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(1. g s 25 K AF v B 2 e VBB T R N 4500465 2. Tl IS 25 R “F 3055 A
W KM 45004653, Al Y BE 25 KA RS A B T RS SIN 4500465 4. YT R H R 24 R AR R A B
Jpg FRAE BRAZ ST EE TR ABIN 4500465, AT Rg H = 25 K22 LR ST g0 ot TR AB N 450046)

[ E1 B FUR ML 25 B2 53 87 D v 0025 10000 0 B 58 ik 7 B sh kol RERE Ak (AS) R 7 1E
R A, B A ARSI N i S 50 X L mT BB AL I HEAT I E . Jr¥E e SRR 25 R G 2 B A B T S A BT
fi (TCMSP). GeneCards, Swiss Target Prediction 1 Uniprot 5585085 28 , e 45 74 B 38 ik 5 v s Mtk &
Wy B AR AR, M R - T M4, - A EAE (PP 4% I AT HE AY 1
BLE MU B, NS R E EAT SRR AR RIS (GO) HIREE E SN M SN S ENA TR 2B
(KEGG) G5 aEEmT. RIMEFRA T o ki & F i Ulanie (HA-VSMCs) %%, RAHEML
R ERREM (ox-LDL) #53 HA-VSMCs 5 5 84 5 - 47 %5 7 o MTT 38 A5 0 AS [ ¥ J32 78 26 3 ik 7
YER G 25 41 HA-VSMCs $458 & M, o I BE3E k7 % @t . HA-VSMCs 7 b2 4. R (5
HA-VSMCs S % 875 ) . et & iT4 (55 HA-VSMCs 5 % 854 5 % F 4 umol - L™ ' Fi & 4%/l 7T
T ) KA . R e B kO 4 (5 HA-VSMCs 5% % 34 51 J5 4 31 % B 0. 025, 0. 050
0.100 mg- L "4 BEM bk 7 T90) o BEHE S W B e (ELISA) 35K 4% 240 HA- V%M(‘slﬁ?%J:?%EP}\
PR E I 1 (MCP-1) . H4MA K6 (IL-6) ME4EAN RS (IL-8) K¥, S5 E

PCR (RT-qPCR) A4 4l HA-VSMCs HF# A kB (NF-kB) p65 mRNAﬁubkﬁé’ﬁiéﬂiﬂ’@ikl%z
(FGF2) mRNA #Kik/KF-, Western blotting ¥ 461l £ 20 HA-VSMCs H NF- kB p65 fl FGF2 # 11 £ ik
Ko GER . BRIk T A A L03FE M A Sy, WA VE AT 189 N ML R R HE BT ASYEHT, W AEAE
FRE S IL-6, IL-8, M NEAEKNTA (VEGFA), K T kBl (NF-kB1) F1RELA (NF-kB
p65) %o GO IR 4 #1 fl KEGG {5 5 38 8% & 4 40 7, I B 3@ ik Oy 3@ o 1 1 g it . B4 S 1 1
(HIF-1). REAKKET (EGF). B BENLEE 3-3 8 /8 (% BF B (PI3K/Akt) F1 NF-kB 45 {5 5 i
RAEHUASYER . 4P A8 R B e 2 9 Y (A 25 LR BT 40 L o HA-VSMCs. HMZL O 4L fa, Al W52 2]
KL, RVWEBIRT . MTT LRI, 75— 7 4k 15 B P9I B8 k7 XF HA-VSMCs 34 58 % T
Wl sgm, 24Pk RiF. ELISA SRR, SEORZ e, S &7 At VT 20 Fn A [m) 500 S 3 5 38 bk J7 21
HA-VSMCs K5 7 ¥ # MCP-1 fll IL-6 /K FF& AR (P<<0. 058% P<<0.01), 0.050 #10.100 mg-L {4 5E
KT 41 HA-VSMC 3532 B IL-8 B (P<<0.01); SEmaF (oAb iT 40t , A [R50 52 14 5 3 ik o7
H HA-VSMCs ¥ 5% _E 7%t MCP-1F&M% (P<C0.01), 0.05010. 100 mg-L~" 4 Bl ik 5 21 HA-VSMCs
B B IL-8FRAK (P<<0.01). SEIRUL b, T &P A VT 20 FAS W] 59) 4 30 5038 ik 7 41 HA -V SMCs
H NF-kB p65 mRNA # kK FFEAL (P<<0.01), H&FHifbiT 41 % 0. 050 F10. 100 mg-L~ " 4 BE 3 ik 77 21
HA-VSMCs H FGF2 mRNA ik K FREL (P<<0.01); SHmar & biT4ltbde, 0.050F10.100 mg-L '
T B8 ik 7 20 HA-VSMCs 1 NF-kB p65 Fl FGF2 mRNA % ik K F [ AK (P<<0. 058 P<<0.01). 5#
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TG HH, Fi &7 AR A 7T 28 0 A [+ 300 3 B3 ik 7 20 HA-VSMCs H NF-kB p65 1 FGF2 % 11 % 5 K F [
ik (P<<0.01); HEgérRfbiT 4l tbde, 0.050 F10.100 mg-L ' B 38 bk 5 4 HA-VSMCs H NF-kB
p65 3K [ F L AKFFEML (P<<0.01), 0.100 mg-L " {H B bk i 41 HA-VSMCs H FGF2 8 (H & 1k K- f#
ik (P<<0.01). 5% HEBGM Mk A PR . M HA-VSMCs 355 frdt ASVEH, HAEHAHLE o] 68
5 NF-kB/FGF2 il % 2 35 A 5% .
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Network pharmacological analysis and in vitro experimental
verification based on anti-atherosclerosis mechanism of

