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[(FE] BH MRF I BES LG T w, Fik KA 5 6 mmol/L # & # %k (N 41) 138
mmol/L % # #7#& (C 4,138 mmol/L & & #EE R KA 5 pmol/L F i 8 4 (R 40) 3 Ic A ML 8] J 2m 8
(HPMCs) ;£ B 24 R B —#bk 8~10 A ¥ a9 SD R F BB R KA AR AT L, MIEHS 4. 250 S Bk rE
T RAEIRLFEALARR , 5 A E w20 (RN 40) A A (RC 40) ., F a4 d MA A (RR-N 4A) A F Va5
#24(RR-H 40), WARBMBALE A, L0 4&;@@%@%71“1{131@ 1 R RE G (Col-1) . i W kA%
B+ (VEGF) .E-45 4% @ (E-cad) 9 22 0L, R 5 NAMEILi.C a4 R 4 HPMCs 7 HIF-1a.Col-
1.VEGF £ 3# 5 ,E-cad £ &V (P<<0.05);5 C 44 ,R 2845 HIF-1a.Col-1.VEGF £k ¥ & .E-cad £

RV (P<0.05), 5 RNAKXRA WK RCAXIMBLEMFL, KRR F LR, L F LI /FE;RR-N.RR-
HAXRAbERARIT LK FLEES RCALAR Z2F;5 RN 4, RC AB B A LR HIF-1a,Col-1, VEGF
A5 Ecad 2K Y (P<<0.05);%5 RC 414 ,RR-N 41 HIF-1a.Col-1,VEGF .E-cad & ik &% % £ 7% ;
5 RC#4% RR-N 2% ,RR-H A A4 HIF-1la,. VEGF 2% % %, Ecad A& WV, 2 F A % it 3 & 3L
(P<<0.05), &t FiatbT 2B Emp HIF lo AR S T HLESEG LR, FANSTF
B ML R IG I K R IR 4 24k, K B 09 F o) 8] 4o T 48 73 7 38 Am B JE 4F 4k 69 R Te
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Study on effect of roxadustat on peritoneal fibrosis"
XIAO Wuhao s HUANG Yiziong s« ZHONG Wei ,L1U Kanghan”
(Department of Nephrology s Hunan Provincial People’s Hospital /the First Affiliated Hospital of
Hunan Normal University ,Changsha s Hunan 410005 ,China)

[Abstract] Objective To study the effect of roxadustat on peritoneal fibrosis . Methods The human
peritoneal mesothelial cells (HPMCs) were cultured with 5. 6 mmol/L (N group),138 mmol/L (C group) or
138 mmol/L glucose solution combined with 5 pmol/L roxadustat (R group). A total of 24 SD adult male rats
aged 8 —10 weeks from the same batch were selected as the study subjects. 4. 25% high-glucose peritoneal di-
alysis solution was intraperitoneally injected to construct the rat peritoneal fibrosis model, which was divided
into the normal group (RN group),model group (RC group) ,roxadustat conventional dose group (RR-N group)
and roxadustat high-dose group (RR-H group). The morphology of peritoneal tissues was observed,and the expression
levels of HIF-1a,Col-1, VEGF and E-cadherin were detected. Results Compared with the group N,the expression
levels of HIF-1a,Col-1 and VEGF in HPMCs in the group C and group R were increased and the expression
level of E-cad was decreased (P<C0. 05) ; compared with the group C, the expression levels of HIF-1a, Col-1
and VEGF in the group R were increased and the expression level of E-cad was decreased (P<C0. 05). Com-
pared with the RN group,the peritoneal structure in the group RC was disordered,a large number of collagen
fibers were deposited,and the dense layer was thickened;the angiogenesis in the RR-N group and RR-H group
was obvious,but there was no significant difference in the thickness of the dense layer compared with the RC
group;compared with the RN group,the expression levels of HIF-1a,Col-1 and VEGF in the peritoneal tissue
of the group RC were increased,and the expression level of E-cad was decreased (P <C0. 05) ; compared with
the group RC, the expression levels of HIF-1a,Col-1, VEGF and E-cad in the RR-N group had no significant
difference; compared with the group RC group and RR-N group,the expression levels of HIF-1a and VEGF in

