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ABSTRACT Objective: This study is to measure the expression of H3K9Me?2 in the macrophages of the atherosclerosis patients and
investigate the effect and mechanism of H3K9Me2 level on macrophage tumor necrosis factor-a, interleukin-1 3, and interleukin-6
production in the serum of atherosclerosis patients. Methods: The blood samples were obtained from the atherosclerosis patients (n=20)
and healthy controls (n=22) in the Affiliated Dongnan Hospital of Xiamen University (PLA 175th Hospital).The expression of H3K9Me2
in the macrophages of the atherosclerosis patients was analyzed by western blotting and the tumor necrosis factor-a, interleukin-13, and
interleukin-6 production in the serum was measured by enzyme-linked immunosorbent assay. Sequentially, the expression of H3K9Me2
in the macrophages and in the promoters of tumor necrosis factor-a, interleukin-1, and interleukin-6 was analyzed by western blotting
or chromatin immunoprecipitation in ox-LDL treated macrophages after knocking down LSD1 by siRNA transfection. Additionally, the
production of tumor necrosis factor-a, interleukin-1 8, and interleukin-6 was also detected in supernatant of LSD1 knock-down
macrophages. Results: the expression of H3K9Me?2 in the macrophages of the atherosclerosis patients was greatly down-regulated and
inversely correlated with the tumor necrosis factor-a, interleukin-13, and interleukin-6 production in the serum. Moreover, the reduction
of H3K9Me?2 levels in the macrophages and in the promoters of tumor necrosis factor-, interleukin-13, and interleukin-6 was prevented
by LSD1 knock-down in ox-LDL treated macrophages. Meanwhile, the binding of NF-kB in the tumor promoters of necrosis factor-a,
interleukin-1@, and interleukin-6 and their production induced by ox-LDL were both inhibited in LSD1 knock-down macrophages.
Conclusion: The expression of H3K9Me?2 in the macrophages is inversely correlated with the tumor necrosis factor-a, interleukin-1@, and
interleukin-6 production in the serum of the atherosclerosis patients and LSD1 probably contributes to the regulation of H3K9Me?2 level
and further enhances the tumor necrosis factor-a, interleukin-1@, and interleukin-6 production via inhibition of the binding between NF-
kB and the promoters.
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Fig. 1 The level of H3K9Me2 in macrophage of atherosclerosis patients was down-regulated and inversely correlated with the cytokines

Note: *** P<0.001 compared with normal controls.
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Fig. 2 ox-LDL reduces H3K9Me2 level in the macrophage and down-regulated the production of cytokines

Note: ¥**¥P<0.01, *** P<0.001

fiE Bl F Rk

ST H3K9OMe2 (7K 7 F A4 5 40 B 7 2 3R B i
ML, FE AT F ox-LDL A48 sh Bk A i Ak i A5 B i 9 R 7R
F AT A BB RN . 55 SOk aE — 3, ox-LDL [ 4h 3
Al LS S EL VAN T A AE Rk (B 24) . 7340, TRATTREL
i I 40 i v s AR 1) H3K9Me2 7K F- 3 ox-LDL &% F i (&
2B), [FIRF, Yo o R e I TTE 45 SR 2t — 45 7R, ox-LDL A4k
P REAR T TNF-o IL-1B8 L J7 IL-6 J3 3 F X i H3K9Me2 7k
- 20).

compared with control group.

2.4 BRk LSDI #1 %l ox-LDL #5S /) H3K9Me2 B T H (R
NF-«B 1+ S HREE FHIRIE

R H HLEE LSD1 X T2 M 41 |- H3K9Me2 YK
A BEEAE Y, S TRAE LSDI £ % 5 ox-LDL #5534
FL g4 H3KOMe2 /) R, FAT 1 A siRNA s LSD1 1)
K, FE#EYL si-LSD11 A1 si-LSDI2 () 60 h 5, E WE4ifE
LSD1 R K TR B2 EAR(E 3A F1 C). I35, FAi T & AR
fg)d, LSD1 J& , ox-LDL b3 5 35 4T i 4 A /K F- 1) H3K9Me2 L),
J TNF-o IL-18 F1 IL-6 Ji3 8l X i) H3K9Me2 115 T 1594 .



- 642 .

DREMES#HE biomed.cnjournalscom Progress in Modern Biomedicine Vol18 NO4 FBR.2018

(9]

-
@ 1.0
N " si-NC si-LSD12 ;,
¢ o & N R A T Y e
,é VL ,% % Q\‘\’ Q\@ ,\/0 '\,o (\\& (\\Q\’ ,\,Q ,\,Q 505 Hekek
o R > & & F F & & F FF ° *hk
%_| —— — | LSDI 15— e e e o o e I H3KOMe2 =
N = 0.0
v
-acti , = - \ V)
T el L LB [P SR SRC
N Y
D Il si-NC E W si-NC F mm si-NC
Bl si-LSDI12 Bl si-LSDI12 B si-LSDI12
3 si-NC+ox-LDL 3 si-NC+ox-LDL 3 si-NC+ox-LDL
[ si-LSD12+ox-LDL [ si-LSD12+ox-LDL [ si-LSD12+ox-LDL
- £ g- ## H
O 5 $ 2 9 Ea
5 E %3
2 5 6 z g
22 2 44 . 2 =
2 é -8 ok * e
2sa & _-g £
ZE 2 5 25
2 2 =
= o
£ o-
& Q ©
. ’\ ’
&S N A

] 3 mjis LSD1 3% H3KOMe2 i T iR H BEAR & i B F RO R A K F
Fig.3 The down-regulation of H3K9Me?2 level and cytokine production was inhibited by LSD1 knock-down
Note: * P<0.05, ** P<0.01, ***P<0.001 compared with siNC group; # P<0.05, ##P<0.01 compared with siNC +ox-LDL group.
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