Xiaoban Tongmai Formula
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(1. Department of Formula, School of Traditional Chinese Medicine, Henan University of Traditional
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ABSTRACT Objective: To preliminarily predict the potential pathways and targets of Xiaoban Tongmai
Formula in anti-atherosclerosis (AS) by network pharmacology analysis, and to verify its possible
mechanism combined with in vitro cell experiment. Method: The databases including Traditional Chinese
Medicine Systems Pharmacology Database and Analysis Platform (TCMSP), GeneCards, Swiss Target
Prediction, and Uniprot were used to collect the information on active compounds and corresponding targets
of Xiaoban Tongmai Formula to construct the “compound-target-disease” network. The potential targets
and pathways were predicted by protein-protein interaction (PPI) network, and the intersection targets
were subjected to Gene Ontology (GO) functional enrichment analysis and Kyoto Encyclopedia of Genes
and Genomes (KEGG) pathway enrichment analysis. The human aortic vascular smooth muscle cells
(HA-VSMCs) were cultured and identified in vitro, and the abnormal proliferation of HA-VSMCs
were induced by oxidized low-density lipoprotein ( 0ox-I.LDL) and identified; MTT method was used to
detect the proliferation activities of the HA-VSMCs in various groups after treated with different
concentrations of Xiaoban Tongmai Formula; the safety of Xiaoban Tongmai Fang was confirmed. The
HA-VSMCs were divided into blank group, model group (the abnormal proliferation of HA-VSMCs was
induced), rosuvastatin group (treated with 4 pmol-1.~' rosuvastatin after inducing the abnormal proliferation
of HA-VSMCs), and low, medium, and high doses of Xiaoban Tongmai Formula groups (treated with
0.025, 0.050, and 0.100 mg-1.~ ' Xiaoban Tongmai Formula after inducing the abnormal proliferation of
HA-VSMCs) ; enzyme-linked immunosorbent assay (ELISA) was used to detect the levels of monocyte
chemotactic protein-1 (MCP-1), interleukin-6 (1L.-6 ) , and interleukin-8 (I1.-8) in supernatant of the
HA-VSMCs in various groups; real-time fluorescence quantitative PCR (RT-qPCR) method was used
to detect the expression levels of nuclear factor kappa-B (NF-kB) p65 mRNA and fibroblast growth
factors 2 (FGF2) mRNA in the HA-VSMCs in various groups; Western blotting method was used
to detect the expression levels of NF-kB p65 and FGF2 proteins in the HA-VSMCs in various groups.
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Results: Xiaoban Tongmai Formula contained 103 active ingredients that exert anti-AS effect by acting on
189 target genes. The potential targets included I1.-6, I1.-8, wvascular endothelial growth factor A
(VEGFA), nuclear factor kappa B1(NF-kB1), and RELA (NF-kB p65). The GO functional analysis and
KEGG pathway enrichment analysis results showed that Xiaoban Tongmai Formula exerted anti-AS
effects by regulating lipid metabolism, hypoxia-inducible factor-1 (HIF-1), epidermal growth factor
(EGF), phosphatidylinositol 3-kinase (PI3K)/protein kinase B (Akt), and NF-kB signaling pathways. The
cell morphology and immunofluorescence staining results confirmed that the cells were HA-VSMCs. The
oil red O staining results showed numerous red lipid droplets, indicating successful modeling. The MTT
assay results showed that Xiaoban Tongmai Formula had no significant effect on the proliferation rate of
HA-VSMCs within a certain dose range, indicating good safety. The ELISA results showed that
compared with model group, the levels of MCP-1 and IL-6 in supernatant of the HA-VSMCs in
rosuvastatin group and different doses of Xiaoban Tongmai Formula groups were decreased (P<C0.05 or
P<C0.01), and the levels of IL-8 in supernatant of the HA-VSMCs in 0. 050 and 0. 100 mg-L ' Xiaoban
Tongmai Formula groups were decreased (P<C0.01) ; compared with rosuvastatin group, the levels
of MCP-1 in supernatant of the HA-VSMCs in different doses of Xiaoban Tongmai Formula groups were
decreased (P<C0.01), and the levels of IL-8 in supernatant of the HA-VSMCs in 0. 050 and 0. 100 mg-L '
Xiaoban Tongmai Formula groups were decreased (P<C0.01). Compared with model group, the
expression levels of NF-kB p65 mRNA in the HA-VSMCs in rosuvastatin group and different doses of
Xiaoban Tongmai Formula groups were decreased (P<C0.01), and the expression levels of FGF2 mRNA
in the HA-VSMCs in rosuvastatin group and 0. 050 and 0. 100 mg-L. "' Xiaoban Tongmai Formula groups
were decreased (P<C0.01) ; compared with rosuvastatin group , the expression levels of NF-kB p65
and FGF2 mRNA in the HA-VSMCs in 0. 050 and 0. 100 mg-1L ' Xiaoban Tongmai Formula groups
were decreased (P<Z0. 05 or P<C0.01). Compared with model group, the expression levels of NF-kB p65
and FGF2 proteins in the HA-VSMCs in rosuvastatin group and different doses of Xiaoban Tongmai
Formula groups were decreased ( P<(0.01); compared with rosuvastatin group, the expression levels
of NF-kB p65 protein in the HA-VSMCs in 0. 050 and 0. 100 mg-L.~' Xiaoban Tongmai Formula groups
were decreased (P<C0.01), and the expression level of FGF2 protein in the HA-VSMCs in 0. 100 mg- L'
Xiaoban Tongmai Formula group was decreased ( P<C0.01). Conclusion : Xiaoban Tongmai Formula
has anti-inflammatory effect, inhibitory effect on the proliferation of HA-VSMCs, and anti-AS effect, and
its mechanism may be related to the inactivation of NF-kB/FGF2 pathway.

KEYWORDS Xiaoban Tongmai Formula; Atherosclerosis; Vascular smooth muscle cell; Network

pharmacology; Cell proliferation

Zh ik s RE 4L (atherosclerosis, AS) J& £ %K
o B LA 92 0 ) e A8, 3 B ) R R A
J A8 VA5 005 R0 IR 5T R 1 A T P B R L TR A i AR 2R
PETE- W LA MR i, B ETE B, &S5
M BT R, H R R R R I P R A )
REREDT . FALN B . REBUACH S . BRI . A RE
JE 738 = RS R B Uy SR R V)R . AS
gg R, A RBE KFERE AL  FEAR Sl K ok A
WA GG ) RO LA i fb 55, H 25
edk BARTREM N, EREIa, 38 ki
¥, BRE T B R RO 200 A 0 W R4S A I R
FP Y BACEE E X TF AS BRI LLBTEE ML . R i

Jig . ORI M AR D T, H ) T B SR AR
R BT SRR L B iR 24 R4 5 T BE W R R T
RIS PREGCR K AL, BREME SN R, (HA R
P Z . PRSI IA AS TR HIAEIR | B AR AL R
R B 5 07 A B A8 0, AR ke v BE 24T 1
FHBDIR YT AS S50 N LA JE B I RBCR B4,
7 A L 2GR S RO S S A I
PRI B i B R T 2 DTS I AR . AR B
MR BYIE SRR IR S T AT T, SRR
R, WM HLEE, SRS, BPARAZ
WAREMZIHRY T LA LS, Wi TR AS.
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kR TAEFE 52 AR N RBUAZ By A8 0, g
W2, ZEL., AKE, 2 =Sk REEMX
FREH B, A A AL 7 30 46 N 25 AORD IR BRI Y B AL,
X T AS 5 B0 BE R TE BN 5 O A 5 O M 1 A 9
I RT3 ) . SEge sy " U - T BEE ko7
g 2 RO R S U AR . Pk . i
AR /AR SR AR SRR T . 1) I A2 D T SR A ok O AR
JHHLH, X5 T B iG AS AR 50 i i 8 95 i B A B 8L
EOSCo THBEE PR T C AR IR IR b FHECH AR, 9T R
YI, ABELAE RIS o AR A . A SCAE 5k FH I 25 24
BHL A2 5 Uk FUR A 52 36 43 A 0 BESE Bk 7 X T AS 1Y
WEERHIE, £ZMEKEF «B (nuclear factor
kappa B, NF-kB) {5 5 i i AH ¢ K5~ F1 i £F 4 41
fg A4 & A F 2 (fibroblast growth factor 2, FGF2)
TR LR AS RAE AL FE , w25 b B B
k75t AS AL, S HBIR AS S A EISAKHE

