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JiEE BMP 845 [ 7 1(circCRIM 1 )/miR-342-3p/SRY-box 5% 55 [H T 6(SOX6) /i T JI§ 115 BR 45 it e 36 P I g B LA 4> FHLH . T ik
iz YR 5 #4 E miR-342-3p A ¢ ceRN A T F5 N 45, X3 5t 22 i 15 S 30 3k circCRIM 1/miR-342-3p & miR-342-3p/SOX6 #l 1] ¢
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L[] BtV 4 2 5 4 4 Bl 2 AR o e ARG 00 /N BRI 5 5 R A R A 30 A6 I /N BRI I I I K 5 TR AR - 41 (HE) 21 O ¢
0 X5 /N B IUE 4 205 B AR Ak 5 52 B 28 Ot 8 B 3R A % X I W (Real-time PCR) £ I /)y BUFFIE circCRIM 1, miR-342-3p & ik,
Real-time PCR 5 Wes 4> [ 3185 (5 B3 R et /1N U IE SOX6 it 48 Ak 4y i 1A 14 58 W) 38075 324K y (PPARY) T X 24K a( LXRav) |
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JHF Ty BRI BIE i T3 7 T S5 I .8l 35 (P<0.05, P<0.01) , JIFE485 45 R 3 35 FURUR , circCRIM 1 6 1K A% , miR-342-3p &3k 1 7
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[Abstract]

and to investigate the molecular mechanism by which Danlou tablets (DLT) ameliorate hepatic lipid deposition by regulating

Objective: This paper aims to construct a ceRNA regulatory network related to microRNA-342-3p (miR-342-3p)

circular RNA cysteine-rich transmembrane BMP regulator 1 (circCRIMI)/miR-342-3p/SRY-box transcription factor 6
(SOX6) -mediated fatty acid synthesis. Methods: A ceRNA regulatory network related to miR-342-3p was constructed using
databases. The targeting relationships between circCRIM 1/miR-342-3p and miR-342-3p/SOX6 were verified using a dual-luciferase
reporter assay. In vivo, C57BL/6 mice served as the blank control group and were fed a normal diet. Apolipoprotein E-deficient
(ApoE™") mice were randomly divided into a model group, low-, medium-, and high-dose DLT (DLT-L, DLT-M, DLT-H) groups
(340, 680, and 1 360 mg-kg™-d™", respectively), and a simvastatin group (2.275 mg-kg™'+d™'). The ApoE™" mice were fed a high-
fat diet for 12 weeks to establish the model, with corresponding intragastric administration during the final four weeks. Serum lipid
and liver function levels were measured using a fully automatic biochemical analyzer, and hepatic lipid levels were determined
using kits. Histopathological changes in the liver tissue were observed using hematoxylin-eosin (HE) and oil red O staining. The
expressions of circCRIM1 and miR-342-3p in liver tissue were detected by real-time polymerase chain reaction (Real-time PCR).
The mRNA and protein expressions of SOX6, peroxisome proliferator-activated receptor y (PPARy), liver X receptor « (LXRa),
and sterol regulatory element-binding protein 1¢ (SREBPI1c) in the liver tissue of mice were measured by real-time PCR and the
Wes automated Western blot system, respectively. SOX6 protein expression in the liver tissue of mice was also assessed by
immunohistochemistry. In vitro, a lipid deposition model was established by inducing HepG?2 cells with oleic acid (OA). The cells
were divided into a control (CON) group, an OA model group (400 pmol-L™" OA), a blank serum (BS) group (400 wmol-L™
OA + 10% BS), and a DLT group (400 pmol-L™ OA + 10% DLT-containing serum). The lipid levels in HepG2 cells were
measured using biochemical kits, and cellular morphological changes were observed with oil red O staining. The overexpression of
circCRIM1 (OE-circCRIM1) , miR-342-3p inhibition (miR-342-3p inhibitor) , and DLT-containing serum were used to make the
intervention. The expression levels of circCRIM1, miR-342-3p, and their corresponding mRNAs were measured by real-time PCR.
Results: [n vivo, compared with those in the CON group, the mice in the model group exhibited significantly abnormal serum
lipids, liver function, and hepatic lipid levels (P<0.01) , along with altered liver tissue structure, increased vacuoles, and
increased lipid droplet accumulation. The expression of circCRIM1 was significantly upregulated, while that of miR-342-3p was
significantly downregulated. The mRNA and protein expressions of SOX6, PPARy, LXRa, and SREBPIlc were all significantly
increased (P<0.01). Compared with those in the model group, mice in all DLT groups with different doses showed significant
improvements in serum lipids, liver function, and hepatic lipid levels (P<0.05, P<0.01), with attenuated liver damage and lipid
droplet accumulation. The expression of circCRIM1 was decreased, and the expression of miR-342-3p was significantly increased.
The mRNA and protein expressions of SOX6, PPARy, LXRa, and SREBPI1c were significantly reduced (P<0.05, P<0.01). In
vitro, compared with the CON group, the OA group showed significantly increased lipid levels in HepG2 cells (P<0.01), with a
greater number and larger size of lipid droplets. The mRNA levels of circCRIM1 and SOX6 were significantly elevated, whereas the
miR-342-3p level was significantly reduced (P<0.01). Compared with the OE-NC group, the OE-circCRIM1 group had
significantly higher circCRIM1 and SOX6 mRNA levels and markedly lower miR-342-3p levels (P<0.05, P<0.01). Compared with
the inhibitor NC group, the miR-342-3p inhibitor group showed a significant increase in SOX6 mRNA level and a significant
decrease in miR-342-3p (P<0.01). These indicators were all corrected following treatment with DLT-containing serum.
Conclusion:
synthesis via the circCRIM 1/miR-342-3p/SOX6.

