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zeste homolog 2, EZH2) M4 & B L%
iy, Al XS LH AR 1 H3 5 27 (s TR g T = AR e
i ( histone 3 lysine 27 trimethylation, H3K27me3) , i}t
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otransferase , AST) {5 &5 14 [ rd 50 2 B A 9 T AR A
5% 7 , PrimeScript™ RT reagent Kit.SYBR® Premix Ex
Taq™ 11 g [ H 4% TaKaRa /A &), ELISA X% & W [
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32 HU MEMERE AR 18 ~22 o, fAl 3R TARJL T
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FIHESS 3 KX/ R #i ki 5 EZH2siRNA; [ #%
HEZH: 7628 (0 R 2 JL Al 1 4% ] 200 nmol /kg 71| &
85 3 KX/ R ik 5 EZH2-NCsiRNA. % 22
HEH 4 dRWRHES 24 h J5 (RIS 5 K) AbgE/ BT
WA i 3 22
1.3 [iEHR ALT.AST & R AMFLAR A,
J R i R A VA B R . BRI E £ FL OD
{H, 26 % OD {5 45 1l 5 L OD fH 3 X B L OD fH,
SR IVERR T 26, AR 40 bn o i 3SR R D REA Y
ALT( 5 AST) kK-
1.4 FFHELAREZENE DNERIFHALSHRARES
FH 10% F RS0 1 52, 2290 e~ L s < R A K Ak T3
ARG oAb RO L e 5 K RT3 A
GG HY 78 TOh2E BB T, 200 £ 40085k
SEPE F LR DILI-PSS HFR s BRI > R 48 HEAT
PEOr VA S5 950 ) A ANTTRE( L ~2) JATfE(3 ~
4) ARFTHE(S ~6) WATRE(T ~8) FHIHH(9 ~10) .
1.5 BF4A 4 EZH2.Nrf2.NQO1 #1 HO4 mRNA
KERT  Trizol ¥4 FEHCE RNA, 3 25 [ Fr Uk )
() OD {E7E 1.8 ~2.0 Z[H] i) RNA FEA . S s ik
Z IR Z R 20 wl, Horf Mix 4 pl, RNA Jfi 241 000
ng, Il RNA {&FH k1 000/RNA ¥ B, Fbl 4 & & H
DEPC 7K#h72 % 20 plo
qPCR ¥4 mRNA, W& & & 20 ul, Rox

0.4 pl, T894 0.4 pl,dH,0 6.8 ul,cDNA 2
plo 504495 °C 30 5,95 °C 5 5,60 °C 30 5,4k 50
AMEF . 27 mRNA Fik/KF. 5145140
F,GAPDH: [} 5"-TTG GTA TCG TGG AAG GAC-
3, F i 5TCA AAG GTG GAG GAG TGG3";
EZH2: [ 5'-GGA CCA CAG TGT TAC CAG CAT-
37, i 5°-GTG GGG TCT TTA TCC GCT CAG3";
Nrf2: |3 5°-CAG TGC TCC TAT GCG TGA A3°,
i 5°-TCT GGG CGG CGA CTT TAT3"; NQOI1: I Jif
5-GAA GAC ATC ATT CAA CTA CGC C3”, FilE5-
GAG ATG ACT CGG AAG GAT ACT G3”; HOH: |-
i 5°-TCC TTG TAC CAT ATC TAC ACG G3°, T
5-GAG ACG CTT TAC ATA GTG CTG T3".

1.6 Western blot ;:5# M BFZAZ h EZH2 .Nrf2 &
HKF ] RIPA Zfig i A1 PMSF 42 iU H . HH
F il 28 SDSPAGE J5 £ J5 5 7% 31| A — 980 & s I
o BEE T 5% BEARYIRFE R = B AT, BE vk, 43 5l
F EZH2( 1 =2 000) 1 Nrf2( 1 : 2 000) —4i 4 °C+%
IR IR S, R B B2 et 5 T4 IR I % i v
H (1 2 5000) ,5RH ECL & (0,355 76 BRI A%

ARG MR IFEH

1.7 ELISA ;£#& AT A £ s NQO1.HO4 EH K
R ELISA 70 S kil , ™4 4 Bt ) &k B
FARAE, WEFRAY 1L 450 nm 3% K 0 5 4% FL OD 5.
DIARAE S B R AR AR, OD A AR A , 223 s o
2k Je oK 25 4R i OD B4 A, THEAS B FE 52 BR
Wz .