EEWHE WHEA T AEMEZERSFIT R H (202103051068) ; H1 B 4 P E 4SBT H (2021102).  ©  BEEH, E-mail: li-

ukanghan@163. com,



1928

FTHREF 2024 % 7T A% 53 4% 13 M

peritoneal tissue in the RR-H group were increased, the expression level of E-cad was decreased, and the

differences were statistically significant (P<Z0. 05). Conclusion Roxadustat could cause an increase of HIF-1a

expression level in peritoneal cells and increase the expression level of fibrosis signaling proteins; while con-

ventional dose roxadustat does not increase the peritoneal tissue fibrosis in rats, while high-dose roxadustat

may have the risk of aggravating peritoneal fibrosis.
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JI& 3% A (peritoneal dialysis, PD) J& 2 K & IiE
Ji (end stage renal disease, ESRD) £ & "B IEEAIGIT
Fkz— @4k PD B &R IR T i B R
A K415 % H T (hypoxia-inducible factor, HIF)
A Ay 240 SR A3 R A1) B R AR L A S R 4 A
21 40 M A= 1% & Cerythropoietin, EPO) & ik 1Y 56 f# §5 5
P, % m] At AR TR A 2 BE R Ak A ) R
(prolyl hydroxylase inhibitor, PHI) , fE % & %8 HIF-
la 35 HIF k38, 42 68 4 EPO £k
Thi A IE B A M., HIF B T 987 20 240 i Ak 4t
TELF A4 U5 A= 1 240 B 1 O T 45 22 o B A B
R R T AR Y PRSI S BE R AT
fE A 20 HIF-1o 7K F T i, 2 5 18 8 2F 44kt i
P HIF-1a (432 35 0] BY d o 38 15 IR 1) RE . 4E 2% 21 4k
PRt R SR, PD R 2 0 ) A 5 2 S 5L
R ZH 20 HIF-1o 35 B, 3 10 39 0 I8 R 28 4 4k 0 XU RS:
WA FE ST UE B, T, AR STl 4. 25 06 SRR
B VA ST K BN S 7 i A AR RS JE AT 138 mmol/L
25 b8 b BN IE IR 8] B2 2 i Chuman peritoneal meso-
thelial cells, HPMCs)"'" , 45 7 2 v ] il + 70, W 58 &
U R AR A Y A S0 X T AT AR Ak Y 5
PARE T,

1 #RE5FZE
1.1 #H#

PEHL 24 HR —HEYR 8~10 JARS 9 SD A 4F it
KA R BIFFE X 4, R BRI T 80 o 07 31 e S 3k S 5 B
YA RN W G ATIES . SCXK i 2019-0004) , 1A F
200~250 g, HPMCs(BNCC358140) I T-4t & 4t 44
BIE A BB 5E BE . 2 VD R (FG-4592) 1 T 95 [H
Biorbyt A1), 4.25% %455 PD W& T A ¢ (=D 4
AN R, DEME 5 3% I 4= i W T 56 [ Gib-
co AT, 1 MK RS H (collagen-1, Col-1) 4 . E-45
H52E H (E-cadherin, E-cad) HU i, M4 N B2 A4 K HF
(vascular endothelial growth factor, VEGF) #i &,
GAPDH #i 1 . Marker W T 3% [E Proteintech 2 A,
HIF-la $iiAN F 36 [ Thermo Fisher /A #l, #AR it
‘H AL ¥ B (horseradish peroxidase, HRP) #5119 —#1
WF R AR ARAF .

