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W E: BN CRAMSLE AR SLIRIAE R 7%, PRI NG % T I8 /3167 K FEE 4k (atherosclerosis,
AS) MITERNLE . Fosk  SRA WIS 25324 555 i BHIE A F 4 00 S BT HFEARART TR T AS IR S RLE B k47 70l SD K
BB X IR . FMSHIE T (10.8 g/kg) #H. F3S4H > (0.64 glkg) HABTILAAARIT (0.9 moikg) 4, #4254 ig MM
29, 2 RId, ST IR, g AMTE. (EE . TS M K AR A T M . SRR B 5 2 i
ANRUEEE B A (oxidized low density lipoprotein, ox-LDL) i S/ B EAZ ERELT D RAW264.7 fig S BRI, R
FIMAZL O et %525 2 B XS ox-LDL 5 ¥ RAW264.7 Zi il iR 4RI TE R IR2 R SR ELISA BRI &S & 25 i »f
ox-LDL i S RAW264.7 48 i _E & R R FE R -1--a (tumor necrosis factor-a, TNF-o) Al [ 4R %K-6 Cinterleukin-6, 1L-6)
ARSI, SR Western blotting 25 %25 24 1175 X ox-LDL 55 i RAW264.7 41l Janus 2% A S & FRIES 2 (Janus kinase-2,
JAK2). Bk JAK2 (p-JAK2). 1555 S SR T 3 (signal transducer and activator of transcription 3, STAT3) I
p-STAT3 & [ 5 HISEM ; %A qRT-PCR %84 245 MG % ox-LDL i 5 1) RAW264.7 4 il JAK2 F11 STAT3 mRNA 3 [ 5401
gER SRR, FATHAM AR R TR, RAW264.7 410751 A5 5 32 2030 H], R s R, EE W
TNF-o 1 IL-6 7K 3 A% (P<<0.01), 4Hfup S AHEEE C(total cholesterol, TC). WfESHH[EEE (free cholesterol, FC) FfH
[ WM (cholesteryl ester, CE) & & % /b (P<<0.01), JAK2/STAT3 il % A% & A K mRNA k7K &3 4% (P<<0.01).
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Mechanism of glycosides of Buyang Huanwu Decoction on regulating
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Abstract: Objective To explore the mechanism of Buyang Huanwu Decoction (#hFHIEF7%) glycosides on treatment of
atherosclerosis (AS) by network pharmacology combined with in vitro experiment. Methods Network pharmacology method was
used to predict the target and pathway of Buyang Huanwu Decoction glycosides and atorvastatin in the treatment of AS. SD rats were
randomly divided into control group, Buyang Huanwu Decoction (10.8 g/kg) group, glycoside component (0.64 g/kg) group and
atorvastatin (0.9 mg/kg) group, rats in each administration group were ig corresponding drugs, twice one day for 7 d. The blank
serum, Buyang Huanwu Decoction serum, glycoside component serum and atorvastatin serum were prepared. Kit was used to
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investigate the effect of drug-containing serum on lipid content of RAW264.7 cells induced by oxidized low-density lipoprotein
(ox-LDL); Oil red O staining was used to investigate the effect of drug-containing serum on foam cell formation rate of RAW264.7
cells induced by ox-LDL; ELISA kit was used to investigate the effect of drug-containing serum on levels of tumor necrosis factor-o
(TNF-0) and interleukin-6 (IL-6) in the supernatant of RAW264.7 cells induced by ox-LDL; Western blotting was used to investigate
the effect of drug-containing serum on expressions of Janus protein tyrosine kinase 2 (JAK2), phosphorylated JAK2 (p-JAK2), signal
transducer and activator of transcription 3 (STAT3) and p-STAT3 in RAW264.7 cells induced by ox-LDL; gRT-PCR was used to
investigate the effect of drug-containing serum on JAK2 and STAT3 mRNA expressions in RAW264.7 cells induced by ox-LDL.
Results Compared with model group, the intracellular lipid deposition of each administration group was reduced, the phagocytic
lipid of RAW264.7 cells was inhibited, the number of foamed cells was reduced; Levels of TNF-a and IL-6 in the supernatant were
significantly reduced (P < 0.01); Intracellular total cholesterol (TC), free cholesterol (FC) and cholesterol ester (CE) content were
significantly reduced (P < 0.01); Expressions of JAK2/STAT3 pathway related protein and mRNA were significantly reduced (P <
0.01). Conclusion Glycoside components of Buyang Huanwu Decoction are the main pharmacological substances for the treatment
of AS, of which mechanism may be related to the reduction of intracellular lipid deposition, inhibition of JAK2/STAT3 signal
pathway, and inhibition the secretion of inflammatory factors.
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ki FEAELL (atherosclerosis, AS) S M
JEE T BRI 5T 8 AR % SR i LA 28 P S L TAH G, 48
b AR 2 i IR 25 1 Coxidized low density lipoprotein,
ox-LDL) 7E I A JBE T 284, B g 77k ox-LDL
TE R HAR A A WIS 2, BRER R T, R
I R A A A SO, AR a3 T S5 5 AR 4 v R AL
AT BT . AS AR FE, BRE R
A R OB R A (Eh Rk FERE AL R TE R 45 A
ST L RILRD) BHRH, $1 AS HOCHAE T R+
e IERE. RS ER R, hiT2Re
VI REE 5 2 PR AR %5 B2 IR 2R I B (low-density
lipoprotein cholesterol, LDL-C) 7K>FFH:-Ft & = % B
JEZE HAHEEE Chigh-density lipoprotein cholesterol,
HDL-C) /K-, HA R sl R WFE B IE,
AT DABRAG o il LA A A 6 ARV T SR 25 mT LA
R BE AR, (E A A 28 M s N A S
AT PR b 18 JoARr S PR X 30 ok ks s A, 2 1 e
(A B - Bk FE AL PR ER 45 5297 B X 3k
) BT T PEERIZIT TS, # AS 43 R HL4G
AW SRR IS A IS 4 3, TR E T
Z 8, HEAAENS, REtRl, SRR,
Byt s, a7 LAANSHIE iz ia 2 Bl #hPHIE fL
VRe e BB N B R A i B &, H VAR R T
BB HR B b G 5T B AR S R A R s,
KA, HE G FACHE

