BERERKZZFE 2023 £ 48 55 3 # (Journal of Chongqing Medical University 2023.Vol.48 No.3 ) — 241 —

JERBBESE  DOI1:10.13406/.cnki.cyxb.003193

e iR o S KATS 7t S 4L P H4K 1 6ac # ST
W TAC /P ELOILET ik

RKds ZHH,E g
(RN LR B8 R ICA S EBE /N LNEL, 5 563000)

(# ZE)E®:HITAE A CHEALET (histone acetylases, HATs) #1157 B 2 (anacardic acid, AA) 805 B9 == 3l Ik 47 %5 A (tho-
racic aortic constriction, TAC) /N U L 44 O 41 35 1 S ERAL TR ML , 8O WLEF4EAL B B IR ST R 4 . 73k - i 5% 6~8 J]
SPF 2 B /NN BIFIE X 5, 3 BE BB HLBC T 358 /N 38 5 20 - 1E % (Normal) 21 A F A (Sham) 20 4 £ 8 k46748 (TAC) 41 .
W 32 3h Bk 4 75 + % B (TACHVeh) 21 i 32 3 Bk 45 78+ TR (TACHAA) AL 12 J8]J5 SR FH R 0 20 BRI 452 /) R A g 7
TR0 5 AR A 2 /N BR O IR L ZUHEAT DU G I < B b e (0 05500 LA 2 2F 2 AL A5 1L ; Western blot K ill KAT8 \H4K16ac . TGF-B1 .
SMAD3 . Collagen T, Collagen TN & 135 T 00 ; S e S UTE R I KATS 5 HAK16ac HH EAEFI LR, &R A O3IEEY
TACHE/ N BT, . S YL 55 BRI, TACZH/ MR IR Sham 3G, DI R RIS £, 2R 4540 1., T TAC+AA
20 TAC /N RO EGE 70N, O WLEE S AP B SRR s , £F e AL R BRI A% . Western blot 45 5 & B, TAC 41/ D WLZH S KATS
K 41 7E 1 HAK 16ac TR 117638 /K45 Sham 20 W] 8 T+ (1 P<0.05) , H TGF-B1.SMAD3  Collagen I . Collagen Il & [ 335 /K F
%5 Sham 4 BH i T1E (37 P<0.05) . 5 TACZH oA, AA B A TAC /N ERLC LZE 21 b KATS 338 3635 M2 HAK 16ac 18 ZBEAL (2 P<
0.05). [AlMf, TAC+AA 2H TGF-B1.SMAD3 . Collagen I . Collagen Il 5 126 i5%8 TAC 40 B i R 4 (34 P<0.05) . fosis 2Lyt i 46 5
R, KATS 1] U5 HAK16ac I 45 4 . LA, AA BERS I B 0036 TAC/NRIAEE S 858 . KATS 4+ S0 ZH 35 1 H4K 16ac 7 2.
Tk AL T R0 22 P45 TGF-R1/SMAD3 {5 53l % 2 5 TAC /N B LT 44k, T AA ARSI HI KATS 4 S0 4175 1 HAK 16ac &5 2Tk
ARk TAC /N WLET 41k

[ 82 EWTR A8 H Z B O LEF ek s /N R

[hE 2SS ]R542.2 [ TEk#RRERD A [ ##% B 88 ]2022-06-09

Anacardic acid attenuates myocardial fibrosis through inhibiting

histone H4K16ac hyperacetylation mediated by KAT8 in TAC mice
Zhang Huanting , Wu Shuqi, Peng Chang
(Department of Pediatrics , Guizhou Children's Hospital/The Affiliated Hospital of Zunyi Medical University )
[ Abstract] Objective : To explore the histone acetylation mechanism of histone acetylases (HATs) to inhibit anacardic acid (AA )
attenuating myocardial fibrosis in thoracic aortic constriction (TAC) mice, and provide a new target for the prevention and treatment of
myocardial fibrosis. Methods : SPF grade Kunming mice of 6-8 weeks were selected as the research animals and randomly divided into
five groups : Normal group , Sham group , TAC group, TAC+Vehicle (TAC+Veh) group, and TAC+AA group. TAC mice models were
detected by echocardiography in 12 weeks after TAC, and myocardial tissues of mice were collected for analysis. The cardiac morphology
and myocardial fibrosis were observed by Masson staining. The expression of KAT8, H4K16ac, TGF-1,SMAD3, Collagen I, and
Collagen Il were assayed by Western blot. The interaction between KAT8 and H4K16ac was detected by co—immunoprecipitation ( Co—
IP). Results : Echocardiography showed that TAC model mice were successfully constructed. The results of Masson staining showed
that the hearts of mice in TAC group were enlarged, collagen deposition in myocardial tissues increased and fibrosis was obvious
compared with that in Sham group, while the hearts of mice in TAC+AA group were smaller, collagen deposition in myocardial tissues
decreased and fibrosis degree was lighter than that in TAC group. Western blot results showed that the expression of KAT8 and
H4K16ac in myocardial tissues of mice in TAC group were significantly higher than those in Sham group (all P<0.05). And the protein
expression levels of TGF—-B1,SMAD3, Collagen I and Collagen Il were significantly higher than those of Sham group (all P<0.05).
Compared with TAC group, AA significantly inhibited the overexpression of KATS8 and the hyperacetylation of H4K16ac in TAC mice
(all P<0.05). Meanwhile, the protein expression levels of TGF-B1,
SMAD3, Collagen I and Collagen Il in TAC+AA group were signifi-
cantly decreased compared with TAC group (all P<0.05). The Co—IP
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HEWE . DR 0 AH2ELKITA B (%5 .82060046), results showed that KAT8 could bind to H4K16ac. In addition, AA
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(2023-03-17) KAT8-mediated hyperacetylation of H4K16ac may be involved in
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myocardial fibrosis in TAC mice by regulating TGF-1/SMAD3 signaling pathway, while AA could attenuate myocardial fibrosis in
TAC mice by inhibiting KAT8-mediated hyperacetylation of histone H4K16ac.
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