I BH A T30 o R A il £ 4 PSR A Ui 2 2 9 B[R] I e F
S S AL
AR AR ERELE £ ERECONPESRAS, HE 55005)

HESES R285 XEARERES A
DOI  10.6039/j.issn.1001-0408.2019.20.05

XEHS 1001-0408(2019)20-2757-06

@ E B9 ARTTANEE R s KM A YA (IPF) BE A K R 4023 ) R 18] R 454K (BEndMT) 89 & v, SH3R3 TRk ALdl .
KA SD K RS A EF A A A M E R AMA[0.405 mg/(kg-d) A=A R 2 A& b 5 F) S 41[6.435.12.87 ,25.74
g/(kg-d), AAHEREF], HHA8 R, REFUAIN, LASURXAN TAETNESTRELZLLFIPFEA ., AEHEH 2R
A, B A A A K KA AE B AR[10 mL/(kg-d)], &4 H AR KR T R Y, H8 1R,5428d, RALH240E, KRR
LAAL A KRR ZL 00 N K 4m BEAT & [t AR R 4 R BE B T 1 o 8 PR 4 045 458 & AR 18] R 2a e AR & 4 [o-T TR UL E)
BG R YL AR R G 100 R A 0L, R R B G R P R A KRR 4L 2R P Notchd \DLLA #9 Z A HF L, 4R . 5 EF 4k
B ARV K R LR AR am AT & 0 AR KT ¥ 23 AR 18] i an B AT & 4 vA % Notch4 \DLL4 #9 £ ik K -F 3 2571 5
(P<0.01), B%HARFMAL T N K aIATEW G F LK R 5 THEEA, AMNAZE ZHRA F48 LR IEAFRFIRTHE
ARANLE ;18] S 4 AR & 4 AR Notch4 \DLL4 #9 ik K-F 3 23K TAEAN 20, A BE 27060 A LR BAF R 3 & T ER A
(P<0.053% P<<0.01). % :4MAE A% il T 77 EndMT k2 X 549 IPF, JAUH T 4 5 #74) DLL4/Notch4 13 5 i %A X .
IR AR AP AT 4t s ANR R B 5 R A R ARG s 1 2 AR S 5 19 R Ge AT &4 s DLLA/Notch4 12 5 38 9% AL ; KR

Effects of Buyang Huanwu Decoction on Endothelial-mesenchymal Transformation of Lung Tissue in
Idiopathic Pulmonary Fibrosis Model Rats and Mechanism Study

YANG Hanjie, ZHAO Huiliang, QU Jinglian, TAN Yun, WANG Junxia (Guizhou University of TCM, Guiyang
550025, China)

gle-walled carbon nanotubes as tumor-targeting drug de-

therapy[J]. J Biomater Appl,2017,31(7):1010—1025.

livery system[J]. J Biomater Appl,2014,29(5):769-779. [18] WK Jg SR #E A EAR & 7 ik 69 AR LB R [D]. bt vh
(14] MH2LHe, BRy-B], eV, 5 h B S va v B R BT A il 25 [ A 2 R E IFIE B, 2017.
R AL BRI E 7 5 [0). B B R 2 5 4 &, 2018, 38 [19] ZHU X, ZHANG Y, HUANG H, et al. Folic acid-modi-
(10) : 36—40. fied and functionalized CuS nanocrystal-based nanoparti-
[15]  ZkE = A BTkl 2 v TR R B 25 % 1 & == [J]. F cles for combined tumor chemo- and photothermal therapy
¥ 506 & ,2013,13(S1) : 26-27. [7]. J Drug Target,2017,25(5):1-19.
[16] AL B bRHREAT M2 BRI SE 0], F B A HAZ &, [20] ZHANG H, HOU L, JIAO X, et al. Transferrin-mediated
2006,5(22) :307-308. fullerenes nanoparticles as Fe’"-dependent drug vehicles
[17] ZHU X, HUANG H, ZHANG Y, et al. Cit/CuS@Fe:O.- for synergistic anti-tumor efficacy[J]. Biomaterials, 2015,
based and enzyme-responsive magnetic nanoparticles for 37(1):353-366.
tumor chemotherapy, photothermal, and photodynamic [21] RARFE . FERRTR , B30k, 5 90k — Ak ek YEmon K 5%
A LS H R E ARG VEITH (No.81660789) ; B4 JJEE 200 A P TTF 5 HE B[], . Pl R 5 B 54, 2019, 21(1) ¢
BRI 50 H (No. 2 B4 L [2017]1013 L B BE 4 o 25 5 [2012] 87-89.
LKZ7026) ; 5t N A B HARTEGITH (No BRHG 1720121208445 5 [22]  BUIRAN. A i B € A% & 32 3] iT iR B SRS R 09 BF
SN HF T AERHAA AT H (No B #5 KY F[2017]177) 5 [D].565 : 1172 , 2006.
Tt A e B 2 R P R 2 IR B 2 B A BOR A 58 R (No. [23] S, Rk, M4, 5 BT R KRR HEONS i (A

QZYY-2018-104)

xR A o BRSSP R 2 B IA AT 4E AL . E-mail:

195954952@qq.com

AFPER VEW, F e BF5ET5 ) PR BT IR I LT 4k . E-

mail: qqmed2018@126.com

HEZED; 201945 30 45 20 1

(b T5 AL S AR SN2 %5 82 (0] B 25 4 22 &, 2010, 45
(9):677-681.