UREZH AT IR TR W, NPHIE Tuiz SR 7 A
A 28 1 DR - 23K Yk D A Rl AR ) A F ST,

AMBHIE Tz 240 7y w] DA U8 IR A=, B
BEENERER, nTae ST MK g/
TR A Q] EANSHIE T3 20 43 i 28 S o
NEBIVE LS AN . ISk, bR 51RIT
BRI P [F G 2 XK, BT IR AHENAMHIL T3
TR SRR TTEIRTT AS RN B o
it LB EIER . AHER T M 25 R 5
3BT ANSH AL T137 2R 7 SRR AT TR YT AS 1)
YERIBLHL,  AAEYIE B A0 FEAZ 48 H T a4
MAEREEE, IR SIS EATIRUE, AR
ZiGPu AS BLEWIELGE, NG SIRIR AL TR
P77 1A

1 A&

11 WRHEBFSHN

1.1.1 ¥4 % K E PubChem %4 /% Chttps:/
pubchem.nchi.nlm.nih.gov/); Swiss Target Prediction
B C http://www.swisstargetprediction.ch/ ) ;

GeneCards #(#% % Chttps://www.genecards.org/) ;

OMIM ¥#i P Chttps:/fomim.org/); THEEZGH 42
LR 50 °F- & (TCMIP, hitp://www.tcmip.cn/TCMIP/
index.php/Home/); String %4 % Chttps://string-db.
org/); WebGestalt %#f % Chttp://www.webgestalt.
org/#); DAVID i /& (https:/david.ncifcrf.gov/);
Cytoscape 3.7.2 #f4-.

1.1.2 29 PVE AR (Ol Kb BHIE Tz R A
ST EERS T AT EA T AR
HefiyT N PubChem %4 22, AR HAb 2225 s
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B Ak 45k 3N Swiss Target Prediction i 7
XA FRE AT T, RASGAE AL A, 5 4 K
S AEIRE R I KBRS, RAS WA A B A
1.1.3  FRUEAHOCHE g I LA “atherosclerosis ”
“atherogenesis” A <HEH, fE GeneCards. OMIM
S TCMIP ##s PER ZAHKRHE B B, 5 3 ML
PEPERT R A R I R RE LA, RGP .
1.1.4  Z9W)-50mst ik BOSAR, RIS 255 1T
o5 AS WL RIEE A, 2 35 RUAL

1.1.5  Z5%)- e 4 B o - R A ELAE
(protein-protein interaction, PP1) Mz K5t
73 2 B A ¥E TN String 2038 2, SREL PPI Y 2%
Kl, FHF AN Cytoscape, fif PPI MEETT#4k. FIH
cytoHubba F 14X I [FIEE AT PN A, JREUE
FETHT 20 OEE S, B3I,

1.1.6 254 -9 3L [A) 5 50K B A & (gene
ontology, GO A 3 #fs & A 5 B K 4H 1 #H 4= 5 (Kyoto
encyclopedia of genes and genomes, KEGG) JHH &
500 JEIE WebGestalt 4 22, 4 2[R #E 24T
GO &4, malFHAEWEHE (biological
process, BP). izl s> (cellular component, CC).
4 IhEe (molecular function, MF) ‘& 42 #T 5k,
AT IR G 75 70 i F L AR S\ DAVID
B e, 47 KEGG 1# 4 & 45047, FIH Cytoscape
BAFXTRT 20 (38 6 5108 B S A A -
R P25