1.2 Fi&
1.2.1 e CCK-8 &
O 84 KA HPMCs il £ 5 41 i 2 9, AR 95

roxadustat;hypoxia-inducible factor;peritoneal dialysis;peritoneal fibrosis

YRR AL R — D W R K di A T 96 fLAR, B
FLHCE 100 pL 41 B0 3X10° 4~ %38 3 N E
fL. 73 H 10% DMSO #5006 B 2 V0wl 43 BIEH 0.
1.5.10,50,100,150.,200 pmol/L ¥ B i %7 ¥ w) fh 4 3
HPMCs 24.48.72 h, &A{LMA 10 pL. CCK-8 # K »
Bifarh s 9% 2 b5 FH AR (G 5 450 nm &b 14 W Y
LA (soy | 0058 AN 590 2 5 b ) b %o () Bz 200 i 3% ) 14 5%
] , - 16 B A 25 ) T v FE T 5 2255 5
1.2.2 @fesni

B 8 4= K 1 19 HPMCs 43 %1 F 5. 6 mmol/L 7
PR (N 4H) . 138 mmol/L % 45 8 % W (C 40) .
138 mmol/ L 7 %5 B A W+ e HE vk B 2 Vb w4t (R 41D
BRI E i K B VD E TR HPMCs JE 452
MR,
1.2.3 @i tie

MR EED A AN ZRP B IE T EE 15
min, 7 B2 #5 2% th ¥ (phosphate buffer saline, PBS) ¥k
W 3 WA PBST Z AR 15 min, JH 5% i g 0k
£ 30 min, ITA —HL (1 = 1000 fE 4 CHF K,
PBST ¥k 3 K mA — (1 2 250) . ZHWH
1 h, PR PBS We¥ 4 W mE R Ml 175 .4 °Cik
B 1 h 7ESOG WA N OgR .
1.2.4 FHhoa

KRG —@E N EMFE 1B 24 2 SD PR R
BEBL R 4 .84 6 RS A RREEELER.
B yb b 1Y 92 86 ) B 2 % BECK 25 Bk 55 4 GE .
(DRN 4 ATHRRAHE  (2)RC 4 - B KM s 7 41 24
Y451 4. 25 Y0 1 4G WIS B W (100 mL/kg) ;5 (3) RR-
N 4. B KM E S 259, 44T 4. 25 % 3 & FE IR B W
(100 mL/kg) +¥E B & RS 24, 45 T2 VW wlfb[ (2. 5
mg/kg, & E 3 K (three times a week, TIW)]; (4)
RR-H 4. 5 KIE TS 25, 45 T 4. 25 % 45 % 46 I8
B (100 mL/ke) +HE B £ TIRGA 25, 45 7 2 U Al b
(10 mg/kg TIW) ., KRS Z T 0 6 Ji 5174 %
BE L WE KBS AL bR A . S S 345 B AR Be s
PR DL (R L5 . 2020 55 T3 39 5.
1.2.5 G (Masson) #= 7 A AF-4# 4L (hematoxylin-
eosin, HE) # &

HUME I RE 22 20 280, FH 10 %0 HP I [ O A 0 f 0
YR ZE 4 pm, UL BT 6, Dok 2 &8, b
REBE 3R % A K RIS RS RE J2 21 ZUAR AR Bl B 26 B
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10 NPT I A5 I R 2l 2 0% 2 R O (A
1.2.6 SEmuiesfe

B SR A 2V ) L 3 %0 AR K TR I 30
min, I 0% B W, F HIF-1a (5 pg/mL) . Col-1
(1:1000).Ecad(1l:2000)—$ih 4 CrtMmHE,
WHRES P E 1 h, FARRYE, B, kA
Image Pro Plus 6. 0 13 HIF-1a.Col-1. E-cad -3
A G0 o
1.2.7 MBE4A 4% G R B AF2 Western blot X3

PE A ML T R A 2R AR B T, LUK B R B
Jin—4#t Col-1(1: 2 000),E-cad(1 : 4 000), VEGF
(1:2000) HIF-1a(l pg/mL) GAPDH(1 : 5 000),
4 CPFERME.FT P 5000 EEH FFEE
90 min, >k HIH L2 &6 B 5%, GAPDH fE 8 N
Z IHBE A S GAPDH K FE(H i e 1EAS B 8 &
H&RIE K.
1.2.8 X & Hb#%n

