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Abstract: Objective To investigate the influence and mechaninsm of renal interstitial fibrosis of Qinghua Gushen Paidu Granule
(QGPQG) on renal tubular epithelial mesenchymal transition in unilateral ureteral obstruction rats. Methods The male Sprague-Dawley
(SD) rats (108 cases) were randomly divided into Sham-operated group, model group, high-, mid-, low-dose QGPG groups (HQ, MQ, and
LQ groups), and Lotensin treated group, 18 in each group. The rats in HQ, MQ, LQ, and Lotensin treated groups were respectively ig
administered with QGPG (3, 1.5, and 0.75 g/kg) and Lotensin (1.6 mg/kg, dissolved in nomal saline). At the same time, nomal saline was
ig administered in Sham-opration and model groups, once daily. At days 7, 14, and 21, six rats in each group were randomly sacrificed.
Serum blood urea nitrogen (BUN) and serum creatitine (SCr) were tested. Also their left surgery renal tissues were collected for
pathological examination. The pathological changes of the obstruction renal tissue were examined by HE and Masson staining. The protein
expression of Wntl and B-catenin was detected by immunohistochemical staining. Results Compared with the Sham-operation group,

serum levels of BUN and SCr of rats in other groups were increased (P < 0.05), protein expression level of
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B-catenin increased in the renal tissue (P < 0.05). The renal interstitial fibrosis degree was gradually aggratated along with the

ureteral obstruction time. Compared with the model group, after the treatment, serum levels of BUN and SCr in rats decreased

significantly (P < 0.05), protein expression of B-catenin decreased in the renal tissue (P < 0.05). Compared with the Sham-operation

group, the protein expression of Wntl in other group increased (P < 0.05). The protein expression of Wntl was the highest in day 7

after ureteral obstruction (P < 0.05), then decreased. Compared with the model group, after the treatment by drugs, the protein

expression of Wntl decreased in the renal tissue (P < 0.05). Conclusion QGPG may ameliorate renal interstitial fibrosis by

down-regulating the expression of Wntl and p-catenin.

Key words: Qinghua Gushen Paidu Granule; unilateral ureteral obstruction; renal interstitial fibrosis; Wntl; B-catenin
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£1 EHBARIMESCr# BUNKE (x+s5,n=6)
Table 1 Results of SCr and BUN in serum of rats in each group (x+s,n =6)

5 Fil/ SCr /(umol-L ™" BUN /(mmol'L™)

. (mgkg™h 7d 14d 21d 7d 14d 21d
BFAR — 16.83+4.79 14334635  1533+3.14 7.14+1.14 7.094+1.32 7.4441.06
Y — 30.17£1.72°  31.334+437° 3383146797 125842160  13.64+2.68  14.61+221°
wTH 1.6 24.00+6.84™ 24334463 2594+741  990+0.79™ 11.08+1.54™ 11.43+1.44™
LR EHES 3 000 245043.67" 24.00+4.73" 25834640  9.95+1.12" 1126%1.58" 11.98+1.61"

s 1 500 245043.67" 25504295 27.66+4.71" 10.16+2.51" 11.13+1.78" 12.30%2.17
750 24.83+422" 26334427 2833+£520°  10.3042.77"°  11.46%1.83" 12.63%+1.71"

H5ETFRALE: "P<0.05; SHMAHE. “P<0.05; T

*P < 0.05 vs Sham group; “P < 0.05 vs model group, same as below

3.2.2 HE 3t Q4IZUEEUE: BTFAY HE 4
AR W AR B, NG B A M TR /)
BRI, AT AR LB S SEREGH MR o JE AR,
(=i IR 157 & AN = o RS P = A8 I
BNVE ARG RAE. BV s, DAK
%, RN, (AT R P IR T4 4
AR LT AL, BERERHIS A RER:, Fodidt—25
Ho R, 7% TR R A R ki 4
B INEI R TR . @' /N [ B F A b
5 HEFARAIE:, St B ) S a5 e 2%
Hhn (P<<0.05), HFREMAFHITRGE, B iR s fifa
HoZ Wi (P<0.05). SHMA L, S thlE
HEREURL . ¥ T HHAIT 7d J5, KRB TR B R R

W, AZERARE; 0T 140 21d )G, I T4l

T A ] I R ORE T 7 2 W A R B SR T
B (P<0.05). ZiRWE1FIE 2.

