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[ABSTRACT ] Aim  To explore the effects and mechanism of ApoAl on TNF-a expression in macrophages and plasma
TNF-a levels from atherosclerotic mice. Methods Male ApoE”" mice were fed with high cholesterol diet for 12 weeks and
then randomly divided into control group, ApoAl group and ApoAI+AG490(a specific JAK2 inhibitor) group; each group were
separately received treatment with PBS, ApoAl (40 pg/g), ApoAl (40 pg/g)+AG490(4 pg/g) on the third and the first day
before sacrifice, 12 h before sacrifice all groups were administered with LPS via intraperitoneal injection, TNF-a levels in plasma
were measured by ELISA. THP-1 macrophage-derived foam cells were randomly divided into control group , ApoAI(10 mg/L)
group and ApoAI( 10 mg/L) +AG490(25 pmol/L) group; all groups incubated with LPS (10 wg/L). TNF-a level in supernate
were measured by ELISA and TNF-oo mRNA expression were examined by RT-PCR. Results Compared with the control
group, ApoAl can significantly decrease TNF-a levels in mice plasma, after administered with AG490 ApoAl-inhibition of TNF-a
secretion induced by LPS markedly weakened ( P<0.05). In vitro study demonstrated ApoAl can inhibit TNF- transcription and
expression induced by LPS(P<0.01) , AG490 abrogated the anti-inflammatory effect of ApoAI( P<0.05). Conclusion ApoA
I inhibited TNF-a transcription and expression through JAK2/STAT3 signaling pathway.
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SRR RE AL 1A 572 18 P R AE PR | = 2
FENE L H (high density lipoprotein, HDL) i 158 $T %€ |
fE it IR [ B 336 % 35 (veverse cholesterol transport,
RCT) S84 & 50 Kok REREAL AR 1T, 5 3 ik ok
FEREAL Y 2 A A OG . #UIBE T A T (apolipopro-
tein A T, ApoA 1 )J& HDL i 28 ALY, 29 b
HE LT 70% , HDL 1) Yy fig £ S ik ApoA 1 523
(4, ApoA I TEAA N 2R =M IR H 45 & &k iz
& A1 (ATP binding cassette transporter A1, ABCA1)
A2, A5 6 TR 200 i v 3t 5 I i 1 e B s 1 U
W RIEPTR BUsh bkoks BERE A B4R . BSUTE A
fiff 2 (janus kinase 2, JAK2) J&— Ff 9 25 i Fi% 20192 14
it , REAE A0 A ) S A 5 30 ek 4 L A% 5 380 4 i
B O T U AR 5 7 S S G s R 7 3 (signal
transducer and activator of transcription 3,STAT3) , J3
SRR H DR A 5 S 3Rk, S8 AN AR - 1) s 5
i, CANIERM JAK2/STAT3 (55855 T
RAEMY AR . ABCAL M N B 1 B 45 & X A P
STAT3 HY“48 BN A7, 24 ApoA I 5 ABCA1 45455
BT STAT3' R WIMLTE JAK2/STAT3 {551 % .
ApoA T B HLRAEH A5 JAK2/STAT3 {55 53
K2 ABFFEAR DT ApoA T 27538 1 JAK2/STAT3
F T P AR

1 M#EFTE

1.1 #E

ApoE™ /N B b o 4l | 4 N 7 B AR AR A
BRI P, AGA0 I B b AR N
A R AN F, THP-1 48 Ji K A 5 % % % 77, RP-
MI1640 35 7 2 & Gibco A&, W EHF A E T «
( tumor necrosis factor o, TNF-o.) ELISA X 7| & W &
R&D /7] ,LPS W B | # B¢ A & 4 £ 80 7], RNA
R R F R AR N (RT-PCR) R A &1 &
Invitrogen /A & , 1 41 O 1§ B Sigma /A & , Ox-LDL
B Ao b A A A BN B, PMA W B Sigma /A T
ApoAl Al E R R A B WA, A E AT
99% , B L & A RN B BR, HAR
FIH T E RS R g F R
1.2 HHE5FH