2GR T HUE 6 J8, 2 K BUE 5 28 AR L
RO A B Hb 15 80, PEA 2 ¥ w7 25 AR .
1.3 %itsuam

K SPSS27. 0 B AF x5 £ 9 i A7 g8 it 4r B s i i
TR, &t Fon, Z 411 R B R R Oy 225081
J5 2257 R LSD £ %, J7 2 A 55 2k Al Brown-For-

NZH‘

B 2 BHEEE DA M HPMCs EF

2.1.3 #%uaxinAZwmie HIF-1a.Col-1,E-cad
FaREERL

N 20+, HPMCs 7] WL E-cad 263k , 40 g 4 5 i
bt Col-1 A E IR L&A HIF-1a RKik;C 4,
Y I E-cad 23K B W8 /D, Col-1 & 1R B
A/ HIF-1la #X ;R A9, 0 Z N HIF-1a ik
B3, Col-1 3k B B3N, E-cad &3k B &9 2>,
UL 3,
2.1.4 Western blot #m &40 4w . HIF-1a. VEGF.
Col-1.E-cad & & &AL

5 NAWE,C AHMM HIF-1a. VEGF.Col-1 &
HRIRIEM, E-cad EHARKB A . ZR A5 E X
(P<<0.05); 5 C HIE, R HMHMHK HIF la.
VEGF .Col-1 ikt — LM, E-cad RikW D, 257
Gt L(P<0.05), W 4,
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sythe #r 56, SLH 45 5 A GraphPad Prism8 fEE . LA

P<0.05 NERAZIT¥REX.

2 & ES

2.1 ¥ 343k HPMCs % % vh

2.1.1 REKRET s HPMCs & 5 49 %
24~72 h ¥, HPMCs £ 5~10 pmol/L % ¥) 7l

i 005 A B NG O B . R AR BN 5

pemol/ L 48 M TG g S5 iy 3 B2 vk B AT 40 M T T

WL 1,

2501
2001 . . : S
w3, i3 =3 0 pmol/L
2450 '}0, 717,'_ ,{‘ %J; 1 pmol/L
IS N wy &% 13 ';;5{, W5 wmol/L
s &é & 2 % & «10 pmol/L
1001 050 pmol/L
- 0100 pmol/L
| 4150 pmol/L
5 v200 pmol/L
0 T T T
24 h 48 h 72 h

L P<<0.05, 5XF R L.
1 AERETZ a1 HPMCs CCK-8 i 1§

2.1.2 &R Firaat HPMCs B A 26 % h
N 41 HPMCs W BE A= & HES B %5, 4 i 52 2 50
& WG , b A 5 5 8 A Y 38 B9 411K s C 41 HPMCs
ERRIE R A4 FEE 2 KRIE, B KRIE 4001
BIAREE C 4100 W3, WL 2,

RZH
FIF50m (100X )

2.2 Fia Mt K KM B0 %R
2.2.1 Fiyatear K RO R R F T A

RN 4 K BRUME B4 2185 1) 52 3 BUR 2 R B R
(21.85+1.95) pm, RC 41K FUIE B 41 200 I 3 )=
e e A HE S ZE AL F R PR AR A TR AR T D A3
[F) Jz e 2 5 ) 2 R AT UL K B AR A 44U AL PR RORE
Y M IR T AR TR AN A Y 22 B0 2 I I R R R
H7(108.54+1.33) pm, i F RN 4, Z R H G % E
M (P<C0.05) ., RRRNAKRERALHZH NS CH
ALY Bl AL 5 B 2 )R B O (108, 92 £ 2. 25) pm, 5
RCHA WK ESF LG IHF#E L (P>0.05, 5 RC4H
KB RR-H 41K BRUIE B2 210 5 14 5, 2 21 254y
L3 09) 11~ N 11 ol ) [ L R T P s O 1 AP & =
JERE (113, 2044, 52) pm, 5 RC 20 \RR-N 4 L %%,
2 RG24 L (P>>0.05), WL 5.6,
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2.2.2 REMEAF M A E K R AL HIF-
la,Col-1,E-cad #) 2 # fo & ik 1 3L