1.2 SKIIGE

1.2.1 zh¥y  SPFZMfEM: SD KRR 20 X, 5~6 [,
)i & 180~200 g, 1 [H i Fe i3k v sk SEES BN )
AIRAF], SWERIES SCXK (A 2019-000.
YEFE TR Th R 2R s rh L, BRAL
¥ 12 h, iR 21~26 C, JBS¥ 40%~50%. Z)
WS H 28 1 R T R 24 K S SR S A B S D1 e
(&35 LL2019102503)

1.2.2 A /MR ERRA RAW264.7 1 H
R 7 b i A A B 2 A 5 e 4 200 L

1.23 Zift ABHIE A HEES 60 9. #5479 g.
NE 69, MJH99g. HIHE9g. 4499, Bk 9g
Rk, I (iS5 190902). R4 (L5 190701).
JE G5 190902). 419 (k5 190802) . Hi ¥ Gt
5 191001) £ 4L (Hik*5 190901) Bk 4= (fit5 191101)
T BRI R AR A A], AW R KRS
— Pt JB B Bt Ao A B 258 43 N S RHE 5k B

b

B Astragalus membranaceus (Fisch.) Bge. var.
mongholicus (Bge.) Hsiao [ TR . BERHE )
7725 Paeonia veitchii Lynch.fAR . = RHEY )12
Ligusticum chuanxiong Hort. (AR 25, - RHEYI Y
J9 Angelica sinensis (Oliv.) Diels. [ . AR5 %} 5
Y1235 Pheretima aspergillum (E. Perrier) ()2 4
JIfE 414 29 BHEYI A 4E Carthamus tinctorius L. £
HHREYIPE Amygdalus persiea Linn. ()18 il 24
By, FFE (hEZ ) 2020 FRRFLE

124 Zidn 5H BTHEfAbiT b (it s
H20133127, 10 mg/)v) I H WL AR 25 b A A
[RA7: DMEM i srdk (dik'5 PM150210).
B iR 4 % (fetal bovine serum, FBS, b5
164210-500) 1 B B i 84 R A IR A )
ox-LDL (#it'5 YB-002) g H M ZE AR A
fR AT CCK8 ilifl& (dit5 BS350B) I H Lifg
BAEVRHARAR; W O e (s
G1262-4) MW HALNEEERH AR AR HER
HEIAF-a (tumor necrosis factor-a, TNF-a). A4
/r%-6 (interleukin-6, 1L-6) ELISA iX#& (5
4354 E-EL-M0049c. E-EL-MO0044c) T [ it
SRR A VIR ARG PR A B 5 40 S H [ B (total
cholesterol, TC). Jif 5 JH[E i (free cholesterol, FC)
A& (543518 E1015-50. E1016-50) T4 H b
R R HAGIRA A ; BCA HHE =&
(fit5 70-PQO012) 1 H Fifg 38 = R RAVFRHE AR
2w ECL &R 7 RO6 R & (it 5 GE2301-100)
4 25 [ Genview A l; Janus K AR EIRIEE 2
(Janus kinase-2, JAK2) ik i1t JAK2(p-JAK2)
Puik. (555 SR S BE R F 3 (signal transducer
and activator of transcription 3, STAT3) Piifk.
p-STAT3 Hifk (#5737 abl08596. ab32101.
ab68153. ab76315) i [ % [E Abcam A F]; B-actin
Prfk. HRP AR1C i L i 19G Hifk (500
02536-1-AP. SA00001-2) ) H B =& EPH R
AIRAF: & RNA #2567 & ('S DP419) iy
AL RIRAENRHCA R A A, WsARE. 77
BRF & (S E047. E096) I H L ARG A
BRAH]; JAK2. STAT3. p-actin 514w 5t 4 37 H
R BRA R A B