[Keywords]
(circCRIM1)/miR-342-3p/SRY-box transcription factor 6 (SOX6) ; fatty acid synthesis; hepatic lipid deposition

DLT can ameliorate hepatic lipid deposition and thereby prevent and treat atherosclerosis by regulating fatty acid

Danlou tablets; atherosclerosis; regulating circular RNA cysteine-rich transmembrane BMP regulator 1
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PR P AR R OCHE EAE . KEEIE SRS RNA
5 Bk RNA (circRNA) %5 72 4+ ¥ P i RNA
(ceRNA) RE % 1E Jy “miRNA ¥ 4 7 3 4 485 4 19
miRNA JZ v JC 1 56 4 PE 45 & miRNA A 2R AR
FH F #0456 RNA (mRNA) 1 miRNA /K, 1] 3% |
P8 mRNA B % 1k, # 5l “ceRNA-miRNA-mRNA" i
P I 265, 12 R 45 I 45 1 D) e e S X e RE ALK IE F A=
Pt AR G HE B miR-342-3p B8 8 = 31 1A
fiff ok AT 2% JHF- 98 00 AR O A 9 L I 4 L AR O 5 1R
Jo AR A 410 ) S ok oA R R Ak R R R A
HAE A BRI 2 AL AS B HM 560 1L 48 IF & A
HEJE B A O AL X B 7R miR-342-3p A fig N I
G AS FORH OGO I A8 5 05 2 T 1) PR AR T R A
s 24 R 22 4y 22 M A 2 I D RV
% N R 2 AR AR AS B AH 5 I A S Y T
b R RO . BRIy R (s L R N
A 4R BUR MR MRS BRSP4
BH Ik 2% 2 AS 9 RS L. FF2E 7 (DLT) B A7 % Mg
P AP RS I I AR B DR, 7 B IR 3K AL
PRAP LA P B e 2 TR I 2R R R s U S LSS T
HA W EERY S H L, A0 588 # miR-342-3p
FHOG ceRNA W44, If- iz 1A N A0 52 50 647 3011k, i) 1]
DLT J& 5 ] 3 i Ik RNA 2 bt & iR - & #5 I BMP
P4 5 7 1 (circCRIM 1)/miR-342-3p/SRY-box %% 5%
K ¥ 6(SOX6) 52 M fis 17 1R 5 1 2% fifk JHF I Jig B T AR
M A B 3 AS 48 3L S 56 4 35
1 ##
1.1 K sh¥ K anfe 8 H i C57BL/6 /s B I
45 HEME 2 0E 2 11 E 55 R ABR (ApoE™) /N B, 14 T
£ (20+2)g,10 H Sprague-Dawley(SD) K i , 7R i &
(250+10) g, FHiL TR A A H ARG RA R, S 1%
JE5 SCXK (i1 )2020-0001, ¥ +iL T i B 25 K
2 A AR 3R . AN HepG2 40 L g [ T v [ 12
5 Bh 2 B 4 M, 40 JfL g 5 O SCSP-510, /7 R &
55 5 AR A KR A R A7 0 4 ML T )5 2 SR8 .
1.2 e WMRIFEZLTHESGRFELKHY
RFEZE 51 2x Tt , 45 21000062024188
1.3 W Bk FEE R CGE AR T 2R 250 A BR 2
"), 5 20230906, ML 0.3 g/ A ) 5 A& Al 7T CHfF T
T 1E 2500k B A A1 FR A F) ik 5 H20010676, #1 4%
10 mg/ k) 3 %€ )6 Z i K I 3 75 &5 (32 [ Promega /&
Al 55 E1910) ; TG s JH & 2 (TC) AR %5 B B 25 1
JIEL & B (LDL-C) . = % J2 Jig 25 11 I [ i (HDL-C ) i
F & (0 )1 38 v A R R A R A | AR5 43 il

