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The Relationship between the Methylation of the Peroxisome Proliferator-activated Receptors-alpha and the
Expression of PPAR-0 mRNA
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(Abstract)  Objective To investigate the relationship between the methylation of the Peroxisome proliferator-activated
receptors-alpha(PPAR-a) and the expression of PPAR-amRNA, and to detect the methylation site. Methods The normal human
hepatocytes(L02 cells) were divided into 4 groups: normal group,oleic acid group,normal + 5—Aza—2'-deoxycytidine (5 - Aza - CdR)
group, oleic acid+5—Aza—2'-deoxycytidine group. Biochemical assays were used to assess the TG, TC contents in cells and the TG,
TC, ALT, AST levels in supernatant. Oil red staining was used to observe the droplets accumulation in cells. The level of PPAR-
amRNA expression was measured by real time reverse transcription-polymerase chainreaction(RT-PCR).The DNA methylation level
was analyzed by pyro-sequencing. Results (1) Compared with the normal group, there are significant increase was observed in
TG, TC contents in cells and the ALT, AST levels in supernatant, and more droplets accumulation in cells in oleic acid group, and
so was the down-regulation of the expression of PPAR-amRNA and the high-regulation of the DNA methylation of CpG-273,-234
(P <0.05). (2) Compared with the oleic acid group, there are significant reduction was observed in TG, TC contents in cells and the
ALT, AST levels in supernatant, and less droplets accumulation in cells in oleic acid+5—Aza—2'-deoxycytidine group, and so was the
up-regulation of PPAR-amRNA and the down-regulation of the DNA methylation of CpG-273,-234 (P < 0.05). Conclusion 5-
Aza—2'-deoxycytidine can increases the expression of PPAR-oo mRNA through down-regulates the methylation on CpG promoters in
PPAR-a, thereby ameliorating hepatocytestestosis in nonacoholic fatty liver disease.

(Key Words)  Nonacoholic fatty liver disease; Peroxisome proliferator-activated receptors-alpha; DNA methylation

HAEAF VAN NEG AT R M B FR (B ARIEEYIEEE 2K (peroxisome proliferators—activated
(non—alcoholic fatty liver disease, NAFLD) ", NAFLD %  receptor, PPAR) —o I PPAR—y 35 #)%% P!, PPARs & 5 i
P AR EE AL, A] R R N AT RS 14 8 W5 P I 2 (nonalcoholic  FREARICM . JORE M4, 5 NAFLD k4K ERRZEY,
steatohepatitis, NASH) . FF£F4E4k. FFf4L H 2 fr e P BT 55 & BN A FF JIE PPAR—o 3R 3% /K “F 5 NASH ™ 5 72 J%
YNEIT X AR, FENRSREEGI. MiTR AR NEIERE. BRE R E UK, SRR REIEMR, H

(gfsHHEA)  2021-05-13
(EEEN ) EY o EREEIN, T A JERE M RE 7 1 % 1 R s AL 2



WP EL S 2021 5 7 B 31 555 14 1)
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— AT (5-Aza-2'—deoxycytidine, 5-Aza—CdR) MUt
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AL HE R, W = 1.

22 Btmp R LR AT AR A

HIEFHWE, WRHAAMA TG, TC & FiEW AST.
ALT ¥)Fh i, ZRAAG RN (P<0.05) ; 54l
B, IR+ 5-Aza—CdR AL TG TC K & AST.
ALT ¥R %, ZRrRRARAGIHEEL (P <005 , WE I,

2.3 &AimAe PPAR—o mRNA & ik

BUEH A, WRRZLN) PPAR—a FiIX T4, ZRAESTY
B (P<005) ; BulRA, iR+ 5-Aza—CdR 4] PPAR—o

1.22 o gt (1) BUb4ufm, PBS¥E 23, 10%  RikAKFHARE, ZEREFGHEENL (P <005 , K2,
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S TG TC TG TC ALT AST
B 2.63+0.10 2.03+0.13 0.12+0.02 0.05+0.01 2.56+0.11 5.64+0.10
TR ZH 3.73+0.11° 4.44 +0.24° 0.13+£0.02 0.07 +0.02 5.66 +0.19° 7.77 £ 0.05
14+ 5-Aza—CdR 2 2.61+0.11 2.07+0.05 0.13+0.01 0.04+0.15 2.54+0.10 5.71+0.02
IR+ 5-Aza—CdR A 3.22+0.12° 3.70 £ 0.16° 0.13+0.02 0.05 +0.01 3.79 +0.13° 6.70 = 0.07°

HIER AR, P <0.05; SmAR, P <0.05
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SRR RIS, ZREE81%E 0 (P<0.05) ; X —273 J 234 fii S IR R K, ERAREERIFE X
5y A ki, R + 5-Aza—CdR 41 7F PPAR—a )3 &) F (P<0.05 , k2.

#2 KU PPAR-a JH BT X AL R A (n=3)
H 5l 278 273 -259 234 228 222
IEHA 1.65 £ 0.07 2.35+0.18 1.12+0.02 3.65 +0.44 1.08 + 0.04 2.64+0.10
B 1.74 +0.11 14.77 £ 1.04° 1.52 £0.06 17.36 £ 0.86° 1.33+£0.22 3.78 £ 0.06
1EH 4 5-Aza—CdR 4 1.76 £ 0.15 2.25+0.32 1.25+0.02 3314044 1.08 +0.08 2.74+0.07
W+ 5-Aza—CdR 41 1.51+0.41 6.75 + 0.08" 1.48 +0.08 6.34 +0.14° 1.15+0.11 3.70 = 0.07
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