1 MBE5FE

L1 M@ ks EWERayAmEe it A0
FEN RGN RS A
(Traditional Medicine
Pharmacology Database and Analysis Platform,
TCMSP) C(https: //tcmsp-e. com/) #2758
WK H PP S 5 kigE, FHZ. =
L R AR, AR R AR, WP
25 O IRk 4= % F H - (oral bioavailability, OB) =
30% HZK 251 (drug-likeliss, DL) ==0. 18 fifi & i
AR 2 B3 FRG Y HE R BEE R s TCMSP
o248 R B 25 LLIF 43 (Score) =30 H P=
0.05 M&M, THRT M2y B2 {5 B THMW
25 gy A HI AL I 2> At R 48 (Bioinformatics
Chemnaism  of
BATMAN-TCM)
(http: //bionet. ncpsb. org. cn/batman-tem/) 5 ¥K
AT R . SEERE P ARG th 2y B sy, H
A B SOk 3R U ROy 250 Y, B Swiss
Target # W % (htp: //old.
swisstargetprediction. ch/) AT & FUM
1.2 Zmf s ME DL “atherosclerosis” MR
), 7EGeneCards##i% (https: //www. genecards.
org/) WULEE Score=1 1) AS H ¢ 5 FlAE 2 N2
T fl5 /R 3 4% (Online Mendelian Inheritance in Man,
OMIM) %Hli#% (https: //omim. org/) HEFERIAS
FHOCHE S, HATID B LR ELZFL .

Chinese Systems

Analysis  Tool for Molecular

Traditional Chinese Medicine,

Prediction

1.3 ¢H-FHhALSY-LERLEHE H
Uniprot ¥ #& % (https: //www. uniprot. org/)
“Retrieve/ID mapping” ¥ & H 4% Fr % 1k~ 3L F 44
P, R 2B PP OO e FOR IS A4 B, e ok
TR E L RLEIEAZE (Human) $E5915 B . #2
W15 9 e 1 38 B A R B 25 W i Ve AL S W AR R
Network #l Type #4% 30, F A Cytoscape 3. 8.2
2P ORI

1.4 #H & E H -% 48 EZ 4 (protein-protein
interaction, PPI) M & fe Hub A B M & W3S EH
M B AL % STRING 11,5 50# & (https: //www.
string-db. org/) H, BEFEYIFI R NI (Homo Sapiens),
SR ARAH B AR T B B8 R AR B 0.7, IEHE KA
W RUE TS0 . ROE AL SRR 5E, T PPI
M 2% . K PPT I 4% tsv SO A Cytoscape 3. 8. 2 %k
., W CytoHuuba ffi {2 1] Hub JE P /9 25 5]
1.5 WBE@bkA s ASHRMREGEEIHT I
A2 R 5 £ & DAVID Bioinformatics Resources
BOE A, AT R A KR (Gene Ontology, GO)
DIee s ot ot SRR A f R4 (Kyoto
Encyclopedia of Genes and Genomes, KEGG) 1%
iR AT, R GOR R AT & Excel £ A& R AT AL
B, TG EL ™S (http://www. bioinformatics.
com. cn/) #EAT AT AL A3 BT o

1.6 Z¥mje 2RI ATk E-F
W W40 M8 (human aortic vascular smooth muscle
cells , HA-VSMCs) Wy L ifF— IR A R A,
o 52 05 5 AR AR 2 3~5RA M. TH B ik O W T
il A 5 R 2 B KRN T 2 B KO L AL R 4 o P
H#Z15g, EkiE10g, EEZ12g, }1Z15g.
=t8g. INEK 15 gMRM10 g, % i 2H s FRIL
B KT 24F (4R 172.8 g), K Ho 6 R 25 P 7
Z. M2 EEE. =L REEMEXKA 0% &
B DR B 2 Uk, BRI 1.5 hy [A]EE AE 7K lg 4tk
MR I 2K, B 1.5 he $RIEE R Lk &5
WIRS), HAuEus LukidE, B T hes 2 k{0h
45 CUF [T, Ao A4 B0 265 0 A 4 e Lok 44 T A
BURI A% 1/5 WS ik e i, O LB T 28 R LN T o8
HEFF rh R TR R B R, TEE SRR TIRILNG
PRI, KRR TS T S8 Dk 5 EI 2, R R 2 Ak
BT R, —20 CREFF#5 T o AEHFREL 100 mg ¥R+
B F 10 mL &.04 A, A 5 mL DMEM K57 358
Sy, N0, 22 pm BRI S 1S B EE N 20 g L
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W, SRS AT ORERD AT Al ik F
(monocyte chemotactic protein-1, MCP-1) [iff B 7
P B 3K % (enzyme linked immunosorbent assay,
ELISA) i/l & . F 40 i /- & 6 (interleukin-6,
IL-6) ELISAF &M A4/ % 8 (interleukin-8,
IL-8) ELISA KX &1 B R = 5o BERHL B A A
RAw, SR EIEHEA (oxidized low-density
lipoprotein, ox-LDL) g )M 22 i A= Py B A7 BR
NE], EREFAARTT R B R YR A R A
A, AV Z B ZUE E W . Triton X-100,
5%BSA B M W, 4", 6- Bk FE -2- 2 3 ng]
(4', 6-diamidino-2-phenylindole, DAPI) ¥ ¥ At
W E R FIA T RERR AR A A,
WAL O Y Wy T 55 18 Sigma /A A, ARG T
LAY R R A BRA R, NF-kB p65 —#t
"5 3033S) W FIEECSTAH, FGF2 —4i
%5 . ab208687) W T ¥ [E Abcam A Hl, N Z
Lamin B4k ($9%5 . bs-23709R) Fil B-actin 4 &
$245: bsm-33034M) I FIb 5t R R AW H AR A
FRAFE, iy IgG (]85 . LF101) 1
T v WA ) BE 2GR BR A W), hil SRR
IgG (#8%5 . STAR208P) My Tt 5t 2% 18 4 Wy Bl
HAWRAR, ZEARIGAN &0 T R EEF
HARAF . e 7% (#%5 . EYEL4N-1100)
WG F g 2 WA A BR AR, TRk ZHEZS R
(#4%5: SHZ-D) W FHINFFEER RS H R A A,
HA R TR TR o 4808 A b AR
Al AL SR R AL (S C5) TR E
BioTeKZyw], fRiEE . .LHL (Bl%5 . Sorvall ST 16R)
T2 Thermo AW, HWOLHERE (B5 . FVI1200)
T H A Olmpus 2~ v, BER IR RS (M5,
ChemiDoc MP) W F 3% [E Bio-Rad 2~ ®] , 7500fast
PCRAY (B5. 9700) WFFEE ABIA A .