5 RN 4 H 4 . RC 41 .RR-N 41 . RR-H #41 kK §lUE
AZH 20 HIF-1a, Col-1 Fik 1, E-cad F ik, 22
S Gt X (P <<0.05); RC 20 . RR-N 41 K i
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RZH 2 HIF-1a.Col-1.E-cad EA LK Z R LG iT%
HE X (P>>0.05) ;5 RC 4 H# . RR-H 41 K R B 41
41 HIF-1a Rk E-cad KW . 22 A S it
B (P<0.05), Fidl Col-1 FikZRILLH¥E X
(P>0.05,0LK 7,

0. 61 0.6
Bt <
% 3 ab
@ 0. 4 ab R 041 =
- : E
HIF-1a O xio E - a
o 0.2 a £ 0.2 ==
~ ()
N = | =
EGF X108
VEG Q - 45x10 - 0 — T T 0 T T T
NZH C¢R RZH NZH C¢R RZR
1.2+ 0. 61
Col—1 130X 10° ¥ B
- % o %
ﬁ 0. 8- @1 0. 4-
Ercad | D Sl o | 000 B a [ o
£ 41 - Lo a
% ’ Iﬁ ’ —4 ab
3 —s w _EIE_
GAPDH | G WP W | 36 10° 0 0
L] T L] L] T T
NZR C4H RZH NZH C¢H R¢H
A NZH C¢H RZH

A Western blot [ ;B: & 4141 HIF-1a. VEGF.Col-1.E-cad ik F M .*: P<<0. 05,5 N 41 Hﬁﬁ‘;b . P<<0.05,5 CHIK.

& 4

HE

Masson

RNZH

RC4H

1504

1254 a a :

BEREE (um
g & 8

N
(&2
1

—-—

0

RNZE  RCZE RR-N4H RR-HE
. P<<0.05,5 RN 4l i,
6 EHARRERALHZEEELR

Western blot # il & B4 i HIF-1a, VEGF .Col-1.E-cad ®iXE R

RR-N2B

ZEKXREEALR HE, Masson 8 E (200X )

2.2.3 Western blot #& M & 20 X R AL 48 2% HIF-
la,Col-1,VEGF E-cad & ik 2L

5 RN 4 H 4, RC 4 K BUE B4 21 HIF-1a, Col-
1.VEGF #3530, E-cad &KWV, 22 5 H Gt
X (P<C0.05); RC 4. RR-N 41 K B IE % 240 41 HIF-
la,Col-1 . VEGF \E-cad &5 2 F L5 # 8 L (P>
0.05); 5 RC 4 I #, RR-H 41 K B B 41 40 HIF-
1a . VEGF %35 I8, E-cad %35 T, 2 %A 4 it
B X (P<C0.05), gl Col-1 £ikL R AL H¥FE X
(P>0.05), WA 8,
2.2.4 Fiatxr kR Hb R-Fag30

THiAr 44 KB Hb KFEZR LG I8 X
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(P>0.05):;&% a6 MG, 5 RCAHALE, WA Hb/KEET RR-NY,ZRHHESIH#E X
RR-N 4 . RR-H 4 KR Hb KFEH EF . H RR-H (P<<0.05), WL#E 1,