125 {Y#F CO2 ¥4 (fEE Heraeus A F]);
SW-CJ-1FD i TIEG (TR TR B & A
PR H]D; Cytation 3 T £ T RERFARX (31 Bio-Tek
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NF)); Heraeus Fresco 17 AU IE AR B 0L (EE
Thermo Fisher Scientific /2] ); T100 Thermal Cycler
gRT-PCR 1% . Gel Doc XR + #t i k1% & % «
Mini-PROTEAN Tetra 2 Bk 4% . Mini Trans-Blot %
FEEME (32 Bio-Rad A ] ),
1.2.6 #bPHIE TLZ I AMHIE TLZ IR B b
F 2GR ST A, B T 28, R 30 min 5,
IO 12 f5E/KAIZ 2 h, JE; BN 10 fi5 &K
R 15h, &It A 9F 2 I, 454 100 mL,
WS TR A AT E (21.32 g/fh), AhnddklfT B
BoKy, EEAH . ANHEHRRERREE, £K1L
PR I | = RO (B S5 0 R I R R E
(1.286 6 g/f<f) Bl Ji 77 HE B AL S 4H 73 $E U A
T R P R AT SR, P oy B
R, w8 AJAERE S50 08 37.98.
5.48. 103.6 mg/gial,
1.2.7 HFHMEMR &S WIEaTHmses R, sD
KERBENL AT R *MHIE F9% (10.8 glkg) 2H.
T4 7 (0.64 glkg) AABTFEARARYT (0.9 mglkg)
A, B 5 R, FEHU ig N2, WIRA ig
SEARRR 0.9%EALINIE W, 2 kid, ESET R, TR
W2 h G, KR ip 10%% H 2 pilE, i+
BNKEL,  HILfE B iAfE AL BE . 4= 1f 3000 r/min &
O 15 min, U EZEIMTE, 7200182075 H i $MFH
T BRI 5 K AR AT i, T
TEHE KA 56 CKiE 30 min, JELH3, T
-80 CIRfF-
1.2.8 ox-LDL X} RAW264.7 4H 75 R 15m B
AbF R EAE K I RAW264.7 2, LA 12X 105/14%
FhT 96 FLIR, FranfnbaE. 5B X IR41AT ox-LDL
(25. 50. 75. 100. 125 pg/mL) 41, #2540 MmN
FIN VAW, XTI 10% FBS ) DMEM 153
B, RHIE5FE 0. 3. 6. 12, 24, 48h, S CCKS8
WFl, T 37 C. 5% CO 1HIREFRAHIFE 40 min,
KA BERRI 52 450 nm ALFIOGCRE (A {E,
YT HIAFIE 2R

AT R = (A 25— A s (A s — A )
1.2.9 ox-LDL X} RAW264.7 4ifu ik ik s 18
T E X RAW264.7 Al /1 Jos i) ox-LDL Jii &
WRETEHE (0~100 pg/mL) KA (0~24 h)
Ja s BT EUE K RAW264.7 4HELL 2.5X
105/FLEM T T8CH A HRIC 1Y) 24 FLAR T, et i
B, M ox-LDL (50 pg/mL), 735HI%53% 0. 3. 6.

12, 24 h, VIHA5E ox-LDL %} RAW264.7 #ii ik
B IERT ] NN & AN A &R ox-LDL (0
25. 50. 75. 100 pg/mL) f] 10% FBS DMEM ;3%
J, 53R 24 h, LAHfE ox-LDL X RAW264.7 41
TR AIE IR . BUHAIAR, #0R7) & i A
T AT, HlE o G S 4 M N o] LB s AT
1 BRRL o
1.2.10 CCK8:ffiE & 2 i F H T RAW264.7 4f
FRLA R B AR TR) KAk T 3 K I RAW264.7
YR 1X 105FLEEF T 96 FLAR, Fratiflise. &
BB AN (LG (1% 5%, 10%. 15%. 20%)
M, 73 IE AN B AR 2 [ i3 ) DMEM
R R gk, pHBA NN & 10% FBS ) DMEM £ 753,
Hi7t 24 h, i\ CCK8 i#l], T 37 C. 5% CO,
THIREFRFEREE 40 min, RABEARCNE 450 nm
ARIT AE, LA IS G i A K K P R, 3R
75 T 4H M T 1) B 2 VR

ZH LR = (A i — A w)l (A e — A 201)
1.2.11 4AMsr 4 R FI TER e ARA RS , Ak
T84 KK RAW264.7 40 1 DL 1 X 108/FL 3R T
6 FLER, FEauMolbeE, BB XA, B4, #MH
137 (10%) ALFIEF 4153 i« o A5 & (10.0%-
5.0%-. 2.5%) HA&BTHERAMIT (10%) 4. XTHEZ
AR NN 10% 25 (i3, 284 2 s 400
AN 10% KA 5 M7E, HRHA S HHRIEHMAN 5%
FFRAr MG 5%2% A I, FrIAMER =
AN 2.5% A MiER 7.5%% [ 1M, *MHIE
Fim A FIBTFEAR AT 453 AN 10% %k FHIE 177 I
T M 10%BTFEA YT Iy, TiALH 3 hy FAIIAE
ox-LDL (75 pg/mbL) #2875 H iG] DMEM
BRI AT 24 he
1.2.12 HZHIMIEST RAW264.7 40 g0 & &1
SN % “1.2.117 WUR pik A ERAN ANy, R
BigRdt, PBS VYE¥k 3 K, MMAZMERR L 10 min,
BOE R, R BCA EAHEEWRFENEEA
WEE . HGR St e S 44y TC & FC
&5, JHEEERS (cholesteryl ester, CE) 4 TC 5 FC
(2218, CE/TC>50% Mk 4n Mot i bRy,
1.2.13 FZLIMIERN RAW264.7 2RI ARG FL B A
SO % “1.2.117 TR VAL AA a4, 3T
AL O Heth, T WAEE FRENLILEE 6 NAE A
B, HUARN SR 5 AL EROR A B YL RRRAE
TRRAHM I SRR HERD, T AR AL A IR R
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KRR FEPERR
VLV L B 2 2 = A 0 L 0 0 B 24 B