1.8 BFFZALAH Nrf2 531 FX H3IK27me3 7k £ 46
M N2 JE 3T X H3K27me3 7K SEAG ISR FH L 0 i
et .

1.9 Sit=E4a3E R SPSS 22.0 Gl @ik 47
BRI, TABIRI ] « =5 2%, 4HIA] o &%
PP ZE T 22508, P LR L SNK J5 35 43 . P
<0.05 K ESALGITFE Lo

2 HR

2.1 /JpRIMLEH ALT.AST K ETL 5259 %)
MR LA, BRI 4 ALT AST 7K SEFHE (P <0.05)
BT HE 2 A Lo AR, 22 R Gt 2# 2 L (P >
0.05) ; SRR Lh A, 5295 20 KA BT A, AELATS
ETA EX AP <0.05) » W& 1.

x1 KBHANRMBEH ALTAST /K FELLB(U/L,x £5,n =8)

25 ALT AST
EEpapiis 30.34 +6.36 90.61 +12.63
FEL 104.33 +39. 46" 207.84 +30.97"
SEH 71.92 +15.89" 160.17 £16.08"
9 o] B 31.42 +6.54 92.39 +16.40
F Al 18.75 54.96

B8 A HRAL H G TP < 0. 05; SRR LA T P <0.05

2.2 INERRELAREZERETMN £ DILIPSS
TRV R GETTH, 25 P HR 4 B R0 2 L 52 56 21 R
BFI X REZH 2 0 S 953 0 R 158641, JiE B AR 7Y
2 R S5 0 S 6 20 55 AR R 20 L A I R
B, HE Qe@gs RK 1, 23 (0 R 2H 55 BT IR
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i AR 5B S g S v A WA R O 2 7 -
JHF /N 25 R e R L o A B A G €0 A8 R i ST 6 2
SR A A BT R

2.3 /MERBAFALRH EZH2 70 Nrf2-ARE 8 B% 18 5%
HEE mRNA 7k F 575 X R4 R, A2
EZH2 /K-F-FEAR( P <0.05) , S50 20 3 — 20 Bk ( P
<0.05) . 575 [0 R g, AR 2 Nef2 . NQOI
FIHOA K FEFE (P <0.05) 554, ST 4 /)N
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2.l T ARE LB 7T A 3477 ADLL 38 7e 805 B9 %
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X - Ne2 I G T 3908 25 3 6 22 K F- 6 181
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V8, IFAEN] EZH2 ARG A8 , T 8 98 i 2 PR A
TS PE microRNAs (335, MNP AE T 4% 1 B8
HFRaf A ™ o ARBFFESS 5k U2 /N Bl EZH2
TE mRNA I8 /K34 BRI, Al 0 —Z64t
SER%GYIIRHG R T AR G 22 i As , R B
TR Bl EZH2 Fak KRG, X 36 H] EZH2 7] fg
Z 5% ADLI i ft b, 3 5 I i B A % D1
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IEREHT , Nef2 5 Keapl 5 11 455 78 20 il Jit
o, Nef2 (D) RERT B 32 B, MALIARSZ 2 E T4
JR A A 3R HUS L Nef2 5 Keapl 85 1
5 T B E N A A%, AT S ARE 25 1R
FEEE A TP A AL R R 74 NQO1 Fil HOH

HE , KRBBEL T H3K27me3 7E Nrf2 J&5 3§ X3 1)
=HEAL, IFE ST T N2 NQOL il HOH & ikK
S P T L I Nef2 356 PR R 04 15 47) 988 40 O
BAMFEEG . AL, AHETE X S50 4 /N R AT
THESE /N TP RNA B 4%, I EZH2 1) kK
SE LTSS EZH2 R JE X Nrf2-ARE 38 5 (1 5 15«
S5 oN, BRI BRUR Y Nef2-ARE S5l i /K-
TE, SEE A /N RAE N ] EZH2 J5 , H Nr2-ARE 3 f#%
FRIK st —4 1T, /N BRI B A BT 2 fit -
$#2R EZH2 Xf Nrf2-ARE 3@ % HA — & W/ L 8
N B N EZH2 35 K0T 13 Nif2-ARE
i L PR ALY E AR SR RE 77 L HEITT G ADLL.
B AN 5T % 4% 4/ RUF 4L 209 Nef2 J5 3+
[X. H3K27me3 7K gEA7 A , 4% S & $RAR A0 2 45 =
X B2 AT BT B AL, 6 X S 560 21 0 A7 3 e I ol J
H3K27me3 7KV — D Ak 45 R 4%% EZH2 7] G
JEl 1k 78 Nef2 J3 3 1 X 5548 H3K27me3 3 i 45
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Effects of EZH2 on Nrf2-are antioxidant reduction pathway

in mice with anti-tuberculous drug-induced liver injury
Jia Yunpeng,Xu Jie,Ma Yu,et al
( School of Public Health ,North China University of Science and Technology , Tangshan 063210)

Abstract
( EZH2) on nrf2-are REDOX pathway in drosophila melanogaster in anti+uberculous drug-induced liver injury
( ADLI) . Methods

experimental group and negative control group. The levels of ALT and AST in serum liver function indexes were de—