3.2.3 Masson ¢t TR, 42 Masson 4
TR DB S BRSO N AL B 2R
A 1) G PR P S 2R s A 2 I 5 A5 BEL B i) £ S
K, MR R R AT Y a2, NVE B R
WMOLL g vk, PRI TN, /NE R
fio IR BT s, SERTFARAR, &ik
LA W () R A e PR A 2 1 (P<<0.05), BiAE
FERE I TR R, B /N TR T4 4EAL R W N (P<
0.05). SHIRIAI LA, WAL HERERTRL . ¥ T 8T
Y1V ) AR A TR B (P<<0.05); ¥R97 21d ),
T e Y R ) 2 e TR A B e ek %
B 1] AT AR (P<<0.05). 2551 UL 2 FiiEk 3.
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Fig. 1 Results of HE staining for kidney tissue of rats in each group
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*2 BEAXRBNEEFIRGELLER (X+5,n=6)

Table 2 Renal injury index of renal tubular interstitial of rats in each group (x+s,n =6)

B N i) g 4

= -1
21 %) HlHE/(mgkg ™) T 4d Y

RFAR — 0.14+0.41 0.24+0.45 0.28+0.61

A — 1.88+0.72" 2.4040.76 2.7440.56"

T 1.6 1.76+0.77" 1.724+0.90™ 2.36+0.72""

Vi AR B R 3000 1.804+0.73" 2.02+0.89™ 2.30+0.86
1 500 1.86+0.67 1.784+0.91" 2.26+0.85™

750 1.80+0.83" 2.01+0.87" 2.30+0.76"

W T

B

BFAR

1500 750

AL SR (me kg ™)
& 2 Masson FZ@EILH S8 FRALELIFR
Fig. 2 Evaluation of renal interstitial fibrosis by Masson staining
RI BHEHARGERFHEMIERLEER (X£s5,1=6)
Table 3 Renal interstitial fibrosis index of rats in each group (x+s,n=06)
~ W Im) S 4T 4 Ak 55

2 5 | H/(mgkg ™!

AR Al mgke ™) 7d 14d 21d
BFA — 0.10+0.04 0.12+0.04 0.0940.04
ikt — 1.8240.15" 2.4940.09" 2.8740.06"
w1 1.6 1.17£0.06™ 1.56+0.09" 2.3440.13"
T[] B HE T ok 3000 1.234+0.09™ 1.61£0.09 2.3040.08™

1500 1.3540.08" 1.64+0.11" 2.1940.10"*
750 1.3940.08"* 1.7040.06™* 2294011

W THHE: "P<0.05, K

#P < 0.05 vs Lotensin group, same as below

3.24 'BMEAZ wntl RIABN TR, Wntl
TEB /N LR A0 MM T A R R s . RS, &
TSR BRIV b R 4N 4 B JSRn 41 A% Y Wintl
B AR ERRIE, B/ NBRNAAA > Wntl &
ik, MRS EE 7 K Watl KikE R (P<0.05),

B I E K, Wntl KiAuwkb, HIEE TR
FARA (P<0.05). SHBIAIALLES, M EHE
TR 50 T4 Watl Rk FEL (P<
0.05). SR 3 5k 4.

3.2.5 B-catenin KIALHN, TE{ETFAR4l, B-catenin
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Fig. 3 Immunohistochemical results of Wnt1

*4 BHEKXRSHAL Wntl 7 p-catenin EEHERE ERIAFERLEK (X+£s5,n=6)
Table 4 Protein expression of Wntl and p-catenin in renal tissue of rats in each group at different time (x +s,n=6)

Y151 il Wntl FiE B-catenin 1A

- (mgkg ™) 7d 14d 7d 14d 21d
BFER — 2966+ 544 44224 442 3701+ 6.11 2764+ 261 3657+ 228 4121+ 5.13
R —  369.16+32.02° 252011208 1949941228  119.74412.09" 14849+ 9.79" 183.12+£1043"
wIH 16 6271+ 737 5776+ 2337 5121+ 462° 4776+ 3.68"% 9035+12.68  108374+1235™
WS 3000 68.19% 536™ 6035+ 841 5633+ 349%°  57.13% 863 83.094 731" 11725+ 801
Tk 1500 7520+ 470" 55524 4.52°° 5341+ 401 4630+ 579" 746311070 120.64112.89"
750 7835+ 618" 6078+ 855 57154 511 72.86+ 446 8748+ 7.80™ 1288441297

5L S HE RO 750 mgkg T 4LEEE:: €P<0.05
&P <0.05 vs 750 mg-kg ' of QGPG group

B NG ER gl >Rk, bR A A
HiERIE, ERE, SIEBda RS NE g
LM B-catenin K &L, BHAGRHEFHIN A B4, &k
Fi 2] B 8] Jit B-catenin KX R %, HIYEZ 5T
FARA (P<0.05). SHRAIALLEL, M EHE
BEAURL A B 535 T84l B-catenin R IA Y FFAK
(P<<0.05), ¥QITHE 7 R, & T4l WA B Hid
OB 77 B 2H 4503 A ] HE R OREAIG A7) £ 41 g
BAAIG B-catenin ik (P<<0.05). Z5H LK 4 F1& 4.
4 it

e AR O B A, (HARE R
TR CAORANG” CATHANG” MBLE, A
A nT 8 TP B 2 AR Y . AR B A i

ity G SRIE” AR P, iRy b
LIRS R PR o A HE T
DAsgiG. i <E'E, 2801, Afeen i, ik
LR N N I T S P S e E N S P S L S
BEANZ I, RN, 2RI 2T AR
o I R 5 WA A ] e 2 05w 1Y e e 2l
e~ D SRS IS, AEVR YT IR B R 5 T Al 3k
R R T 2