(ki H 11:2019-05-08 & [l H 1] :2019-08-28)

(Gt SRR

China Pharmacy 2019 Vol. 30 No. 20 - 2757 -



ABSTRACT OBJECTIVE: To investigate the effects of Buyang huanwu decoction on endothelial-mesenchymal transformation
(EndMT) of lung tissue in idiopathic pulmonary fibrosis (IPF) model rats, and to explore its potential mechanism. METHODS:
Male SD rats were randomly divided into normal group, model gorup, dexamethasone group [0.405 mg/(kg-d)], Buyang huanwu
decoction low-dose, medium-dose and high-dose groups [6.435, 12.87, 25.74 g/(kg-d), by raw material], with 8 rats in each
group. Except for normal group, other groups were given endotracheal injection of bleomycin to induce IPF model. On the second
day after modeling, normal group and model group were given water intrgastrically [10 mL/(kg-d)]; administration groups were
given relevant medicine intragastrically, once a day, for consecutive 28 days. 24 h after last medication, the expression of
endothelial cell markers [platelet endothelial cell adhesion molecule 1, vascular endothelial cell cadherin] and interstitial cell markers
[o-smooth muscle actin, fibroblast specific protein 1] were detected by immunohistochemistry method. The expression of Notch4
and DLL4 in lung tissue of rats were detected by Western blotting assay. RESULTS: Compared with normal group, the expression
of endothelial cell markers were decreased significantly in lung tissue of model group, while the expressipon of interstitial cell
markers, Notch4 and DLL4 were increased significantly (P2<<0.01). Compared with model group, the expression of endothelial cell
markers in lung tissue of rats were increased significantly in administration groups, while Buyang huanwu decoction low-dose
group was significantly lower than dexamethasone group; the expression of interstitial cell markers, Notch4 and DLL4 were
decreased significantly, while Buyang huanwu decoction low-dose group was significantly higher than dexamethasone group (P<<
0.05 or P<<0.01). CONCLUSIONS: Buyang huanwu decoction can relieve IPF of model rats by intervening in EndMT, the

mechanism of which may be associated with inhibiting DLL4/Notch4 singaling pathway.
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Fig 1 Immunohistochemical pictures of the expression of endothelial cell markers and interstitial cell markers in

lung tissue of rats in each group (x200)

F1 HBHEKRMELR DN EMME . B RAMRREYR
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Tab 1 Determination results of the expression of endo-

thelial cell markers and interstitial cell mar-

Kers in lung tissue of rats in each group (x * s,

n=8,)
a0 WIS el s
CD3l1 VE-cadherin 0-SMA FSP-1

E#4 0242£0.049 0249£0.042 0069£0015  0.059%0.019
fA 00740011 0.079£0.012° 0150043 0.156+0.041""
HERIA 0.195+0.0427 0.203£0.058" 0.076£0.029"  0.078+0.033"
MARTAARA 0124200227 012640047 0.118+0.009°  0.121£0.021%
HREEHTAEE  0.159£0029% 0.173+0.040" 0.093£0.019%  0.097£0.027"
WHAEAEAEH 0071200527 0.190+0.031 0.079£0.038%  0.090£0.024*

H HIEF A, " P<0.01; SHEAI] R, 'P<0.05, "P<
0.01; S FERFALA LK, *P<<0.05,*P<<0.01

Note: vs. normal group, **P<<0.01; vs. model group, "P<<0.05,
“P<<0.01; vs. dexamethasone group, “P<<0.05, **P<<0.01
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Aiwdl Al il

2 FHAKBATALH Notch 4 DLLA RIXHIE K E
Fig 2 Electrophoresis of the expression of Notch4 and
DLL4 in lung tissue of rats in each group
x2 HBAKXRAHALR T Notchd DLLA Rik K FHI#

MEER (x+s,n=8)
Tab 2 Determination results of the expression of
Notch4 and DLL4 in lung tissue of rats in

each group(x+s,n=8)

A5 Notch4 DLL4
EFd 0.177£0.113 0393+0.128
fEAIR 0531 £0.147 0.699+0.080°*
AR 021240.113% 041240102
HRE AT A 0.376+0.0457 0561 +0.0427
AR A A 0282+0.111% 0468+0.127°
e ] 0.227+0.047" 0425+0.045°

T GIEHH R, P<0.01; HHBIA LA, "P<<0.05, "P<
0.01; 5 Hh FERAN LU, *P<<0.05

Note: vs. normal group, **P<<0.01; vs. model group, “P<<0.05,
#P<<0.01; vs. dexamethasone group, “P<<0.05
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