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blank control group,the mRNA and protein levels of EZH2 decreased in the model group ( P <0.05) ,and further

decreased in the experimental group ( P <0.05) . Compared with the blank control group,the mRNA and protein

levels of Nif2,NQO1 and HO- increased in the model group ( P <0. 05) ,and further increased in the experimental

group ( P <0.05) . Chip results showed that the level of H3K27me3 in the model group was lower than that in the

blank control group ( P <0.05) ,and further decreased in the experimental group ( P <0. 05) . Conclusion

The

down-regulation of EZH2 expression in ADLI and the inhibition of EZH2 expression can alleviate the degree of liver
injury. The effect of EZH2 on ADLI may be realized through the modification of H3K27me3 in the Nrf2 promoter re—
gion,and then through the regulation of Nrf2-ARE antioxidant stress pathway.
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20 53] GATA4 cInT Notchl Heyl Hey2
X} & 2.70 £0.37 16.31 £1.74 1.23 £0.09 1.49 +0.22 6.77 £0.74
L Ik 2.86+0.72 16.00 4. 67 1.23 +£0.14 1.59 +0.31 6.07 +1.24
Z ik 1.36 £0.327 # 9.28 +1.64"# 0.39+£0.05"*# 1.08 +0.16™ * 4.03 £0.64" %
F 13.149 10.341 141.957 6.381 12.674
P14 0.001 0.002 0.000 0.005 0. 000
5%t BT A T P <0.05; SELFIRGL AR PP <0.05
A B
=Rt g [ IR
! I
H LT Ak ER o el e
Xl mema R N E
= S
= =I5t
) kL
z 2f y 0%
z Z
~ e 10
E g
] =
B 1r st
jc" - i
= _/" jam ? ]
3 b Z R W w7 %&\
10d 0d 4d
C D .8 [ 4HE4
&Ltk
HEEAL  LLERRAl kAl e 06| Edi |
i 0.
GATA ] — —— ESR:J
= 0.4
R 0.2
GPPDH S S a—
0.0 7N\

GATA4

4 ZES"LARSLKTY % P19 AR5 K85 EE mRNA R EEHQRIL
A: GATA4 FL A mRNA [ X ik &5 B: ¢TnT & [F mRNA gAY ik & C: /405 10 RO WL oTnT 25 A B GATA4 FEH I £K; D: HH
HIRANT ek i SRR H#: © P <0.05,* * P<0.01,* ** P <0.001; S5HELF KA H#k: *P <0.05," P <0.01," P <0. 001

£ TIEFIEE 0.4.10 K1) P19 40, XHOEEE
AHIEH % Notchl {5538 % /%9 Notchl 7 {4 K i 3 [A]
Heyl K Hey2 #4571 qPCR #5155 X5 B 4H Fi L 7
KA LA, B 568 4 K Heyl 4141, £ IK41 1) Notchl .
Heyl }% Hey2 %:[H mRNA FEILT7ES 4 R 10 K
IR M, 2235034 (P <0.05) (2.3 FIE
5) L, #ER Z " LARSLKT™ 7] 838 323 1 # Notchl 3@
B2 P19 20k -

3 g

CHD S LR AE T i EE RN 22—,
R ULB AR R B o AR R BT R B2 IR BEAS B2
Wi O RER) A T S IIEE . 2 IKPE NS 50 U A e 5
(SRR T, 50 A B 1 KR BRI . &
JIK ELABELA mJ £ A IR A A8 4 PR30 i i
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LEINRER T " BB% Hey2 JE A B9/ L2 it 81
— NI B A 2 ] o s A, [] A it A LA 25 JIE
H L ARHFSEXT Notehl \Heyl 1 Hey2 3 [H 1Y 3635
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Effect of peptide ** LARSLKT’ on myocardial differentiation
Xu Gengl’2 , Zhu Jingai1 , Yu Boshi', et al
('Dept of Pediatric,Women’s Hospital of Nanjing Medical University, Nanjing Maternity and Child
Health Care Hospital, Nanjing 210004; > Dept of Pediatric Cardiothoracic Surgery,The First Affiliated
Hospital of Nanjing Medical University, Jiangsu Province Hospital , Nanjing 210029)

Abstract Objective Previous study has found that peptide ' LARSLKT®” can significantly inhibit fetal cardiac
development in vivo. This study intends to further explore the role and mechanism of ** LARSLKT"” in inhibiting
myocardial differentiation at P19 cell. Methods The structure, conservation, physical and chemical property and
precursor proteins of peptide *”' LARSLKT*” were analyzed by PepDraw Tool, Uniprot and ProtParam online. The
entry of FITCHabeled peptide *' LARSLKT*” into P19 cells was observed under a fluorescence microscope. After
adding peptide * LARSLKT, the differentiation of P19 cells was observed by inverted microscope. The expres—
sion of troponin ¢TnT and transcription factor GATA4 were detected by qPCR and Western blot assay to analyze the
specific marker gene of myocardium. The expressions of Notchl, Heyl and Hey2 were detected by qPCR to analyze
the effect of peptides on Notchl pathway in P19 cell. Results Bioinformatics analysis showed that the peptide was
located at the 301 —307 amino acid site of its precursor protein Talin, which is a small molecule peptide with stable
structure, high lipophilicity and high sequence conservation. FITCHabeled peptide " LARSLKT* can enter the
P19 cell under the fluorescence microscope. Compared with the control group, the cells in the peptide group were
partially necrotic, with disordered growth and morphology. The qPCR and Western blot assay showed that the dif-
ferentiation related genes GATA4 and c¢TnT in the peptide group both decreased at different levels. The qPCR
showed that the Notch—related genes Notchl, Heyl and Hey2 in the peptide group decreased at different levels.

Conclusion Peptide **' LARSLKT* may inhibit the biological function of myocardial differentiation by inhibiting
the expression of key factors of Notchl pathway.

Key words tetralogy of fallot; myocardial differentiation; endogenous peptides; Notchl signaling pathway; P19 cell
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