1.7 HA-VSMCs % &2 WA KRKRER W
HA-VSMCs, DL%&fL 2X 10"/ 40 i (9 %% B 35 #p T
12 FL 40 B 3% 32 A, Wk H 40 A KRS B 4F B AT
TS5 . AR 85 F2 b O 55 3% /e, T PBS
ZE R VE 3, R 2 min, 4% 2B WA
[ %2 W 52 30 min, PBSZE TR 3 Kk, K
5min. AT 5% BSA A PBST A& i & 4], %
B 1h, —HWEE: WHEHAK, WA
200 pl, 4°CRM . ZPiidE . B RN G
12FL4n ks 35 M, FH PBS b i i vk 3k, G

R A O FR T B9 B0 B TR 4 AL 200 pl,
37 Ca e M 1 he PBSTEEVE3 W, 2kl ni, AL
A DAPI 200 pl., % i # L H 5 min, PBS &
MOREE 3K, DAL K E Rl E R, &8T5
I W T EE HA-VSMCs TE A £ P,
1.8 ox-LDL R & & HUXT 200 HA-VSMCs,
96 FL 41 i Kx 3% Al b B L A 200 pL 40 R TR
(5000440 f), & TRFMPBEER, 4 haE0
0 A A e S (0.012 5. 0.025 0. 0.050 0,
0.100 0 A1 0.200 0 mg+L. ") ox-LDL 41, 24 h/54%f
LA & A [ M B ox-LDL Y 58 4> 1% 35 4L 100 pl.
YRS REIRANML, 24 S BOH A0 R AR, AL A
10 pL CCK-8 W ITFIR S, M dE 4 ho R
filg bR AR I 450 nm PR WO (A) {6, LLAMH
2% 45 2 240 b 8 5 0 1
1.9 HoOREXSZHA-VSMCs kB It
18 i 5 A~ 104040 T X 8 A KA HA-VSMCs, DA
B AL 210> 20 it 1Y %5 BE 42 Fh 2 12 L 40 J 85 57 AR
Bt 24 h)m, S BAEss (A AR FL oA 1 mL
SEAREFRILFN 0. 10 mg+ L' ox-LDL {1 mL 58 4
Bigedt, Big24h, PBSE WSR2, &L
A 4V Z R PR S A0 E W 1 mL B E 20~
30 min, P PBS &g e 31K, MA 60% %A
BEsr 4k 5 s, HE ] PBS R oh w5 vk 2 ¢, I A
B il I £ O e TAEW, 20~30 min J&5 #% 2 4
O, MATAKRZLM, 2 min)5 H PBS 2 whik i
e, TR WA F LAY A R BORHAE
1.10 MTT s # @] & 22 HA-VSMCs 3% 74 7 H
OB B4 KW HA-VSMCs, I%EESL 5 000448
i ) %% R & 96 FLAN A SR B IR 24 W, %
IRy kb AT b3 . A dl, & 10% Mg
[ 58 4 1 77 3k 5 R[]0 s T B bk O 4L, 43 m A
£0.025, 0.050, 0.100, 0.200, 0.400, 0.800 F/
1.600 mg-L"" ¥ B il Bk J7 19 5¢ 4= 85 7% B 200 pl.
@ B Xt #2E K HA-VSMCs,  RL4&fL 5 000448
Ji 1 % B 45 R 2 96 FLAMI G SRR, 37 °CL 5% CO,
MR FEERMA B 70%~80% , AN 4Tk
PEATALEE . 25 (4L, WA 1096 I3 B 58 R 3
BEARIZ, fin A& 100 mg+L ' ox-LDL 4 5¢ 4 5 3%
s HREFRAMRITAL, A 100 mg- L' ox-LDL Al
4 pmol-L B @ M TT By 58 4 By 5% 55 0 B ik oy
4, MAE 100 mg-L ' ox-LDL FIAFEF & (0. 025,
0.050. 0.100, 0.200, 0.400 Al 0.800 mg-L ")
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THEEE kO e et R . @©37°C. 5% CO, &1
THE SR 24 h R U M SR AR, 3E B, BALINA
B 6 I A9 0,005 gL' MTT 100 pl., ¥ % 4 h.
AL A 150 pL Z W JEEA, % F 20 min, R
FHEEFR A 490 nm K AEMOEEE (A) {6, LLAMH
AR 2% 2H 20 i 1 70 P

1.11 ELISA 4 & 48 HA-VSMCs 3% 3% L& +
MCP-1.1L-6 #= IL-8 X -F ¥ HA-VSMCs L &L
5 000 /1~ 41 Jid 114 25 B 12 Fh 22 96 FLAN ML 35 IR M b, 1F
A1 B 0 RE A K B 70%~80% B, LA 4
LA . A U, A 10% I Y 58 4
Wrgedt,; BRI, MA®O0.1mg L 'ox-LDL B9 5
SRR EETARMTTAL, A 0.1 mg-L 'ox-LDL
A4 pmol- L' Hi &P A AT 1Y 76 4 85 37 56 5 T8 B3 ik
FH, IMAEO0.1mg-L " ox-LDL FIA [a] 71 12 74 B
i ik 5 (0.025, 0.050 A1 0.100 mg-L ") #5€ 4
Rigid, 37°C. 5% CO, %M N 8537 24 h s Buh 4i
MRS, B Al ds R [0, B0 20 min, B EL
B, SR ELISA A & 4H HA-VSMCs 5 5% |
W MCP-1, 1L-6 Fl1 IL-8 /K -,

1.12 RT-qPCR # # @ % 2 HA-VSMCs %
NF-kB p65 ## FGF2 mRNA & i& K -F 4 il 7> 4
WoC10117 WS Al BOALAL | EREF i iT 4l
A [) 371 2 9 B ok 7 4] HA-VSMICs, % 3%,
A TRIzol BEEUAM A RNA , A6 I 42 A RNA BEA
JE A4, RNAREA 65 CAE 1 5 min, 459005 7 1)
BT vk B A R P R 5k 3 ) ReverTra Ace
qPCR RT Kit (FSQ-101) a8 45 0E 17 52 1 s 484
BT UK B R, SOWARR . 7EPCRAFHIMA 2 X
ChamQ Universal SYBR qPCR MasterMix 10 plL .
Primer 1/2 45 0.4 pL FM# AR ¢cDNA 50 ng, JCW G
fitf K42 20 pl (FTAEVK BHRAE) o OB &5 fF: 95°C
AR 30 s; 95 CABHE 10s, 60 CIEAH 30s, 404
T . NF-kB p65 51 ¥ ¥ 5] . LiiF 5-ATGTGG-
AGATCATTGAGCAG-3", Fiif 5-CCTGGTCC-
TGTGTAGCCATT-3'; FGF2 3% FE5 . I
5-TCCACCTATAATTGGTCAAAGTGGT-3, F
i 5-CATCAGTTACCAGCTCCCCC-3'; GAPDH
Sl F A . B 5-TCAAGATCATCAGCAAT-
GCC-3', F ¥ 5-CGATACCAAAGTTGTCAT-
GGA-3', i JH PCRALER A i ith 2k R ERT . I
NAEH G, R ITABAE, APTa R, R 2 Sk
T H AN mRNA 357K F