1.2.14 ELISA Fill & 24 My % RAW264.7 4
B TNF-o F1IL-6 ZKF B2 4% “1.2.117 T
NOEAC A MO AT  2H, RE B, B, WUE R
TEW % ELISA &5 0 s 4 it b3 v
TNF-o A1 1L-6 7K F-

1.2.15 Wiestern blotting A5l 2 2 IfiL35 X} RAW264.7
4ifE JAK2. p-JAK2. STAT3 Fl p-STAT3 & &KL
VRSN % “1.2.107 TR A ERGH MO RN 4 4, 0
LKA, IO S B R B A R 5
(1) RIPA 85 240K, eI H, RA BCA
wHERERN SN EEQRERE, EOfEMET
e R ER AN - R IR I g B K, %% % PVDF
JBE, IR\ 5%2F @k A i H i H Z= iR 3 90 min,
Sy RInN B-actin (1 :6000). JAK2 (1 :2000).
p-JAK2 (1 :2000). STAT3 (1 :2000) F1 p-STAT3
(1:2000) $ifk, 4 CHEE LR A HRP A&
245 19G ik (1 :6000), 37 CHEH 60 min;
KH ECL mRttb 2= kil & 2, M Image
Lab 4.0 K {H3k47 & 4.

1.2.16 gRT-PCR il Zj M iE % RAW264.7 4l
JAK2 Fl STAT3 mRNA R[5 % “1.2.117 T
ORI S 20, BT & U B T SR E AN
i 5 RNA F£4 8 cDNA, #47 qRT-PCR 43#r. 3l
PP % JAK2 L3514 5°-CGCTCAGACAGTATC-
ATCT-3’, Fit51% 5-CTCCAACTTCTCTTCTT-
ACAC-3’; STAT3 Lij#5|4%) 5°-AGGACATCAGTG-
GCAAGA-3’, #5141 5°-AGGTAGACAAGTGG-
AGACA-3’; p-actin 5|4 5°-TTCCAGCCTTCC-
TTCTTG-3’, Fiif5%) 5-GGAGCCAGAGCAGTA-
ATC-3’,

1.3 GitZERHh

fiH SPSS 23.0 #AFiEAT ST, FETRLL

X+ SRR, HIF BTG RS HIT ZF5 1R,
KRR R J7 22007 LSD AT I EL AR, 7 AN
SFIF, ¥ Fd Tamhane’s T2 3 TR LS BHART
SIESYER, R Kruskal-Wallis BeAIRH: . 1%
TRILLERFRIR, RA 2Rt
2 R
21 MEHBZNH
211 ZiYpPt AS EE TN GBI Swiss Target
Prediction H4# P2 3R 15 2540) 32 B i o FH O AE FH I A

163 >, H T 26 . AZH 24 4. B
{=FF 38 4~ B[FLA%AthyT 100 4. iEid GeneCards.
OMIM ¢ TCMIP 453 55 AH R A FH AL A 1165 4.
iE3d Bioinformatics Gent (4f & HUE 48, SRS 2547)-
Pgp HE R #E 65 A, FRIE LK 1.

1055

%t AS

1 #-EFEEXMERERFEE

Fig. 1 Venn diagram of drug-disease related targets

2.1.2 JLFESEA PPI WL K ILRIFES S
String 4k % % Cytoscape ¥, R15H 63 LA
1) PP1 M5, ULE 2. A CytoHubba fdif4-%t PPI
W28 AT R 20 B 73 21 S TR0 20 1 RS g 4%
B, W 3. BE. BEE. NMENEEMKMET 5
SRR S, KON TNF. B E 0 B (protein
kinase B, AKT1). & W R AEKFEF A (vascular
endothelial growth factor-A, VEGFA). STAT3. ¥}
It S R 2K [ -3 (Caspase-3, CASP3), FEHixLL#y
SAEBEAS W28 2 e 70K, 52 FL AR s sema /),
TEVRIT AS R IEE B RIER .
2.1.3 GOFIKEGGEKEESHT 18T WebGestalt
e, K13 GO BHEMME R, H BP iR
260 >\ CC &R 2 A~ MF 404538 17 4. GO
BEMTEIR, LR S T A T A AL
JEIX, AR R . N IREE . BEREEBEDLES R
B SRS TE DL SR . BEICRNE . TE2 . 200
2R E8E 177 S 5RMERMNIET . H
YNBIT RS . WINARIssE . AeiiEni. & S m A2
A5 S5 A R E i DAVID $i¥E  , 3515 KEGG
M E TR, e 78 ki, -
2SI 4, 233 EiEE 25 HIF-1. JAK/STAT,
Rapl. VEGF %5 il %IGIT AS.
2.2 SLIGISE