Objective

To investigate the regulatory mechanism of zeste gene enhancer human homologue 2

32 kunming mice were randomly divided into four groups: blank control group, model group,

tected by microporous plate method. Histopathological changes of liver were observed by HE staining. MRNA and
protein levels of EZH2 ,nuclear factor e2—elated factor 2 ( Nrf2) ,NADPH quinone oxidoreductase 1 ( NQO1) and
heme oxygenase 1 ( HO-) were detected by real4ime quantitative fluorescence PCR, ELISA and Western blot,re—
spectively. Results The serum ALT and AST levels of mice in the model group were higher than those in the blank
control group (all P <0. 05) ,while those in the experimental group were lower than those in the model group ( all
P <0.05) . Compared with the blank control group, the liver histopathological results of mice in the model group

showed obvious injury , while the liver injury of mice in the experimental group was alleviated . Compared with the
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2™ LARSLKT™ {0t Lo L5 At 240 60 52 95 7 5

vFOBKY R

WE BHH AR Z K™ LARSLKT "] 7£ 8) #) K F &
FATCSIONE R T o ORI — B TE P19 4 57K
S5 LARSLKT™ .0 Lo Ak B9V F R BL R 77 3%

FI ] PepDraw Tool Uniprot 1 ProtParam 7F£%4: ¥ {5 B % 47
AT 035 L XoF 22 JR*™ LARSLKT™ () 25 by « £ <-4 A0 8 A 4 T
AR50 AEDE0 RAMEE N WL FITC frid iy £
™ LARSLKT™ 3k A P19 41 04155 150 o 388 s f51) b Aol 5 00
924 k™ LARSLKT™ % P19 40 Jf8 43 A B9 S Wi o 52 i 5 ik
PCR K AR 5 fe5 BD 30 125 A ) 22 JOxar O WL 43 AR A s 66 R AL
PHEE L oToT F#e sk [H T GATA4 RIKHYFL M. 52N & HE
PCR £l £ K XJ Notchl {57538 j# 5G4 43 5~ Notchl FI7F {jif
Heyl J Hey2 (52 S5 AWEEF A MaRERE
JIRAE T AT T Talin (#9301 ~307 SR AL 1, HAr 4
INBEARRGE RIRTER , AT SR - 900 B
FHIIL FITC ARICAY 2 K™ LARSLKT A LA ZE e 41 i Bk A
P19 ZiffI N . S5 BRZH LR, 22 K ZH 40 B 7 40 IR AE , A KB
SEAL M — . SEmfRE R PCR 5 8 H o g B
AL 7, S0 IR H A, 22 IR 20 A A G TR GATA4
J ¢TnT ) mRNA K85 (I RGK A AR R T g SEmfsE
it PCR R 7 , 55500 HRZH LU 488, Z2 B4 Notchl 38 8 (19 4H ¢

2020 — 08 — 28 i

LT H: ERKARFAES (45 81870240) ; R T DA RHE &
BRI &R EFIH ( 4i%5: JQX18010)

PEF AT BRI B 1 7 BE e ( g st T I 9 Ak e) LR,
BHT 210004
* EE A R — B R S e (VTR AR EEBE) /MLt
MashBE, mE T 210029

TEBA: 0 8K oA
AT, B AT R, BF AR S, FAT AR E-mail:

zhangbinyu@ njmu. edu. cn

RERE IO, ARt

FLIA Notchl JHeyl % Hey2 i mRNA k¥ A NFEEE T
Mo g5 2K LARSLKT w] i 2 i i 3 ) Notchl 38
ORHE N T FR 3k AR O MU A P g -

KEEE IS TUEE: Ok PIETEZ BK; Notchl {5538
: P19 41 &

hE#S%ES R331.3+6

CHRARERS A XE4HE 1000 - 1492( 2021) 02 - 0238 - 06
doi: 10. 19405 /j. enki. issn1000 — 1492.2021.02.013

S KA U WE SR ( congenital heart disease, CHD)
F 2% A PR 3R S50 VR TR B 3000 R R 1L 36 i R A
O IR S D RE R MR B S Y L DR
Ao A A R 4 R R R R A AT E S
T RS S ], 40 Noteh {5 530 5, LA K — R I 5
BRI EAZA O WL A O & B B — > H
ARy, OV 5 AR S 8 CHD &R R
KR o 22K LARSLKT™ S Mk 145 PUMAE 377 i
L UL SR R BRI — 2% AR 2 i M IR o i
RIS $ 78 1% 22 K AT DL B S5 i) O e R &, &
SOHE S 0 IR AR 0 JIE (9 K 7 R TR St A
4 R A ST 41 8 O L3 7 5 e K BIL D 4 T ik G
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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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