7 0721023.0521037.0721049,0621014) ; 4 % 2
FLEEFE M (ALT) (K& S TR & A7 B il (AST) ik 7
& (e mt U A Y BRI A BR A F) L 58550 5 R
GS001G.GSO011G) ; TG ¥l # JIf 7 iR (NEFA )l & i
& (o @AY TRV A RA AL 8545
A AT110-1-1,A042-2-1) ;4% 2 5 W EE (L ifg )5 it
AP FHE A R A E L AR5 R20479) 5 8 KR -DH4L
(HE) e 8 8t M £ O 44 4350 & il 21 O 4 A4k
& (AL D) (A R ERHCABRA A, 575
39 G1120. G1261 . G1262) ; B 4 il 4% = =
(PCR) 5| ¥y oy b 50 B8 71 B I R B AR AT PR /A
Ultrapure RNA Kit, HiFi-Script gDNA Removal
cDNA Synthesis Kit, UltraSYBR Mixture (Low
ROX) . miRNA cDNA Synthesis Kit, miRNA qPCR
Assay Kit (V175 B 0 28 4 Wy B H2 e A FR A A,
%5 2 % A CW0581M, CW2582M ., CW2601M .
CW2141S .CW21428) ; REIL N AR IE T i (BCA)
FAE iR & (B I A R A R AL IR
5 FD2001) ; SOX6.B-NL 3 #E [ (B-actin) (2 — &
Y ARAE R A, 55 5 5 14010-1-AP
66009-1-Ig) ; i % 1k ¥y B 1A 14 58 ¥y 1% 32 1Ky
(PPARy) T X 321K a (LXRa) . [& B 5 90 12H 45 &
H 1 1c(SREBPIc) (db 5t B R AW H AR AT BR A A,
$2 5 43 4 bsm-52220R . bsm-54023R . bs-1402R ) ;
Modified Eagle Medium( MEM ) £ % 3t (| i 1k 4% A
IR R A BRA AL 5245 C3050-0500) 5 45 0 i 4
I g (Pr) C#F VL A b A ) B H A R A Al 185
F801-500) ; 1> /i £h 2% vl (PBS) (b 5% 2% A ol A}
A A, 555 BL302A) ;R (OA) (I ¥ Bl #ir
T AAEBHE By A IR A F) L 45 112-80-1) 5 2R
i [ FEWMEWMMME R (L) HRAA, ]S
CPT101.02].
1.4 X% TBA-120FR A4 H sh AL M (H A
Hitachi /A 7] ) ; ASP6025 % 4> H ) il /K HL .EG1150H
Y49 M AL RM2235 8 9K 7R U1 v HL (48 & Leica A
A ) s M8 BUE S H 4 R R 4 (18 [E Precipoint 23
7] ) ; ThermoST16R A & 3 ¥ % & O #l .
NanoDrop2000 %! 8 il £t 43 0t B 11 (36 [F FE 8Kt
IRBHE AT ) s WES & A 2 i [ 3Rk i R4 (L H
Protein Simple /A 7 ) ; Quant Studio 3 % 5L B ¢ ) &
2 PCR X (2 [# Applied Biosystems 23 ) ) .
2 Ak
2.1 miR-342-3p # X ceRNA K 2% #g & &
circBank % 3% & (http://www. circBank. cn/) Al RNA
. 3 .
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HAE A E R4 A5 B 2 (Starbase, https: //rnasysu.
com/encori) T M miR-342-3p 1 AE 0 W fY
circRNA"™ 32 ] 4/ RN A # 3E [X %¢ 48 /4 (miRDB,
http : //mirdb. org) F1 # k5 $1 4% £ 4 & ( TargetScan,
http : //www. targetscan. org) Tl Il miR-342-3p ] fig
] A mRNA 6 0 25 SR s 46, AR B8 2 A58 e
HAFETE 1Y circRNA Fl mRNA 4 & I nf #1 1k & ¥
miR-342-3p #15& ceRNA P 45 .
2.2 WU R AR A R SE 56 K I circCRIM L 5
miR-342-3p, miR-342-3p 5 SOX6 M ] X R il
i Starbase £ 5 JE 71 circCRIM 1 5 miR-342-3p A
WEAE 55 A 7 5, TargetScan 505 J4 7l il miR-342-3p
5 SOX6 mRNA M) 1E 45 & i s o B 7 circCRIM 1
B A= #(WT) 8 528 1 (MUT) 45 4 )5 50 (19 W38 O 2
i 4 45 K& o % 5 miR-342-3p mimics 1§
NC mimics $E5% 9% 2 293 T 40 it b , 55 3% 24 h )5 46 I
9 E BEIG P, LLKHIE circCRIM 1 5 miR-342-3p A9
B ¢ & o miR-342-3p 5 SOX6 [ 7] ¢ & H ik
AH TR 77 3 K
2.3 shW AL E Sy AHIE ST B I CSTBL/6 /)N
BUVE N 25 F12H, 45 HEVE ApoE™/INRUR A . o
AW 2 RS R PR SRS L A A ks T DL
Tk, ApoE™ /N RO T DL 12 JE A Ak B b A A
RIS EE HE 36 % BN BROF R &5/ =00, IF 4
i . 255 i K L B e L R I i s 3 o A A A T R
S T 9 IR K ApoE /1N BUBE HIL 43 Ay 45 Y
40 DLT % .t . %5 %) & 21 (DLT-L . DLT-M . DLT-H
) KT S A H S 4 2, 4 25 )
i [l R | == b S 2R N S T A S -
DLT-L .DLT-M .DLT-H 41 41 43 % 45 7 DLT 340.680 .
1 360 mg-kg'-d"', 3¢ & Ath T 4 47 7 ¥ e fh 7T
2.275 mg-kg'-d", % I A AR AL A B H e [ AR R A
PRERKWE S R T4 8. RIRGAZ 5 12 haE |
NEROK AT IE B KB 5 R IBOR | 1 FRE L h
J& 2 500 remin”,4 °C &> 15 min( & .0 2FE42 10 cm,
TR AR 2 — 1 [ T 4% 2 R EEE, 5 — 1
55 1M 3% — Al #E =80 °C R A7 o
2.4 /NER G B D BEACE R I B AT /N R
I3 FEAS |, I 4 30 AR Ak 43 B A3 s H 1ft g A G
& #% TG, TC.LDL-C,HDL-C /K F 5 Jif 3 fiE 15§ 4
ALT AST /K-,
2.5 /N EUFIERE BTk AR I BRET UK bR R Y
JFREREAR 2901 g, N A 9 A PR B Tl v A= B3R K, 3
ot 21 ZU5) AL 25 BT HWE 7 4 °C,2 500 1+ min’!
. 4 .