1.13 Western blotting i # #| &4 HA-VSMCs ¥
NF-kB p65f2 FGF2 & @ &2 K+ F HA-VSMCs
DL AL 32X 10" A~ 20 Hf 1Y %5 B 42 b 1] 6 L 48 i 35 57
M, 40MAE K B AE 80% g dkfr a4, rdlr
POLOC“1.117. fngiRigR 24 h)n, RAEA R MK
S figk 40 B O 42 O ML A% 2K 1, BCA LI 8 4 ik
B, OPRREE AR, B S IR AT A S
K/NKPVDF B, 2 FHE, BIKGHRE, /o
WIT st , AR ZEUIRR B R, B o3 B s
TaE KRB MR L, B2 Fm
PVDF . #EH#IEAN, FIFEIE, R, H1X
TBST ZZ#p i f PVDF B vE 1, & F 1< W #F
LY P Y 3~5 min, 1X TBST 2% oh ¥ i Uk
3, IMA—HT (KRB A1 1000), 4 CHE
B, PVDF B 2 AN 9 B0 (R B L 2
Hp1:2000) HikpEE &, FRBEEF2h, VR,
ECL ., &I R R &, 118770 b
iR, IMHHMEAREKTE. HMEAREK
= H 8 Al K EEE /N S8 Al KA .
1.14 %t %54 KA SPSS 22. 048 i 4 it 17
Govt 2oy o A5 240 M 39 R TR M R N R T R
i MCP-1, IL-6 1 1L-8 /K ¥, £ 4 40 M
NF-kB p65 Ml FGF2 mRNA K& & (4 £ kK, #E17
ERPERDT ZFERE, WEEESM M, ats
TR, Z A AR BRI BRI R T 255091,
2 [A] B A 35 B0 7 L AR T LSD-c A 5 . DA P<<
0.05hZRA G FE L,

2 & B

2.1 HABRF FEERSARER AT S,
I A& TCMSP, BATMAN-TAM #l Swiss Target
Prediction %5 41 2 2 i 1€ i PF 2 A 808 4 59 Fh, XF
NS I 927 45 =B A RO TS, X
BLA 23745 PHIES A RO 94, X 7 HE AR
7645 JNE A RUNA 6 4, X A5 3 K 50 4
KA RN AT 224>, % N 0 g BRI 28245 ful i
A RORST 34, KRR AT I 304N 5 RIBKAT R 4y
54, X7 HE A 364 o BF LA A Bl an 4L, dn
FiVAE RO A SRR TS, Ak “DS1” “DS2”
“DS3” SFLLIIL I, HEH KNSR TS,
M6y 4 “XYS1” “XYS2” “XYS3” &5, #5 4 fih
WA AE 2 F0 DA b 2 B e B, B 2t
Wy, Al AL By CHID, AHE 5 H i 4
TE LA FUG I H0  AE BUI R L.
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Tab.1 Important components of Xiaoban Tongmai Formula and corresponding targets

Herb Ingredient

Name Representative target

Salvia miltiorrhiza Miltirone
Dan-shexinkum D
Luteolin
Tanshinone [l A
Cryptotanshinone
Prolithospermic acid
Pseudo-ginseng Stigmasterol
Quercetin
Panax quinquefolius Papaverine
Daucosterol _qt
Trichosanthes peel Naphthalene
Methyl Palmitate
Hirudo Cholesterol

Adenosine

Methyl 14-methylpentadecanoate
Methyl 11-methylhexadecanoate
Polygonum multiflorum Tetrahydroxytaxadiene
Fetidine

Gastrodia elata p-Hydroxybenzyl alcohol
M-Hydroxybenzoic Acid
Drug share ingredient Ginsenoside rh2
20-Hexadecanoylingenol
Beta-sitosterol

Gamma-sitosterol

DS49 MAPKY9,ANG,SOD,JUN
DS8 AR,NOS2,PPARG

DS51 AKTI1,EGFR,IL-10,IL-6
DS25 NCOAL,FOS,MYC
DS29 RELA,PTGS2,STATS3
DS41 NOS2,PTGS1,ESR1
SQ4 PTGS2,PLAU
SQ56 PLAT,BCNSA, TNF,CXCLS8
XYS2 APOA1,APOE,APOC1
XYS5 PGR,NCOA2
GLP4 NF-kB1,1L-6
GLP3 NPR1,NPR2,NPR3,AR
SZ4 PPARA,PPARG,PRKCG
SZ2 DDP4,SRC,MAPK1
S7Z11 JAKZ2,APOE,IDH1
SZ8 CA2,CA1,VDR,FABP4
HSW1 ESR1,PGR,VDR
HSW2 HTR2A ,DRD2
TM2 PTGS2,PPARG,IL-1B
TM3 PPARG,MAPKY,IL-1B
BAX,TNF,NF-kBIA,IL-1B
B APOC2Z,PRKCA
C PIK3CG,PTGS1 ,PTGS2
D NFKB1,WNT4,BAX,AR

A':Ginsenoside rh2; B:20-Hexadecanoylingenol; C:Beta-sitosterol; D:Gamma-sitosterol.

2.2 W@ FHASHIELE i GeneCards
1 OMIM % #% J& W 4 “atherosclerosis” 1 “cerebral
atherosclerosis” A 5¢ 5 PH 43 1] 24 1 318 A~ F1 2154,
LB EEEEEE ASH KGR, & aF
BSOS, A% BEE MK 7Pt AS 1§ 25 35
A 1891, WK 1R 2,

2.3 FH-ARAS-ERAREMNEE O Network
F1 Type B4 X5 A Cytoscape 3. 8. 254, Hil1EM
K (E12), 4TI Ke @I IE 7 R 58 SCRE A,
T AR R T4, HALE 6 RE KRR
SR E AR, HhEaBIEER AL B,
CHID Jyrfr 25 (| 2 sy, KRB KL Degree {8
A, A HE AR B R A T R RO
2.4 HubAEMEE fRLELNTASTRING
B AR PPTI ] (K1 3), K AH B A FE 4 AT
fREBRE R a5 —0.4007, T # tsv XAF
A Cytoscape ¥ F #F — 2543 Br . Hub J& K2 i 4 1

Drug refered to intersection relationship between two sets of
disease target genes of Xiaoban Tongmai Formula and AS
disease target genes.

