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(HE] B# HWITHBTF c-Ski ¥ TGF-B/Smad 75 & 2 i # %l 4 I 5 5% JR 7% F 7 (diabetic
nephropathy, DN)MI X R, A% WHH KRN E® 5 B4 (NC 4) 55 R R (diabetes mellitus,
DM) R4 (DM 4 ) Fnit i 51 B + B4 (PT A1) B #R B/ B 1 ST SR RR 1A S R 8 37 DM K BRUBEBY 7850
BRI LM, 8 w RSB W I RE M RAFA A THEMAERBIREE, KA real-time PCR
JER M TGF-B1 #1 c-Ski 8 mRNA K ¥, REH BRI TCF-B1 M c-Ski EAFKAFER , FHTH
W0, 8 5 NC4M, DM 4 f %% if /R & & (blood urea nitrogen, BUN) .24 h R B AEA
(24 hours urinary microalbumin, 24 hUMA ) KB 8 # % , £ PT + BU/5 K RUILEE .BUN.24 hUMA K P
DMAHBETHR, ERYEHHFEEN(PH<0.05), PCR &R R ,DM I TGF-p1 mRNA K F&
NCHARBEAR ZPTTHE HRAEEEFRE, ERYFRITFE (P H<0.05),T c-Ski mRNA
KF=ZHHEEREGET¥EX(P>005), SNCHKE DM A FHLRAELSEMERE, MPTAS
NC AT, REALEREBR TCF-B1 Rk DM A NC 4 B EH N, {H c-Ski BHRIXETF NC
#, 2 PT T8 TGF-p1 K&% DM A TFHE, T c-Ski RZBEHM, XRHAZITEEXL (PB<
0.05), &it DN FHBTF c-Ski RiEM T EB D T X TGF-B/Smad &2 HIBH T /E A |, i PPAR—y Tl
AT, 9 DN BT HLE BT SRR ML 0 L R4
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[Abstract] Objective To investigate the negative regulatory mechanism of ¢-Ski to TGF-B/Smad
signal pathway in patients with diabetic nephropathy (DN). Methods Rats were randomized into normal con-
trol group (NC group), diabetes group (DM group) and pioglitazone group (PT group). Murine diabetic models
were induced with streptozotocin. All the indicators related to renal function such as blood urea nitrogen (BUN)
and 24 hours urinary microalbumin (24 hUMA) were detected in rats sacrificed after 8 weeks of experiment.
The mRNA expression levels of ¢—Ski and TGF-B1 were detected by real-time PCR, and the protein expres-
sion of TGF —-B1 and ¢ -Ski were determined by immunohistochemistry and statistically analyzed. Results
Compared with NC group, the levels of BUN, 24 hUMA and blood sugar were higher in DM group, and the
levels were decreased after treated by PT, and the differences all had statistical significance (Pall< 0.05). The
results of PCR showed that the level of TGF-B1mRNA in DM group was higher than in NC group, after treated
by PT, the level of TGF-B1mRNA decreased significantly than in DM group, and the differences all had sta-
tistical significance (Pall< 0.05). There were no statistical significance in ¢—Ski mRNA levels among three
groups (P> 0.05). Compared with NC group, the modality of kidney tissue shown positive expression in DM
group, but little change in PT group. The results of immunohistochemisty showed that the levels of TGF-1 in
DM group were higher, but ¢-Ski were lower than in NC group, while after treated by PT, the levels of TGF—
B1 expressed lower, but c-Ski expressed higher than in DM group, and the differences all had statistical sig-
nificance (Pall< 0.05). Conclusion PPAR-v can significantly up-regulate protein level of ¢—Ski to inhibit
TGF-B/Smad pathway in kidney tissue of diabetic rats, which may provide new evidence for DN therapeutic

machanism research.
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TGF-B/Smad 15 5 i& 42 2 B ME 4F 4 fk 1 < Bl
Mz —, FTLUR HE S /INE b Bz 40 B e 8] 3 B 40 e e
S48 ok 40 B P B2 (extracellular matrix, ECM ) %
M BASFBFRA A c-Ski BRERBEA v-
Ski ZE ABA AN RIIRY , FEMEY) FIhEE
i35 Smad2/3 K Smadd 454, BB Smad E&
WS TGF-B1 THFEEEE I X, M 2 xf
TGF-B/Smad {5 5 & W AR FIERAD, Hix
MREFEEFEMBRE F, RTFHRERKRRKER
(diabetic nephropathy, DN) & %3 % # 2 & h7F 7E
AL PLE B 80 M ASBARS . ML kg 5 BR (pioglitazone,,
PT) fE R it E AL Y B 4 14 58 ) B 32 1K (peroxisome
proliferator—activated receptor vy, PPAR~y) HREZEH
AIMIRE S R, T R 0 B R U (R AR T 4 e
AR TR, RIEAHRYRH, &L
REYRMH S BT RF R ERER, HAEK
YE FADLE 0 oK B ER A SCF 53 3 ik W22 PR (di-
abetes mellitus, DM) K AR 4 A o c-Ski I
TGF-B1 W E A, #it PPAR-y 5 TGF-B1.c-
Ski =z 6] B9 B BE R MIXT DN &0 , 42 5 PPAR—y
Xt DN IO B R SR L3 i SRR U, JT M
RS
1 #R5FE
1.1 ##