GEE M A BLEE T L, i — PR R
W LA R 5 SBTFRARARTTERTT AS IPER,
AHFFIET JAK2/STAT3 {55 M, LLo PN
RE AR 7w AP, 76 RAW264.7 i1k
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Fig. 2 PPI network of “drug-disease” targets
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Fig. 3 Topology analysis diagram of degree (A), closeness (B) and betweenness (C)
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Fig. 4 “Target-pathway” network
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B RS 2 IR & & IR AR R Je %
PER 7RIS, SRR AIRYT AS I [FI3E a5
R P AL S50 B it

2.2.1 ox-LDL %} RAW264.7 ZHfli% 100520 4
K 1R, SXEALLE:, ox-LDL (125 pg/mL)

YEFIT RAW264.7 4l 3. 6. 12. 48 h 155 2 F4(K
RIS /) (P<<0.05. 0.01), |40 4%E; ox-LDL
(50, 75. 100 ng/mL) fEH T RAW264.7 4l 48 h
PR PIE /7 (P<<0.05. 0.01). ox-LDL (0~
100 ug/mL) fEH T RAW264.7 4iiffl 0~24 h, 4
Ab s AL R

2.2.2 ox-LDL %} RAW264.7 4H ik AL s 24
M ox-LDL J&, ZHAE A iR 2R B UK
Y, N T ox-LDL 55 RAW264.7 il ik
AP s B T R B A T B R BB, V4L O Hetikar
M ox-LDL F-7iiJ5 RAW264.7 4H iR LFEEE . T
5 ffis, SXHIBALAEL, ox-LDL (50 pg/mL) 1
T4l s, MR RIE 2, SR
wahn, SEREAESME. WE 6 fR, BE%E ox-LDL

JRER BG40 BRI R A R R s Y
ox-LDL JR &N 75 pg/mL i, 20N H K &G
JRAEAE, JHMUARRIE R, 2 2EE, WHRLFEER
s HERFR R W B & . B D
ox-LDL (75 ug/mL) #il# RAW264.7 41/ 24 h Ny
IERLEAT

223 FHMBHAMmEELE wE 7R, 5
R L g, MIE RN 1%, 5%. 15%. 20%l,
o A0 A B 4 E A (P<<0.05. 0.01). A,
I 10% I 775 < P A J0 20 M 25 1 1) IS oA

224 FHMIEX RAW264.7 40N g i & B
W U 8 s, SRHE A L, B AL 4H B A TC.
FC. CE & &AM CE/TC M EIAR (P<0.01); 5
MEARIAHMIEL, R Tz Fsd . K EA
DL BTHEAR M TZHANA N TCy FC. CE &2 3 [%
it (P<<0.01), HRHApHFIEHMMAN TC. CE
SEEERMK (P<0.0D), HRHASmE. PhrEH
PL R B FEAR Ay T 240 N CE/TC & E K (P<
0.05. 0.01).

1 ox-LDL Xt RAW264.7 {RAENHIRNE (X+s,n=6)
Table 1 Effect of ox-LDL on viability of RAW264.7 cells (x+s,n=6)

. HHEAFIE 1%
ZH 5 15 -1
A R g ML) oy 3h 6h 12 24 48 h
pagis — 100.00 100.00 100.00 100.00 100.00 100.00
ox-LDL 25 100.00  98.29+8.65 99.51+12.05 114.26+12.14% 105.22+6.45 105.76+5.79
50 100.00 101.03+9.54 99.22+7.23 95.65+10.62 105.314+7.46 91.40+2.12%
75 100.00  96.91+5.36 95.16+6.55 94.85+7.04 101.63+5.87 70.59 +5.99%
100 100.00 92.86+10.61 94.70+10.88 93.51+6.00 100.24+3.94 58.96 +2.32%
125 100.00 91.66+7.54* 93.754+3.32"  83.68+6.31% 94.45+3.86 28.704+10.75%
Su A L *P<<0.05 #P<<0.01
P <0.05 *P <0.01vs control group
- ‘_5 "& .‘g ,-‘. :(;..:;’-"'5“‘ :
. ﬂ’v:-»-.‘ );“QQM “’-‘ &’.’*‘
R L g I LB el A W et -«
ot & F e b o} RN A -
bag 3h 24 h
5 ox-LDL (50 pg/mL) ¥t RAW264.7 ZRAEEALEIRZAE (X 200)
Fig. 5 Effect of ox-LDL (50 ug/mL) on foaming of RAW264.7 cells (><200)
ST IR AR s Gabplig B LU ge i
3 _' :'0 n "'.‘ % 4':‘:‘{ ‘é\; ‘:‘ 4 .3\ 3 " ,:ﬁ%‘\ "a;vé O"g%‘?ﬁ- ?; (V é:i; ‘wg ,:
e S ANt IR wdrloe 5 L e oS G R R 1@@
S ;"' ‘ ‘./;‘,'r’éf" e ‘?i"# A )’,‘ﬁﬁﬁﬁy 93.?; :o‘ 's’ﬁg‘@*‘;r%\% i O
B T L A e e B SRal AR