BT IHEREE KT/ RS AS WL KT BE

Fig. 1 Venn diagram of targets between Xiaoban

Tongmai Formula and AS

CytoHubba 1155t > 1 4% .0 W 45 &1, H: v 23 46 Bk R
A SR T RE RO . LR 4

25 GO E £ 04 A KEGC R FTEAREH
2-# N DAVID A Y515 B 8030 2 X5 189 A~ i %
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T2 HLASEAHEIR

Tab.2 Partial targets of anti-AS

Gene Corresponding protein

AKT1 RAC-alpha serine/threonine-protein kinase

APOB Apolipoprotein B-100

CASP-1/-3/-9 Caspase-1/-3/-9

CXCLS8 Interleukin-8

FOS Protein c-Fos

HIF1A Hypoxia-inducible factor 1-alpha

ICAM-1/-2/-3 Intercellular adhesion molecule 1/2/3

IL-6/IL-18 Interleukin-8

JAK1/2 Tyrosine-protein kinase JAK1

MAPKI1 Mitogen-activated protein kinase

MTOR Threonine-protein kinase mTOR

NFKB1/2 Nuclear factor NF-kappa-B p105 subunit

NOD1/2 Nucleotide-binding oligomerization domain-
containing protein 1/2

NOS1/2/3 Nitric oxide synthase

RELA Nuclear factor kappa B p65

PLAT Tissue-type plasminogen activator

STAT1/2/3 Signal transducer and activator of transcription

VEGFA Vascular endothelial growth factor A

YERIHE S 2E 4T GO I AE & 001 F KEGG {5 5 38 i

EE LI

GOMIRE s o0t HAENZ 51 EY
(biological process, BP) Hif 10 1% 1 45 ¥ 55 48 %iE X
VAN T T8 R N U [ 2 o ) AN 1§73
PEER L X SRy SO A0 5 67 9 45 R O [ 9 Y

DS50-DS1
DS23-DS55-0838

Ui My #8555 AL 4> (cellular component, CC)
B 10 A9 Je B sk A 1 BRI 2 A 9 . ML B )R]
DL BT AR AN L 2o A A R A3 AL
g4k A, T I fE (molecular function, MF)
A L0 A 36 M5 5 sz IR 45 G 0 M . B F1 BB IR
AR SR YIS P B B AS R RS S L IR
Bidha . AR B IS R A G Bz R
HHEEMS G5, WK S,

KEGG {55l i & s . fEHIR RS S
(8 R B Y 30 5 AR o B 455 W B0 L Ak ¢
Yy - W 391 0 KR Ak 277 W) Z IR (advanced glycation
endproducts-receptor ~ of  advanced  glycation
endproducts, AGE-RAGE) {55 % . JE5 AS,
WARBTUIN 15 AS . AR B . FARIEA R 17
(interleukin-17, TL-17) fF*5 % . L RIAFH . b
RRAE R T AE Tom . AT B ME T M g0 g 17
(T helper cell 17, Th17) Zrfb. WA . CHYEE
LRZIRE T A BUREM-TEPEE . RS
Eihr. B4 iE SN F 1 (hypoxia-inducible factor-1,
HIF-1) {55, MibRESm . 225 0E
H % B (mitogen-activated protein kinase, MAPK)
fi S . Toll FEZIRME S M B . T it B2 40 il 3% f
fFeimpg ., REERKKNFZIK (epidermal growth
factor receptor, EGFR) % 22 & i it 41 1) 7] it 24 7% .
W N5 Ik WL B 3- 3 B (phosphatidylinositol 3-kinase,
PI3K) /ZE MM B (protein kinase B, Akt) {5
B . A M AR (vascular endothelial growth

ShuiZhi

zszm

\sz2
sz197 /578

{5220 z{o

TAN

!
™

B2 H-AROR AR R P4 A

Fig. 2 TCM-component-target network diagram
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B3 PPIM#%E
Fig. 3 PPI network diagram

Regulation of system process 5

Regulation of jon transpart |

Cellular response to organic eyclic compound §
Blood civeulation 4

Positive regulution ot protein phosphorylation < @
Inflammarory response - &
Regulation of body fluid levels 4
Regulation of defense response 5 —Log,, P
Response 0 oxygen levels | s
Basiiive regulution of cell migration |
Membrane microdomain+ [ ] 80
Cell body ®
Vesicle lumens @ a
Plasma membrane protein comples o : 40
Perinuclear region of cytoplasm - &
Endoplasmic reticulum lumen- @ Gl
Collagen—containing extracellular matrix { @

Lytic vacuole Count
Sircolernma @

Contraetile fiber @ v
Signaling receptor regulator activity 4 [ ) @
Procein homodimerization activity | ®
Oxidoreductase activity
Protein domsiin specific hinding 1
Kinaye binding 4 z
3

Transcription factor binding 1 @

Nuclear recepror activity 4 #®

Prorein kinase activity - @

Transmembrane ransporier binding | @
Ubiquitin-like protein ligase hinding 1@
20 40 60 B0 100

E5 GOZIRRERIHT

Fig. 5 GO functional enrichment analysis

factor, VEGF) {55 ¥ . #fb N 715 58 % .
MM T, BB TWRE 40 1 (T helper cell 1,
Thl) FAH B T E 408 2 (T helper cell 2,
Th2) 44k, XkHEHE H O (fork-head box O,
FOXO) {5k . NODFEZIR(E Sl . NF-«B
B IE B NSRS | AR ) A BE ) B
% 1k (peroxisome proliferators-activated receptors,
PPAR) {55, Janusil§ (Januskinase, JAK) /
5T AL T AT B s I (signal transducer and
STAT) fF5 . &
53 B A FL B A R
mTOR)

activator of transcription,
LA M s . B A
L #E 1 (mammalian target of rapamycin,

o EmE, WE 6,

B4 HubZEHEM%KE
Fig.4 Hub gene network diagram

AGE-RAGE signaling pathway elic complications

herosclerosis

Fluid shear st

s in cancer

g parhway

Hepatitis B

TNT signaling pathway

Thl7 cell differentiation

Hepatitis CC

C-type lectin receptor signaling pathway

Chemical carcinogenesis — reactive 0Xygen species

Insulin Tesistance ~Log P

HII*-1 signaling pathway W0

Relaxin signaling pathway

MAPK signaling pathway

TolHlike receptor . 20
T cell rec

EGER lyrosma kinase

Al

I'h1 and Th2 cell different
ToxQ signaling pathway
NI-kappa B signaling pathway
NOD-like receptor signaling pathway
Platelet activation
PPAR signaling pathway
JAK-STAT signaling pathway
Vascular smooth muscle contraction

0 20 40 60 &0

Count

B 6 KEGG {5 B s R
Fig. 6 KEGG signaling pathway enrichment analysis

2.6 HA-VSMCs#j ¥ 2 &R % 85U
g MRS R, RMEEAERK, 282 R%
B, MR ZMIL . BMIESCRRN =/AE, &
v, MR EE A M R ] L HCE AT HEA R
AR, WA MMEESE, 5imEFd U 4H
(vascular smooth muscle cells, VSMCs) #JE & 4F
TEAEM S (K 7). WOCIRME BB TWE.: 40
Mk A, BN 2R ELSETOE, A
JHLJ5 N B 2T 4 40 22 B3 IUILSh 22 1 22 (a-smooth
a-SMA) "’)ﬁ%ﬁxz‘ﬁﬁﬂ?h{ﬁlﬂ
HA-VSMCs ¢ 5 P 5 5 5 11 o-SMA 19 K 3k

A I UE SR 4 A HA-VSMCs (E18).