HIF-1a

T
I
(&}
el
o |
[¢)
W
RNZH RC4H RR-N2E RR-HH
0. 8- 0. 8- 0. 8-
abc
— 0.6 a a = 0.64 = 0. 6
§ =k = * a a 3
= ' : el S D
o 0.4+ -;0 44 —F— =0. 4+ _
X = g T e e 5
L I )
= 0.2 wo, 24 ©0.24 =
0 1 T T T 0 T T T 1 0 | T T 1
RNZH RCZE RR-NZB RR-HZH RNZH RCZH RR-N4H RR-HZH RNZH RCZE RR-NZH RR-HZH
*.P<C0.05.5 RN L4 ;" P<<0. 05,5 RC 4Ll ;. P<<0. 05,5 RR-N 41 L%,
7 FEEARLFERREBEAL HIF-1a,Col-1,E-cad FIETE R (200X )
0.8+ 0.8+
_ B N
HIF-1a 93X10° 2 0. 6- B g 6
"™ ﬁ at'Jc
= 0.4+ abc 0. 4
g E . 2 T
VEGF 45x100 2 g o4 : i & =
. 0.2
L e % e
b et
0 T T T T 0 T T T T
RNZE RCZH RR-NZH RR-HZH RNZH RCZH RR-NZH RR-HZH
Col—1 130X 10°
0.8+ 0. 8-
E-cad 120100 B 0. 6- abe j.s 0. 6 _1_
1.|+_%‘ % :'HE 0 4 : :
< 0.44 a a = 0.44 N
% 'I' _I_ % =+ 'ﬁ' abe
| © x d
GAPDH 36X 10° g 0. 21 _i_ . jj 0. 21 ==
0 0 T T T T
2] —N4| —H4| T T T T
A RNZH RCZH RR-N2H  RR-HzH B RNZE RCZH RR-NZE RR-HZH RNZH RCZH RR-N2H RR-HZH

A:Western blot & ;B: % 41 K BUE 414! HIF-1«, VEGF,Col-1.E-cad k&M .*: P<<0. 05,5 RN 4 4. P<<0. 05,5 RC A% ;<. P<
0.05,5 RR-N £ L%,
& 8 Western blot # i HKREBREAL HIF-1a, VEGF.Col-1 . E-cad RiXEER
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1 FHKXBRTHAETE Hb KFELEB (2 +5,2/L)

i RN 41 (n=6) RC 41 (n=6) RR-N 41 (n=6) RR-H #H(n=6)
FH 25 i 132.2045.70 130. 3948. 90 130. 804705 131.65+6.15
T 6 132.7746. 85 133.2647.30 139. 3546. 60" 144.37+8.21™

*P<C0. 05,5 RC 41 H 42" P<C0. 05,5 RR-N 41 42

3 3 e

& B b Rz-a] Bt %% 4k Cepithelial-mesenchymal
transition, EMT) J&: 48 I 5 40 At 5% 22 i B A 1T % 6E )
W TE] 78 0T 3 AU, 5 18 B 2F 4 b i B % DI AE G, AF
EMT %2 1. E-cad., 40 il 1 28 11 238 45 AE 5 T 38
Col-1. ¥4k = K [H F-B1 (transforming growth factor-
B, TGF-B1) T 4k % 45 8 1 AR £ Ak o3 1 3Rk 35 m
S HA g R B R, HIF-1a 0938 B 30
S EMT, M T 34 0 B £ 4 1k | B 2 4 1 XU .
HIF-1a fEARSNAT DLE 52 1 9% 6t 2 1t 4 Ak il 3% 35 15 2
L TR AR AL B RS, S8 EMT, JF A
HIF-1a 2235 (13 15 18 1 B R A8 5 19 B /N4 1) Jo
WA kY. VHL SN G & (B B3 2 Rk
it} 1Y) T 6 » BE 05 F% i HIF-1o" . #& VHL g 9 1
PRIk 22 /N 576 B IEVTBRBE A v, 16 J& )5 Ry BR T
/NI it /N T B AT LA R 2 A Ak, 20 JR S TR B
AL Col-1 B 3k MR Mk VHL ZE Y
AN K B A e e, T AT HIF-1a
259 1 P B R /N BURERL h HIF-1o SRR 3K, A LA
A R LR F A R R N 4L 25 %0
TN 35 I I 45 245 4 JR HIF-1a, Col-1, £F 4 3% 45 1R
5 o F 1 WLAL 3l 8 [ (a-smooth muscle actin, a-
SMA) 7E I8 A v R B B T+ &, A 5 B 2 4t
A . HIF-1a BT LA 2 3895 2 4E 40 ML A5 Fil VEGF
1) IR 15 A e Ak, M fl HIF-1o 3835 0] DA%
I 20 20 1) S8 i M £ A Ak J