VL P DhREAN 2 P e S IR Sl %, DL
FERIE ST IV PG 28 K 32 2T He AL A X5 B/Smad
FOT R P I 22 2R AN H M SR IR 1 S
TR WHEEA. Tk, BOREZ R R
W] Wt {5 530 i 55 P LT YRG0 COR BTG, e
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Fig. 4 Immunohistochemical results of f-catenin

PE'E Dy e AN A1 AR R i B v R s AR
FAUCTI L SR TT Wnt 155 5 30 0 76 ) 4T Ak R
AR AR, WU E IR LT YA R T R A E
IR PR

Wt {5 538 4% 2 15 A1 o3 WAV 22 41 i AR K R 7
DA 4t 1 5344 DRI 1, 56 B I 1) e AR RUR B kR &K
HIEIAE ] - Wt £ 5 18 25 (1) 58 AR 5 7 B0 ] 5
RVF 2B, CAEE A4t . 2%
B o SUPE B S R PR I DARG U Rt T A
P22, Wt {55 I 43 0 LT i Rl i
. 20 HLIE B Wnt/B-catenin 18 . JF£E MLIE M T
FALHE =400 Wnt/PCP i, Wnt/Ca® 3875
YT GRS 1 RS R 4 4 2 i ),

Hur, WFREE 2L Wnt 2 HLIE i . B-catenin
(RGP T rioo g, IEM RS Wt 1812
() AL R A e LT Ak A4S, B-catenin
KERE, BURAYEAOCIE R RIL, W4
JEE AR 7 (MMP-7), £Fa R SO Y6 1
(PAI-1). ML A B E KR 7 (VEGF) 4%, {1
Fe ) A R A . ARTFSC R, B-catenin 7 'H £F
et KR hRIL BEm T IRTFARA, GitehER
(P<<0.05), BHAFRERHLN e, A2 1 ) 5
B-catenin KA HIEZ, HIWEF TRFARA (P<
0.05), Vil p-catenin 5 EF4EAbIK) K AR AT %

SR 2RI R, A HE RN A AL S TR
24 B-catenin AHBRAL I RIELIHFIL (P<0.05).
UEAHYE AL B 55 7 g N I B-catenin PRI, $7R
A HE R T T e R AN Wt 5l i R 4%
P AFYEAIIE

Wt 5 5B EIE S A1k, EAFVNREZ RS
HEZI R BL T 19 B Wit JE 1), 4ihd 19 FEE 11
Wnt 8 R AR . Wnt BEE R R
A5 Wt {550 M . Watl /£ Wat
FIRNZ AL —, E4ERF AN IREE (R E LA
T AE B AT YR IR A 2 Jie v #s A T T 2009
4 He ZUIIWIGTR I, 24/ BRI PR 3L
B ST T AEAL Y 5, Wntl 7ZEREBH S 45 7 % Bl
mAIs, BE TR

ARSI T ks — Y, Wt &
EI e R BEBEL S 2 7 R R s R 1A (P<<0.05),
BEJG AR 14 R\ 5 21 RERIE R, (HEEHEA] Wntl
HAXRBHE TR TARL (P<0.05), /- Wntl
A RELE B LT e M R A R R Rl . S A A1 A
b, K iniair i, A A HERERL A A S
& TR Watl RIKBAREIL (P<0.05). £WIE
A B HE 5 0RE BE — a FE R R AR 4R R R
Wntl FEIRIE, JEl Rl Wnt 558 8k
AVER . Wntl & AMER Wnt/B-catenin 8 i 11 F
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s 5HEAH, 5 B-catenin AHEEYHCR, Wntl 17
5 1 5B AT S /NI B-catenin 3
Wt {5 Sl AL USSR, H Wt {5 il 5
fibfs "SIl A7 AT IR, Wntl 27504 Wt {5
SIS NI E . I, 4K Wat {55
i e £ AT ARG R A P I S B AR BRG]
HERE 708 AT A6 S E A s 1 S K LA A
— AWt

St AERARMNEAKXFHY TS,
BMNEFRKFEHES —ERAFESTK, BIMNT
W [E RARIR AL, R IR R 1

S 30k
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