B30 10 ming BOH B IE W, 7™ 4% AR R I A 0 3K 5]
B UL HET IS SRR AE

2.6 /NEUFIE U0 FIE A F AR (L L8 HE 3¢
0 /N B IR 20 2B 26 4 1 3l JBE K WL IE A7 4 B 2
JIE 7K 0 R R B A B S L T A b R
AIEE SIS wm B LU R, & s KR LR
FH AR HE Y €8 315 5o 40 i R4l 21454 |, B e DAk
PEA e B B, 72062 OB T WA I R MR . T
ZLO gL [ 5E J5 19 4 LN e 28 20% B 30% e i
WM AR T R E S R, VAR
a5 AL O YL W AR iC BE T , O DA IR R S i
YA, SR F R B R L AR OB R WL
2 L P AR T B oA RN S 8GR TR E A

2.7 SR OO R A WS UV (Real-time PCR)
P4 circCRIM 1. miR-342-3p & A & mRNA 7E /) il
JHF R 20 20 v 3k KO HORF 40 21 0.05 g #2 B
RNA, ¥ RNA 1E o B Mt & W 5% — 5% cDNA,
miR-342-3p M| JE7E 37 °C T #E47 Poly (A) il B = [,
T3 % S BRE S cDNA L PCR ™8 7 )i LA cDNA
AR R W D R R AT - 1 95 °C W) iR AR T
10 min; Fifi 5 3 A 40 />3 38 9 R (95 °C A2 % 15 s,
60 °C iR K/HE A 60 s) o 3 KAy A XF 3% K &= K 4
2Rk EAT AR MEAL T, PCR 51 4 b o 38 %
BEREARARAF SR 51975 %R 1,