muscle actin,
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B7 EE ST WE HA-VSMCs BRI (X 10)
Fig. 7 Morphology of HA-VSMCs under inverted
microscope (X 10)

A B C

A:DAPI;B:a-SMA;C:Merge.
B8 HA-VSMCs&RBEREFERFH(X10)
Fig. 8 Immunofluorescence staining of HA-VSMCs (X 10)

2.7 RR¥E ox-LDL # § )5 &4 HA-VSMCs ¥
mEKE 5 AR, AR E ox-LDL 4
HA-VSMCs If £ ¥ F+ & (P<<0.01) . 0.012 5,
0.025 0, 0.050 0 1 0.100 0 mg-L™" ox-LDL 4
HA-VSMCs 1if ¥4 Ffi ¥ B2 31 im & Bt %, H
0.200 0 mg-L™" ox-LDL £1%¢ 0. 100 0 mg-L™" 41 40 Jfl
TEYEA BTG, HOR A 0.100 0 mg- L7 ox-LDL #F
TlEseses ., Wk 3.

2.8 WMELOFEFEHMER WL O] Il .

#3 AFWE ox-LDLEHFFEHAH HA-VSMCs B 515 H:
Tab. 3 Proliferation activities of HA-VSMCs in various

0.100 mg-L ™" ox-LDL Zb# HA-VSMCs 24 hJ5, 4
ORI I N I il U AN EEN =1 D108 3
BOR, 4 M SR A e s, R W] ox-LDL/EH T
HA-VSMCs 4 ffi AT {1 3 ~F- 2 LI 1 96 T 240 TR
B A ST BT . LI 9,

B9 ox-LDLAEJF HA-VSMCs BB ARI (WL O
3e)
Fig. 9 Morpology of HA-VSMCs after ox-LDL

treatment (Qil red O staining)

2.9 ZHMHA-VSMCs¥#mEN SEHAHK,
0.050, 0.100, 0.200 F10.400 mg-L™" 4 B i fk
J7 41 HA-VSMCs 34 58 1% # B A% (P<<0.05), T
0. 025 #1 0. 800 mg-L™" ¥ B id fik J7 41 HA-VSMCs
BBV 22 R RS E X (P>0.05), WL#&4,

2.10 FRAAMNZHsABRA A G LA ox-LDL #
FH HA-VSMCs ¥z EH S5 4itbdr, HiAlg
HA-VSMCsH{FETEPETH S (P<<0.01); SR LY
B, FREPARABTT 40 /% 0.025, 0.050 f110. 100 mg-L™
T BE 8 Bk 75 4 HA-VSMCs 3 58 3% PE f (R (P<<
0.01), 0.200, 0.400 10.800 mg-1."" i BE i ik J7
2 HA-VSMCs 5 16 P 22 S5 LG it 2 L (P>
0.05); SEFEFRAMIT A Eg, 0.100 mg-L i Bt

£4 BHAHA-VSMCsHERTEH
Tab. 4 Proliferation activities of HA-VSMCs in vavious

groups after induced with different concentrations of ox-LDL groups (n=5,x+s)
(n="5,21%s)
Group Proliferation activity

Group Proliferation activity Blank 0.7540.06

Blank 1.21240.129 XBTMF (mg-L™")

Ox-LDL (mg-L™) 0.025 0.7140.05
0.0125 1.489+0.223" 0.050 0.66--0.07"
0.0250 1.94140.131° 0.100 0.66--0.02"
0.050 0 2.23340.094" 0.200 0.67-0.05"
0.100 0 2.41840.166" 0.400 0.68-0.03"
0.200 0 2.23440.106" 0.800 0.75+0.07

"P<C0.01 vs blank group.

XBTMF : Xiaoban Tongmai Formula. "P<C0.05 vs blank group.
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ik 77 4 HA-VSMCs 38 55 1% M BE AL (P<<0.01),
0.200, 0.400 Fl 0.800 mg-L™" 14 B i@ ik 7 4
HA-VSMCs 3 58 % ¥£ F+ & (P<<0.01) . WL 5.
PR 2 FH 0,025, 0.050 1 0. 100 mg- L™ 1 B 8 ik
BLE Y S

2.11 ZB#HA-VSMCs3& 3k E#E P MCP-1.1L-6 #=
IL-8&F S ALK, BAIH HA-VSMCs 8

#5 ARMBHEFERTEMEEH ox-LDL B RK
HA-VSMCs 377 #:

Tab. 5 Proliferation ox-LDL-induced
HA-VSMCs in various groups after treated with different
doses of XBTMF (n="5,x+s)

activities of

Group Proliferation activity
Blank 0.5740.03
Model 0.8140.05"
Rosuvastatin 0.63-0.04"
XBTMF(mg-L™")
0.025 0.66+0.03"
0.050 0.57+0.05"
0.100 0.4540.03"*
0.200 0.830.05
0.400 0.8140.06"
0.800 0.800.02"

XBTMF: Xiaoban Tongmai Formula. "P<0.01 vs blank group;

£P<20.01 vs model group;“P<<0.01 vs rosuvastatin group.

& EiEHRMCP-1, IL-6 f11L-8 K F T+ (P<<0.05
o P<<0.01); HMEALA &, B dF kb 7T 4l
HA-VSMCs # 3% I i #h MCP-1 Fll 1L-6 7K F [ fI§
(P<<0. 018 P<<0.05), 0.025, 0.050H10. 100 mg-L"
T BEE ik 77 41 HA-VSMCs }; %% | 3 1 MCP-1 il
IL-6 7K B B R& AL (P<<0.01), 0.025 mg-L {45
i ik 75 2H HA-VSMCs 85 3% |15 TL-8 /K ~F- T B ik
846 (P>0.05), 0.050F10.100 mg-L™" {4 B i ik
75 4 HA-VSMCs ¥; % I 3 H 11-8 7K F B 5k [ fi%
(P<<0.01); 5@ iT 4 A, [ 5 & 5
i ik 7 2 HA-VSMCs #5351 1% th MCP-1 K- 4 B
AR (P<<0.01), 0.050F10.100 mg-L " {i4 B &
Jik 7 2 HA-VSMCs K5 3% 1 7% 1 1L-8 7K - B & B AIK
(P<<0.01)., WL#%6.

2.12 % %8 HA-VSMCs ¥ NF-«B p65 #= FGF2
mRNA & & K+ 525 74 Wi, &EH
HA-VSMCs H' NF-kB p65 Al FGF2 mRNA ik 7K
e (P<<0.01); SHIAIA Hode, 3 &7 AR AT 41
FTAS [|) 7] 5t 78 B 38 Bk J7 41 HA-VSMCs ' NF-«kB
p65 MRNA FIAKFEFEL (P<<0.01), HifPthAbiT4
50.050 #10. 100 mg- L~ B ik 75 4L HA-VSMCs
1 FGF2 mRNA £k KFREAL (P<<0.01); 5%
PR AT 4 He g, 0.050 A10. 100 mg- L™ {14 B fik
75 4 HA-VSMCs ' NF-kB p65 Fl FGF2 mRNA #
BAKFEREAE (P<<0.01). WK 7.