0x-LDL 75 pug mL
6 ox-LDL Xt RAW264.7 ZHAEER LA (X 200)
Fig. 6 Effect of ox-LDL on foaming of RAW264.7 cells (<200)

0x-LDL 100 pg mL™*
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50 225 HEHMIEXN RAW264.7 4RI AL R B 5
## e Gl 9 Mg 2 s, XA &S 2 BT,
I AR T AT R, VR L . AL
i FHEE, HAYHANM 2 R EE, AFE B RHR,
# M KEME RS, kg B EE (P<
I 0.00). SHUMULILL, ¥MBHIE T, T4
: I L AL P R, TR 5
i (P<<0.05); PFr[FEA%Ath yT 2H 201 it P g Joi A 3R 5 3 ik
A B, IR B D (P<<0.01); TR .
37 53 3% TR 5 4H 4 i N T o AR SR ko>
Hxaditbsi: P<0.05 #P<0.01 226 SZEMIEG RAW264.7 41 4 1 P40 A
P <0.05 *P <0.01 vs control group . N
7 ZEEMEN RAW264.7 40 BRI H 8B %u@ A 30 Emﬁ%tm’ PURALAD
(X+5.n26) HH TNF-a A IL-6 KFRER I (P<0.0D); 5
Fig. 7 Effect of blank serum on inhibition rate of BURZLEAL, #2292 BT TNF-o A1 IL-6 7K
RAW264.7 cells (x+s,n=6) PR AFRC (P<0.0L),
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ASTHRZL B-fEBIZH  C-HMHIE B4l D-HRASmAEA E-HRAn PREd FHRAMEHES  E-FFEfhiT4d  Sxtidtt
. #P<<0.01; SHMMA: 'P<0.05 “P<0.01, Kl 10~12[{

A-control group B-model group C-Buyang Huanwu Decoction group D-glycoside component high-dose group E-glycoside component medium-dose
group F-glycoside component low-dose group E-atorvastatin group *P < 0.01 vs control group; "P <0.05 ™P < 0.01 vs model group, same as fig.10—12

B8 AZMmEN RAW264.7 4HAEA TC. FC. CE 22K CE/TC MIFM (x+s,n=6)
Fig. 8 Effect of blank serum on contents of TC, FC, CE and CE/TC in RAW264.7 cells (x+s,n=6)
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Fig. 9 Effect of drug-containing serum on foaming of RAW264.7 cells intervened by ox-LDL (><400)
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F2 ML O FoALMEENESE
Table 2 Relative content of foamed cells stained with oil red O
A UMK IEI% 20 2 B A ARSI E A TR AR /%

iR — 637 38 5.96
Y — 609 595 97.70%
FNPHIE F 10 616 503 81.66"
HRHAN 10.0 618 524 84.79

5.0 628 500 79.62"

2.5 643 588 91.45
FlFEARARTT 10 593 430 7251

EXIIRAL LS #P<<0.01; SHALILLE: "P<<0.05 "P<0.01
#P < 0.01 vs control group; "P <0.05 P <0.01 vs model group

200+
B TNF-o

150 IL-6

100+

W (ng LY

I
i 50

A B C D E F G
E 10 E#AMmEX RAW264.7 4R EE&H TNF-a F0 1L-6
KFREM (X+s,n=6)
Fig. 10 Effect of drug-containing serum on levels of TNF-a
and IL-6 in supernatant of RAW264.7 cells (x+s ,n=6)

227 FHIMLIES RAW264.7 4l JAK2. p-JAK2.
STAT3 Hil p-STAT3 T HKIA MM & 11 fhw,
L2 L, RRALH AN JAK2, p-JAK2. STAT3
A1 p-STAT3 &5 H R IA /K G & (P<0.01);
LSRRI LU, 55 25 M A0 A JAK 2. p-JAK2 . STAT3
A1 p-STAT3 & F R K] W% (P<<0.01).
2.2.8 FHIMIEXT RAW264.7 4Hfifl JAK2 F1 STAT3
mMRNA RIAMFEm a1l 12 fos, S50 Eamtt,
RIS 41 JAK2 A1 STAT3 mRNA Hik /K1) BE
THE (P<<0.01); SRR LY, %25 245441 JAK2
F STAT3 mRNA ik /K-F5 B E L (P<0.0D).