111 ZEHY HE K Sprague-Dawley K B 40
R, 8w ik, i & 250~300 g, 1 B REEL R34 P
O, FRHAEARERERSE RIS RIFEX, BRITE
EH,

112 4955 4 K & 8§ & [streptozotocin
(STZ),Sigma A 7 ]J;PT (HAKH A ) ;Trizol (in-
vitrogen ) ; i¥i 7% % i 7 & (£ E Fermentas A 7] ) ; /p
B TGF-B1 B EYIA . R c-Ski BRESLIA
(Santa Cruz biotechnology ) ; SABC % %% 4 {1t %% €8, i
& DAB B &HFE (RNELEAR),

113 U#F5EE& HL CF-15D A%E.OH, 78
[ BIOSEN #8453 #74%, 2F = Quik read P 4347
X, % K Modular P k4 B 314 L4 #14L,

1.2 7

121 FHYHEAET545d ENERFE1wE,
B SD K RIRAT BRI A RA 1 4R IEE R
B2 (NC,n=10), T A HHRIH (n=30), HEIHK
40 mg/kg 14 i B R 85 Bk I 5T 2%STZ, Fet 44 FIE#
X MR G B IR N v IR, 3SR B K E AR
#ER 72 h FER 7 KR A BRI I BE AL o B3 = 16.7

mmol/L, 3t 28 RiEHRII, FiA DM KREEHL 7
7 DM 4 (n= 14) 1 PT T4 (n=14), ¥ PTAHX
RAEETFKEMRPT,AT 5mg/(kg-d)EE B
H 1%, Rt NC 45 DM A4 FEREEBEEK
#H,

1.22 RIEME SLRBE, FEREKRRKER
RA,BBEKE RE . ERMEIRESE, € HEW
iR

123 HPHEEHRESKNY HREZHBE,S
2w M MmAEHICF ;8 w KA Z A Y, BHRIRE
B0 (B0 ¥4 18.5 cm, 3000 r/min, 5 min) , F %
FHE B E 24 h RMEAEA (24 hours uri-
nary microalbumin, 24 hUMA) ; & 3h Bk 28 %l B , 25
L (B4 18.5 ¢m, 3000 r/min, 5 min) J& B
F-20 CHAF, 2= 2 i )R & & (blood urea ni-
trogen, BUN); FHREERE, £EHRERAERA
0% /R EREE, A FURHE, EEERERE
BEE B RE S THRAEE S, 7-80 CHKAE P IARFE,
Fi T real-time PCR M %€,

1.3 TGF-B1 #1 c-Ski mRNA #3EHE  FIH real-
time PCR 46  %& 4 K BV &2 &2 B 9 2 TGF-B1
A c-Ski mRNA £k KEH A, 7E real-time PCR
H, B B-actin fERM S, RRIKR K :2xSYBR
Premix Ex Taq 12.5 ul,cDNA 2 ul, 10pmol/L |k T i
51914 1ul,ddH,0 8.5 pl, R4k 5 25 ul, B-actin b
¥ 31 ¥ .5 -CCCATCTATGAGGGTTACGC -3°,B -
actin F £ 5|4 :5"-TTTAATGTCACGCACGATTTC -
3;TGF-B1 Ky L % 5] ¥ .5 -CAACAACGCAATC-
TATGACA -3°,TGF -B1 # F #¥ 5| ¥ .5" -CAAG-
GTAACGCCAGGAAT -3";c¢-Ski 8 L #3514 .5 -
TCAACTCGGTGTGCGATG-3",c-Ski #J F ## 51 4 .
5-CGTCCGTCTTGGTGATGAG-3", real-time PCR ¥
2 .95 CHUAE H 30 5;95 CAEH: 55,60 Cik k
KEEA 30,3t 40 MEHF, BMERSHNSERY
BEENEE,NACH, RELARX 2-ACt HEH
B R EAR B AT 40 #T

14 BHLRHABEXUE BERIAPEE
MEARHEAEAEY A (4 um), 2 HE 326,50
BEHAESHEYWE,

1.5 BHRAGEHAKRN FH%eEHKL SABC I
B E AL TGF-B1 #1 c-Ski BEHE B, HHK
TGF-B1 —HL M E K 1:200,c-Ski —PLHE R 1:25,
F PBS (R —HifE N BA X ] 4 CIEF 27K ,DAB
B GFAREEYR, BBRS TR AR Image-Pro Plus