B yb M BE i R E HIF-1a 323k, fff HIF-1a %3k
I3 AR A Y TR EPO 78 A= B He B L Y B 3%
IKFhE L MIE B PRSI, SR, I K b BEE % 1D ] At
F8 )32 A X 7 A AR 0 8 1 52 52 B OG TE . KA-
BET %1% % 3200 i JR A5 A58 SHL A 28 /) B 28 05 57 £ %0
PEl(12.5 mg/kg) AT 3 d F1 7 d J5 , 21 i
JE IS W 3 4] 77)-1 (plasminogen activator inhibitor,
PAT-1) . 2545 40 214 K [ T (connective tissue growth
factor, CTGF) S 4iE £F 4 Ak A . 4 g 1 25 51 9 2 3k TG
B I 52 ) 5 T 25 5 v ) 2 U vl (50 mg/kg) FAR %45
251 3 d 5 .PAT-1,CTGF 258 £F 4 fb A+ 3% 5 8
WG HAETH 7 d 5 LRRIEZFHE RV
A X LA A PR A A BELASE A /)N B TR] BT £F 4 Ak A

]

ARBFFE T, CCK-8 A5 25 S R B, 24~ 72 h B [H]
W, HPMCs £ 5~10 pmol/L % ¥ @l b T 155 240 M 1%
T AR AR RN ., 5 N 4R, C 4140
M 25 & AR o As A AR 0 AE KL B KRB L HIF-1a,
Col-1 &iEHG N, E-cad E iKW . MRKH 5 pmol/L
P w5 C 4l 4. R 41 HIF-1a, Col-
14K IR BN, E-cad 2235 W] B8 0, 428 B 1
H) LG ] e HPMCs £F 4546 F1 EMT 3 7%,

T, RR-N AR RE RG22 E RC
AR, AR 2R W 2 R LG E
X (P>0.05), 5 RCHKKR K. RR-H 4 K RE
FEE2H 20 B G 348 L, A 0 8 4 B M 2R AL ol A 8 AR T
Bl Rl X B i, {2 RR-H 4 K RS H R IR E S
RC 4 . RR-N A b 2 F LG T2 & L (P >0.05),
RC 41 \RR-N 41 K BUIE Bl 41 21 h HIF-1a. VEGF . E-
cad \Col-1 A ZE R LG FE L (P>0.05, MY
RC 4 b4 . RR-H 241 K FUE i 2H 2L rp HIF-1a, VEGF
FIEWM, Ecad WD, ZF A5G ¥E L (P <
0.05), EiAgE R £, RR-N HH#:% 2. 5 mg/kg
TIW % ¥b w90, I K 35 i i 8 2F 4 4k ; 1 RR-H
52 10 mg/kg TIW b &)t 5t , ) AT f8 o 8
2T 44k

B0 w0 IE TT 02 Pk B IR AR R AR, I i 2Y
e FE -] (] i 28 1 1 FH Carea under curve, AUC) [l 25
2 5700) et 14 o T R RS O I B R 2 mg/ke
TIW F IR 7 B, i 3% 24 49 v 85 30 8 7 265 245 () 103 4
HEMKF BA W R E R Wk, ) ok
IR FH #7100 B AN 23l HIF 78 41 20N 3% &2
P35 R K AT e BT AT 1 HIE AR 60k . 76
HIF-PHI W BT A [l a BI0F 5 P, %A KA N
VEGF /KA . 55— 200 301 fe PR AF 9 2% L 18
PR RS B IR 2 VAl 2 JR S S i HIF-1a K
P-4 ik 24 i B S 3 n L ARLAE 4 B 2R U TGF-B1
LT 2t 3% 422 26 11 008 K76 Ik 24 2 Ja i T W e AR Ak
{BAE 4 08 Sl /b L i VEGF fEIk2y 2 J8 & 4 A
KT B 22 S X SR 2 I 1 O R
TP WA R IT B A BRI % 2. BECK
bzl S i 5 B 2. 5 me/keg TIW, 5 mg/keg TIW, 10
mg/kg TIW FERAK L i T30 SD KR A5
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