JAK2 T S = SN Sy 13105
p-JAK2 - e Seas W e 1.2X105
STAT3 777 e e e e e . 88X10°
p-STAT3. [JN IR e 88 x10t

B-actin

1.5

i
X

EASEENIES

A B Cc D

(x+s,n=5)
3 Wig

AS & FEUNESE ., OAUETE . &0 5 2 Rl
O 0 LA 1 B B IEA, BBk, 323k
AR B K S A FE B K L8 R A2 & AS IR 3
3, FEAHMERIEERAMMBATE S AR AR
& RVE RN R AMHIE T M RH Iy (G

— — — ———  — {3 ]0%

= JAK2

— p-JAK2
STAT3
p-STAT3

E F G
B 11 &HMmEX RAW264.7 4HA8 JAK2, p-JAK2, STAT3 # p-STAT3 EEFIAMFN (X+s,n=5)
Fig. 11 Effect of drug-containing serum on expressions of JAK2, p-JAK2, STAT3 and p-STAT3 in RAW264.7 cells

A AT, EERHED BAPUMEIL. P
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1% 1 s NF-«xB @i, #I] 1IL-6 F1 TNF-o %
ik, VARSI, SR A N, MR IEST AS
TER . DRk, FNPHIE FZ s A R oy SR HE AR A
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#H I JAK2
STAT3

mMRNA A% K ik &

12 BZMEX RAW264.7 48R JAK2 F1 STAT3 mRNA
FTIEMEM (x+s,n=5)

Fig. 12  Effect of drug-containing serum on mMRNA
expressions of JAK2 and STAT3 in RAW264.7 cells

(x+s,n=5)

VT e R AP Pt AS FER, AR HLEI ]
ReSPis . RRRRBEMENE A K. ANFA AT
WS I, ANPHIE T35 S50 R 5y Re i A ) 1
NG A AR Cextracellular matrix, ECM)
PG R RS AR S IR | B Ccollagen-l,
Col-l ) K X i & J& &8 & B -9 ( matrix
metalloproteinase-9, MMP-9) ik, {gi ECM [&
filf, RAEDT AS IME NIBEGAER . BT, A
W70 R 48 25 B0 2 732, Wi FU R BH A F i B
A M HGRTFLRMTTIR T AS BT 7EE R AL
fil, SRR, FNPHIE 7 3 B 4 SRR
fhyT BES S AKT1. VEGFA. STAT3. CASP3 4%
65 NS, 5 JAK/STAT. BREE S B 1-1
(hypoxia inducible factor-1, HIF-1). TNF & 78 %
fE518E, 75 ECM BURIX, 5 R MR M AR
FIT RS LA b . i R e hr s 17 AN
&, MIMRTT AS. ARBFFLNEDE B FAEYILD
UESE T AMRHIE T3z 5 2R R 5y 5 B R A T g
Wi 2. ZIEE I EST AS, HAEFHVLEIAT R
5% JAKISTAT @ I %M SN e i R A
FEA K, NIRRT ES SR AT
FIT

KT KA ox-LDL %55 RAW264.7 4H
MR, MARMEYE f. NIRRT, R
10% IfiL 75 W< By Jo 4 i 2 PR i g e B2, LA 75
ug/mL ox-LDL il RAW264.7 2l 24 h g AR
A, 5 Cao 21617 ox-LDL 5 RAW264.7 2 f4
I AS B3, EREIR, HA AR
AR A IR R TR, BRI R AL A B B B, i)
RAW264.7 21 W i ot , S & s/ b 4m g i TCLFC.

CE &, #MHIEFZE A o) hf a4 5 ek
fYT 2T 30 Y, $EoRTERTTRE R 7, AE b
FHIE F37 FR 4 o S RTFEAR MV TG 25, w] At
A R AR IR R BT A1 - 4% 45 25 41 35 e 4
TNF-o F1 1L-6 73, FMHIE FLimdn 2 /E F fetd, H
PRI AN Fi R 5y, S&oRAEBTL R 7T,
H R 5 AT REAFINHIE TLiz ) E B3, W] LA
VE R HNSH I T132 J5 5 RS e 35 o B AR 2k 4%
PURAEH . SA ARSI JAK2/STATS j&@ i
FHIEEE 1 S mRNA Rk /K, $oR I SHIE FLiz S
HRA A sy ae @i 1| JAK2/STAT3 (5 53l
P, £ AS HERR AR IS ANV R AR

g5 L FTIR, U 10% I8 ¥ 5 S o At 25 P 1) 1f
T, DL 75 pg/mL ox-LDL il RAW264.7 4 it
24 h REECUTHIAEIL AS Bl L MSHIE T 2
A SRR T REe @t 2 ¥ S . ZIEE )
[Flf AS, AR FMLEI ] B85 4] JAK2/STAT3 (5%
Wk, FER4EMAN R DT &L TC. FC. CE & &,
O R VE T TNF-o. 1L-6 20 WA 55 & B &
(R S 4H 43 18 15 g AU TS B FE AR Al T AH 2,
HPTRAE R TBTHEARARTT, SRR I E
Pt AS A 5 .
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