with
5.5 mmol+L™" glucose ( as normal control) or 25 mmol+L™" glucose (high concentration glucose, HG) for indicated time. For HG +
FB group, the cells were treated with 25 mmol-L ™" glucose and 100 wmol-L™" FB for indicated time, simultaneously. For HG + RG
group, the cells were treated with 25 mmol-L ™" glucose and 20 wmol-L ™" RG for indicated time, simultaneously. x +s, n=6. ™ P <
0. 01, compared with corresponding normal control group; *P <0. 05, ¥P <0.01, compared with corresponding HG group; “ P <0. 05,
24P <0.01, compared with corresponding 24 h group.

Tab 2.  Effect of FB or RG on superoxide dismutase ( SOD) activity in supernatant of glomerular
mesangial cells cultivated under high concentration of glucose

Group T-SOD/kNU-L™' Cu, Zn-SOD/kKNU-L™' Mn-SOD/kNU-L ™"
12 h 36 h 12 h 36 h 12 h 36 h
Normal control 14.7+1.3  13.5x1.1 8.3+3.3 8.7+3.3 6.3+£2.3  4.8x2.4
HG 11.6 £1.9™ 10.8 £2.2™ 6.5+2.3" 6.5£2.2" 5.2+1.8  4.3x1.3
HG +FB 11.8+3.6™ 13.3 £2.7% 6.4+1.1™ 8.8=x3.2%8 54+1.7 4.5%1.6
HG +RG 11.5+3.8™ 12.8 £3.3% 6.3+3.0™ 7.9x2.8"% 5.2+2.8 5.1=x1.5

See Tab 1 for the treatment. NU: nitrite unit. x +s, n=8. “P <0.05, ™ P <0.01, compared with corresponding normal control
group; *P <0.05, ¥P <0.01, compared with corresponding HG group; P <0.05; ““P <0.01, compared with corresponding 12 h

group.

T-SOD % Cu, Zn-SOD &7 12 h B 5 B 4 AH 1
T AR, {H T 36 h B T-SOD % Cu, Zn-SOD fi)
TP DU S 2 i L A 0 I IR K, T4 A
Mn-SOD &N A B B2 4F . FB 5 RG 4136 hify
Cu, Zn-SOD i M:4¢ 12 h 5 1 E 1 .
2.3 FFENESRFRIAYSHEEFNSNMRR
PE4H AR %%k MDA K GSH & 2 #5200

3 5 RWon, B LIE R MDA
AN, 12 F1 36 h @b MDA & &40m T 15 %
XTHRZ ; FB 5% RG 9 12 1§ 36 h #RfE o & 0/ 5

B ™ MDA B9 4 . FB 3 RG 1 #il 36 h J5
MDA &85 T 1 12 h 83 T+ 5, U B BE & B[R]
FEK ENf# A FB w8k RG AY T 1, th A AE 5¢ 2 BH 1k
MDA 9, 515 % XF BB AR Fb , B8 g 12
36 h W GSH 34 i 2 /b FB 5 RG 18 12
136 h J5 GSH & & THia, $&78 FB 5L RG Al &
P ol Al FEam A 1 i GSH 55 2 1 4 55 28 J156 40 Jfd A4 471
AALBI AR JT . #4540 36 h GSH &t 5 12 h #H LK
WY e, FTRE 5 AR J5E 200 i i o I ) 2 A QA P
FhiE GSH & it midg i Afbne 1A ¢,

Tab 3. Effect of FB or RG on contents of malondialdehyde( MDA ) and glutathione( GSH) in supernatant
of glomerular mesangial cells cultivated under high concentration of glucose
MDA/ umol - L™ GSH/g-L™'
Group
12 h 36 h 12 h 36 h
Normal control 9.4+6.7 9.7+8.3 98.2 +£29.4 106.3 +36.4°
HG 14.5£10.7™ 18.6 £20.5™ 75.5£35.92™ 94.0+30.3*~
HG +FB 6.6+2.7" 11.8 7.0 %42 90.8 £27.3*" 109.8 +35.6"
HG +RG 7.3+3.7" 11.3+7.2%4% 95.4 +30.9" 111.0 +28.5"

See Tab 1 for the treatment. x +s, n=11(MDA), 8(GSH). " P <0.05, ™ P <0.01,compared with corresponding normal control
group; *P <0.05, ¥P <0.01, compared with corresponding HG group; “P <0.05, ““P <0.01, compared with corresponding 12 h

group.
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Inhibition of fenofibrate or rosiglitazone on production of extracellular
matrix and oxidative stress of glomerular mesangial cells incubated
with high concentration of glucose

NI Lian-Song * , JIN Jie-Na, ZHENG Jing-Chen, SHEN Fei-Xia
(' Department of Endocrinology , the First Affiliated Hospital of Wenzhou Medical College, Wenzhou 325000, China)

Abstract; AIM  To investigate the protection
mechanism of fenofibrate (FB) and rosiglitazone
(RG) on diabetic nephropathy. METHODS
Rat mesangial cells ( HBZY-1) were incubated
in media with normal concentration glucose
(5.5 mmol - L"), high concentration glucose
(HG, 25 mmol-L~"), HG + FB 100 pmol L'
and HG + RG 20 wmol-L ™", respectively. The
activity of superoxide dismutase (SOD) and the
levels of malondialdehyde (MDA) , glutathione
(GSH) in supernatant were assayed using chro-
matometry. The levels of fibronectin (FN) and
type IV collagen ( Col-IV) in supernatant were
determined by ELISA method. RESULTS
Compared with normal control group, HBZY-1
cells in HG group showed increased contents of
Col-IV and FN; their supernatant had signifi-
cantly reduced GSH level, decreased activity of
total-SOD (T-SOD) , Cu,Zn-SOD and elevated
MDA level. These changes could be partly or
fully reversed by FB or RG treatment.
Compared with HG group, HG + FB or HG +
RG group showed decreased contents of Col-IV

(48 h:(21.2£3.2) ws (17.7£2.2),(17.0 £
3.2)pg-L™") and FN (48 h:(13.5+1.3) wvs
(12.1£1.0),(11.8 £1. 1) pg- L") ; their
supernatant had significantly elevated GSH
level (36 h:(94.0 £30.3) vs (109.8 £35.6),
(111.0 +£28.5 )g-L™'], increased activity of
T-SOD (36 h:(10.8 £2.2)wvs (13.3 £2.7),
(12.8 +£3.3) kU-L '] and decreased MDA
level (36 h;(18.6 +20.5) vs (11.8 £7.0),
(11.3 +7.2) wmol - L™"J. CONCLUSION
FB or RG can decrease synthesis of extracellu-
lar matrix in glomerular mesangial cells culti-
vated with high concentration of glucose, and
attenuate oxidative stress obviously induced by
high glucose.

Key words: diabetic nephropathy; oxidative
stress; fenofibrate; rosiglitazone
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