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and endothelial nitric oxide synthase (eNOS) on the formation of atherosclerosis. Methods Human umbilical vein
endothelial cells (HUVEC) were treated with TSB2 and the combination between HSP90 and eNOS was detected by co-im-
munoprecipitation.
diet (ND) or high fat diet (HFD) for 12 weeks while injected with phosphate buffered saline (PBS) or TSB2 intraperito-
neally. The mice were divided into four groups: C57BL/6+ ND+PBS group, LDLR ™~ +ND+PBS group, LDLR ™~ +HFD+

PBS group, LDLR™™+HFD +TSB2 group. The combination between HSP90 and eNOS in

C57BL/6 mice and low density lipoprotein receptor knockout (LDLR™™) mice were fed with normal

Then the aorta was isolated.

aorta was measured.  The atherosclerotic plaque in aorta and aortic sinus were determined.  The production of nitric oxide

(NO) and superoxide anion (0, "~) were also detected. At the same time, L-monomethyl-arginine (L-NMMA) , a com-
petitive substrate of L-arginine, was used to determine the production of NO, and L-nitroarginine methyl ester (L-NAME) ,
a nitric oxide synthase inhibitor, was used to determine the production of O, "~. Results Compared with control
group, the combination between HSP90 and eNOS was decreased by 41. 06% ( P<0.05) in cultured HUVEC treated with
TBS2. Compared with LDLR ™~ +HFD+PBS group, the combination between HSP90 and eNOS in the mouse aortas was
decreased by 40.95% (P<0.05) in LDLR™™+HFD+TSB2 group, and the production of O, "~ was decreased by 63. 73%
(P<0.05) (L-NAME significantly inhibited the production of O, "~ in LDLR™~+HFD+PBS group) , while the production
of NO had no significant change in the mouse aortic endothelial cells (L-NMMA inhibited NO production in all groups),
and the formation of atherosclerotic lesions in aortas and aortic sinus were significantly decreased by 59.39% and 68. 86%
(P<0.05) respectively in LDLR™™+HFD+TSB2 group.

coupled eNOS in vascular endothelial cells by inhibiting the combination of HSP90 and eNOS in aortic endothelial cells,

Conclusion TSB2 can reduce the O, "~ production of un-

and finally inhibits the formation of atherosclerosis.
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Figure 1. Effect of TSB2 on the combination of HSP90 and

eNOS in vascular endothelial cells(n=8)
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Figure 2. Effect of TSB2 on the combination of HSP90 and

eNOS in the aorta of atherosclerotic mice(n=38)



CN 43-1262/R " [ s ikafifb 247 2023 456 31 555 10 ] 837

2.3 TSB2 #PHl/INBR Bh Bk s FERE AL 2 B
FHMRRAAIMEL O Yo e /R, LDLR™” +HFD +
PBS 21 F gl kBB i B C57BL/6+ND+PBS 41l
LDLR™"+ND+PBS £ 435I 34 /1 29. 85 £ 1 3. 61 1%
(#] P<0.05) , LDLR”" +HFD+TSB2 41 3 3 Jik 5
[ FR% LDLR™™ +HFD +PBS 4 F % 59.39% (P<
0.05) . FEBARFYI AL 0 YLt iR, LDLR ™~

+HFD+PBS 4/l 32 50 Ik 52 B AR C57BL/6+
ND+PBS 20l LDLR ™~ +ND+PBS £H 43514411 20. 59
£ 3. 04 1% (¥ P<0.05) , 1l LDLR™™ +HFD+TSB2
ZH /N BREBLG 78 1 AR % LDLR ™~ +HFD +PBS 41 F [%
68.86% (P<0.05) , 454 FAMKKAR K E 3 k521
Fr e (a g Ui TSB2 AT i 2 10 i 3 Jhk ok kR A Ak
BEHUE (& 3) .

A B
C57BL/6+ND+PBS
2
3
o
a
LDLR--+ND+PBS g
o
®
o
LDLR--+HFD+PBS
LDLR--+HFD+TSB2
©
&
A
0‘0
C D 30—
ab
2
. 4 20
e 3 2o
v Ly \ ©
e g
\ T ARSNATINS ARG g 10
C57BL/6+ND+PBS LDLR-+ND+PBS o c
i cag e o ot < SRS . SR A |
& ; ',vf" 1 : 0
o PN N
Vil ;{:g}k* z F &K &L L
PR & £ e
\. : ¢ X X X
i %.,,, B.E g S L&
B2 iz o X /X NS Q‘S
-’)":: P S 206 un—] \>© Qz /\,x X
o g T PSSV S S
" O Y Q Q¥
LDLR--+HFD+PBS vV S

B 3. TSB2 7 LDLR” /MNRBIBKRHREWAZ B R IEFA (n=8)
A H/NRFESIIKRMIRLT 0 Yeth,, B Ry Rk s ks d i AHE &40, C /DR ESIIKSEY) Friliar o Jefa,
D g FZ WK BE R 55T
a N P<0.05,5 C57BL/6+ND+PBS 4 [L#: ;b N P<0.05,55 LDLR”~+ND+PBS 41 [L#¢ ;¢ y P<0.05,5 LDLR™~+HFD+PBS £ [t #;
Figure 3. Effect of TSB2 in LDLR™~ mouse model of atherosclerosis(n=8)
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Figure 4. Effect of TSB2 on NO production in LDLR ™~ mouse model of atherosclerosis(n=8)
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