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[Abstract] Objective This study aims at exploring the effects of inhibition of acetyliransferase p300 on lung injury and au-
tophagy during extracorporeal circulation in rats. Methods Eighteen healthy male SD rats were randomly divided into three groups
(n=6): Sham operation group (Sham group) , left lung injury group after extracorporeal circulation (I/R group) , extracorporeal circula-
tion left lung injury + p300 inhibitor group (C646 group). The Sham group underwent puncture and thoracotomy without establishing
CPBj;the I/R group and the C646 group established CPB left lung injury models, and the same amount of normal saline and the p300 se-

lective inhibitor C646 were injected through the tail vein 10 min-

utes before CP. Blood gas analysis was performed at three time

points in the experiment, including before extracorporeal circulation

B&TH : {5 A KP4 (82060083)
1B & B4 : 563006 18 X, 1 SRR 2B 5T AR e (KA L R
). 563099 X, 3 PR B IR P B JRR R the experiment (T3). The oxygenation index (OI) and respiratory
(R BHEW EEFE K ) index (RI) were calculated. At T3, the bronchoalveolar lavage fluid

BEEE K 40, E-mail:zh-zmc@foxmail.com (BALF) and left lung tissue of the left lung were collected , and the

(T1), 10 minutes after opening the hilum (T2) , and at the end of
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TNF-aand total protein contents in the left lung BALF were detected by ELISA. The autophagosomes and autophagolysosomes of left
lung were observed under transmission electron microscope, Western-Blot detects the expression of p300 and autophagy-related pro-
teins Beclinl and p62 in lung tissue. Results Compared with the Sham group, Ol was significantly decreased and Rl was signifi-
cantly increased in the I/R group and C646 group at T2 and T3 (P<0.05) ,TNF-a and total protein levels significantly increased, and
the expression of p300, Beclinl and P62 increased in the I/R group (P<0.05) ;the expression of p300 and Beclinl decreased and the
expression of p62 increased in the C646 group (P<0.05) ; the pathological damage score increased significantly (P<0.05) ; autophagy
is evident in the cytoplasm of type Il alveolar epithelial cells. Compare with I/R group, Ol was significantly increased and RI was signif-
icantly decreased in the C646 group at T3 (P<0.05) ; TNF-a and total protein levels were significantly reduced ; the expression of p300
and autophagy-related proteins Beclinl and P62 decreased (P<0.05) ;the pathological damage score was significantly reduced ; and au-
tophagy in the cytoplasm of type II alveolar epithelial cells was reduced (P<0.05). Conclusion After inhibiting acetyltransferase
p300, the expression of autophagy proteins Beclinl and P62 in the lung tissue of rats after CPB was significantly reduced ; acetyltrans-

ferase p300 inhibitor C646 can reduce pulmonary inflammatory response and improve lung function, which may be related to its inhibi-

tion of excessive autophagy.
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Figure 1 Changes in TNF-« and total protein content in
BALF of rats
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0.01) , C646 ZH 55 B4 17337 73 8 1/R 41 4 2 Ik (P<
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Figure 2 Electron microscopy results of lung tissue at the end of the experiment (T3) ( x8000)

Sham 2 /R 2

[l Fp 21 8 355 3k s 1E Tl g A 5 60 55 Sk o il v 1] B
[ BFa 444 5L
B3 5 TUERE Mk R T3 M A AHE (HE 2 x200)

Figure 3 Results of lung tissue of rats in each group at the end of the experiment (HE staining x200)
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Figure 4 The expression of each protein in the left lung tissue of rats in each group at the end of the experiment
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