24 R ApoE™ /N R R 3R 12 B SR FE AL
K34 O AL A E 1% 3 REHHOES &
FEH K, QApoAl A A LT % 1.8 3 KB # ik ik 4

ApoAI(40 pg/g) ; BAG490+ApoAl 4 . F ApoAl4l , fH
2 ApoAlRT 3 h JE 47 AG490(4 pg/g) . FiA 4/ R4k
WI2h W F UL EES LPS 25 ng/ R, ARG L&
%%, Bl ELISA i 7| & A TNF-a 3R 2,

THP-1 28 ffl & 7 J& J & 10% 6 2F 7% 100 kU/
LEHE LM E LN RPMIGA0 X EE T4 5%
CO, 37°C I% & 100% th 0. T 3% 2% 46 1 3% 5%, 48 IR
AEFEITH A, F4H 1.5x10° M4, & A
160 nmol/ L W B (PMA) #% & 12 h i § 4tk E
W 4 e, Bl 4 50 me/L ox-LDL T 1 v 3 3 3 %
48 hfEH R, Hl h - OXEBEL. FUEML
TER SR sk B R 3% 3 h; D ApoA | 4. T v B 5k A
AN 10 mg/L ApoA I i & 3 h; BAG490+ ApoA 1
4. T4 F PL 25 pmol/L AG490 % & 30 min, H m X\
10 mg/L ApoA 1 BaE 3 h, BHBMWMNKEH
10 we/L LPS,## & 6 h, £l TNF-a & & #1 TNF-au
mRNA % 3k K-F,

1.3 ELISA, RT-PCR il  TNF-a & & #1 TNF-a
mRNA FRikKF

Jl ELISA i 7| & A& | & 41 TNF-o 3% &, 20
% B Tnvitrogen 2 7] 3 B 45 42 BL RNA K 4T RT-PCR
M TNF-oe mRNA & 35 K F, A TNF-a 5| 47 )7 71
iF X 4% 5'-GCT TCC TCC AGA TGA GCT T-3", &
# 5'-TGC TGT CCT TGC TGA GGG A-3',

1.4 EKRMAPEHL O LB REYIF HE £

7K 40 R 50% 5 TR B h 4 O TE R 4
£, 15 min, W % 5 min, 7 K & 44 10 min, % 3% 4
& AKRER, EHETAEAE, LEHHEAE
BEF A BEHRENA%N S R FERTEL, U
A AT HE %,

1.5 Sit=4ah

K Jfl SPSS 13.0 4 it 8 & 34T 24T, B3
HATEARIM AT HEEALPANEEALEE
MR BAES — F Gt i, WA A
BRARR LR %, $4E A vxs & 7 ,P<0.05
HERAREFME,

2 # B
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(RTINS EA N RGO RR S R R AW IRV 211 )
)



568

ISSN 1007-3949 Chin J Arterioscler, Vol 25,No 6,2017
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Figure 1. Foam cell oil red O staining( x400)

2.2 BHEZNPRHEFELDIRAER
F KA U HA A HE 36, 4540

2. B AFNPKRETE L BEHE R (x40)
Figure 2. Atherosclerotic plaque in each group (x40)

2.3 ApoA I 3t ApoE™" /NER M0 3 TNF-o iR & B9
A1

E5%F RAZH A, ApoATZH I % P TNF-u 1 B i
A (P<0.01) 5 M FLSE T LA AG490 FHLIET JAK2/STAT3
{5518 1%, BT LA ApoAl, 5 ApoAl4H Hu#s, H4M i
TNF-o 53 WA VE R R 50555 ( P<0.05; 181 3)

300
#
& 200} ab
5 —~
LD —
zZ c
& 100}
=

0 1 1 1
pog:ipi] ApoA | B  AG490+ApoA | 4B

3. AEFHxE LPS fl#/0 R M3 TNF-o iR EH00
a A P<0.01, 5% B4 b4 ;b i P<0.05, 5 ApoA T 4L,
Figure 3. The effect of different intervention on plasm TNF-

« levels by LPS-stimulated in mice

JII 5 A Sl Ik ok R Al A BRE B, A ] - F00S BB 9
K/NTEW R (] 2) .

’

AG490+ApoA |
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Figure 4. The effect of different intervention on supernate

TNF-« levels from LPS induced foam cells
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Figure 5. The effect of different intervention on TNF-o mR-

NA expression from LPS induced foam cells
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