#6 £4 HA-VSMCs 53 B3 R 58 H F K
Tab.6 Levels of inflammatory factors in HA-VSMCs culture supernatant in various groups [#=5,x=+s,p,/(ng- L )]

Group MCP-1 IL.-6 IL-8
Blank 266.80418.04 36.66-+0.23 297.95+18.06
Model 413.36439.99” 41.1242.70° 373.45+22.37
Rosuvastatin 296.06+8.42" 13.11+4.08"% 340.03+6.65
XBTMF (mg-L.™")
0.025 173.63+0.9474% 14.49+3.45%% 333.81+19.97
0.050 103.20+15.34"4% 11.3242.95°% 208.46+10.60""%
0.100 36.58+0.07°4* 9.24=+0.87°4 156.68+4.62°4*

XBTMEF: Xiaoban Tongmai Formula. "P<C0.05, “P<C0.01 wvs blank group; “P<0.05,

rosuvastatin group.

2.13 &4 HA-VSMCs ¥ NF-kB p65 f= FGF2 &
GRAKRE HSEPdbi, B HA-VSMCs
i NF-kB p65 Ml FGF2 8 [ R IA K B IHE (P<
0.01); SMETRIAL AR, B &P AL TT 41 RS [ 55 4
B3 ik 7 41 HA-VSMCs H NF-kB p65 fl FGF2 & 4

#4P<20.01 vs model group; *P<C0.01 vs

TR HFEAL (P<<0.01); SHdr T4l 52,
0.050 A1 0. 100 mg- L™" 4 i & Jik J7 41 HA-VSMCs
1 NF-kB p65 % ik 7K °F 8] & B ik (P<<0.01),
0. 100 mg-L {4 FEME fk /7 4l HA-VSMCs 1 FGF2 # H
FIRKEFEAE (P<<0.01). W 10M15E 8,
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#7 %4 HA-VSMCs ¥ NF-kB p65 fl FGF2 mRNA &3k
KF

£8 KM HA-VSMCsH NF-kB p65fl FGF2E H £ kK P
Tab.8 Expression levels of NF-kB p65 and FGF2 proteins

Tab.7 Expression levels of NF-kB p65 and FGF2 mRNA in in HA-VSMCs in various groups (n=3,,x+s)
HA-VSMCs in various groups (n=3,x+s) — - -
Group NF-kB p65 protein FGF2 protein

Group NF-kB p65 mRNA FGF2 mRNA Blank 0.660-0.008 1.880.13

Blank 1.004-0.11 1.004:0.10 Model 1.200-£0.002° 3.8340.25

Model 1.85+0.22" 2.3540.13" Rosuvastatin 0.630+0.002" 1.31+0.05"

Rosuvastatin 0.954-0.01° 1.2740.07" XBTMF(mg-1.™")

XBTMF (mg-1.7") 0.025 0.71040.003" 2.414+0.11°%
0.025 1.13+0.13" 2.3074-0.08 0.050 0.360-+0.001°* 1.26-+0.03"
0.050 0.4340.02%% 1.070.10%% 0.100 0.250+0.002"* 0.58+0.03"%
0.100 0.334£0.04"7 0.53%0.06"" XBTMF: Xiaoban Tongmai Formula. "P<<0. 01 vs blank group;

XBTMF: Xiaoban Tongmai Formula. 'P<0. 01 vs blank group;
£P<0. 01 vs model group; “P<C0. 01 vs rosuvastatin group.

NF-kB P65

Lamin B

FGF2

B-actin

XBTMF: Xiaoban Tongmai Formula. Lane 1: Blank group;
Lane 2: Model group; Lane 3: Rosuvastatin group; Lane 4:
0.025 mg+L ™' XBTMF group; Lane 5:0.050 mg+L ™' XBTMF
group; Lane 6:0.100 mg+ L™ XBTMF group.

Bl 10 £4 HA-VSMCs # NF-kB p65(A)f FGF2(B)

BEHREHKE
Fig. 10 Electrophoregram of expressions of NF-«kB

p65 (A) and FGF2 (B) proteins in HA-VSMCs in

various groups

RIS & I

PAREE 2 T U AS R R RN £ 5 RE R
VAN RN S =Y SR AW R | K= VA O A ]
e, HARENHEAS KR E IR N, P
JtL 53 Ak Sk AR ML, A R R ox-LDL Ji5 I8 i U
4 2 5 RO BB A B, 1 AL AS & AR KURS 34
() B 5 | R 928 2 07 8 4% Toll B 32 A F JAK/STAT
FE A G Rk, (R Thal i/, 25
ASHERE Y BT AS HE A ML AL S T AR AE A O
L7 0 . HERE B ARG . VSMCs 3958 MR8 KB
SEBEHLSE . BFgE 0 R M1 R A0 T ik — 2

“P<20. 01 vs model group; “P<C0. 01 vs rosuvastatin group.

WG NF-kB 1 TNF-ofit R 155, SEURHRIE— 4
L, O A BER AN TR EE lﬂﬂ@ﬁﬂfﬁ%ﬁa[‘%ﬁ?ﬂ
e T 240 0 S RBRE R AR i, E TS R N B2 VSMICs,
TR B AL, (R B Bk K (coronary artery
disease, CAD) K %I m ™o BF5E =% BoR .
VSMCs Y 5 # 3 56 78 AS KL 23 {2 3 58 JUE i,
MAE AS WY, BEH b i) VSMCs /] By 1k £F 4 18 Bk
2, RERH., f£ASH, ox-LDL7EWE % VSMCs
By R R B OCE EAPE T, IR TR 4 A (L i 2 Fh
Y A A AR R e A, SR M SRE IR,
fit VSMCs M 11 (9 W0 46 B 5 4k ok 5 B . 5 17
VSMCs T W4 1 Kb, IR B 5
G U R N i = L5 A O | AN 78 /78 i 2 =8 N |
FTHHRZKGEER, #mMTNFE2AGESEHE, 7
VSMCs #4F8 h B HEZ D AE R 2. Besh, mEr 44
HKHF (fibrolast growth factors, FGFs) ., 3 41
it 4 K K7 (epidermal growth factor, EGF) Hlfi#
BEFEEKHATF (insulin like growth factor, IGF) -1
AR VSMCs I 5 . BT R SEFGFL
Fe#, FGF2TE M4 & B F 3 AR Ak rh A #5207 i %2
AR, M VSMCs 3 5 2 1 B AR T AS B9
BERME
TH BE K7 B & Bt S B R . A
ZRA . WEER. AN SEHBEMPTSE A
SRS AT RE SR BT AS A OIS ME L, BRI

RN AE . AVFREE R Bon . THEBEE Bk J7 /E R T4
AS B AR S A 4G 1L-6, 1L-8, IL-13. VEGFA.
NFKB1. RELA. MAPKI1. AKT1. TNF ¥ %
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