x1 5l9F7
Table 1 Primer sequences
519 Fr31(5'-3") K JE /bp
circCRIM1 ki CGGGAGAGTGTTGTGACCTC 20
T GGAGAGAACCGCACTTCACA
SOX6 i CTGAGCAACTGCAGGACTGA 145
T TTGCTTTGCTTCCTTCTGCG
PPARY i GGTGTGATCTTAACTGCCGGA 110
T lif CCCAAACCTGATGGCATTGTG
LXRa - GCAGGACCAGCTCCAAGTAG 98
T GGAACATCAGTGGGTCGTGG
SREBPlc it GGCTCTGGAACAGACACTGG 80
i TGAGCTGGAGCATGTCTTCG
B-actin 3 GGTCGTCGACAACGGCTC 117
T iif ATTCCCACCATCACACCCTGG
miR-342-3p | f TCTCACACAGAAATCGCACCCGT 23
i Y]
U6 3 GCTTCGGCAGCACATATACTAAAAT 25
iR
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2.8 G PE A AR VE AR DU /N BRUHIE SOX6 # H 3R A K
o NEUF R L) i AT A K KB R AE
52,5 S0X6(1:500)—HL T 4 °C 4 T #4721 %7
H L4k 5 R o 446 W) B (HRP) 43 9c 19 = 41
(1:1000)%54 o I 3,3- & LB A (DAB) 2
R Gl B P15 5 5 AR 0, JF LR R R hmic 4
J A2, X0 R R AT R LB K L35 B Ak B O R b R
Jie 5t [, DA A A

2.9 Wes%® HEIE HRESH RGN A HD
FE /N B E 41 20 v e 3k KSF R BUIF IR 41 21 &
P24, AL BCA W o HoWk B FC B AHE AR, 3 wL
£ fL_EAE, — 31 F Antibody Diluent II % ¢ : SOX6,
PPARYy.,LXRa . SREBPIc(1:75),B-actin(1:100) .
2 500 rrmin™, B0 5 min( B4R 18 cm) , EHL
o

2.10 = IVE & DLT S 25 MmiEHl 4 10 2 SD K
BB HL A3 M 25 U240 F DLT 20, 45 7 DLT 41 K Bl DLT
VETRHE S K 21K ,403 mg-kg'-d"', a5 HAH K RAER
BT 2SR A K'Y  EL 1 H . RIKEY
2 h 5 M F s kL, % & 1 h, 7£ 4 °C, 3 000 r-min’
#5010 min, B EVE T /K55 56 °C K% 30 min, 43
I H T -80 °CUKAH £ .

2.11 HepG2 #fi jts Bg B K “F- & il H OA if5 &
HepG2 20 g 7 7 A5 Bt T AR AL o >4 4 Jif %% 12 3k )
70%~80% B , ¥ HepG2 41 itd 4 25 11 (CON) 4 |
OA #1 (400 wmol-L" OA) | %5 H Ifil % (BS) 4
(400 pmol-L" OA+10% %5 1 Il ¥ ) Ml DLT 4
(400 pmol-L* OA+10% DLT & 245 IfiL 7% ) , OA . 10%
25 [ UM% A1 10%DLT & 24 1 3% + 1 24 h''Y. 44140
JiL T4 R S W HCRE SR W, 1 000 remin B 0
10 min, B _E V5 #R 48 TG I NEFA K 328 7] £ 136 B 43
HEAT I AE o

2.12  HepG2 4 g BT T FUE A& 2258 4 X By
K1Y HepG2 4t A i) 18 4 Ml A2 W 34 &) Fhod T 12 LA
b, B 40 G BE S 4> CON 4 .OA 41 .BS 41 I DLT
ZH 1 8 5% 24 b, 4l AT O Y o3 R A Y 4 )5 B
RRETAT GNP UK S e R

2.13 Real-time PCR £l HepG2 4 fl circCRIM1 .
miR-342-3p KM M X mRNA % ik H H
Lipofectamine™ 3000 ¥ Jit k7 ¥4 4 | HepG2 41 it
% HepG2 41 Jfd 4> CON #H . OA 4 . OE-NC 4
(400 wmol-L"' OA+OE-NC) . OE-circCRIM1 4
(400 wmol-L" OA+OE-circCRIM1) , Real-time PCR
BRI circCRIM 1, miR-342-3p . SOX6 2 ik /K F ;6

HepG2 4l il 43 > CON 41 . OA 41 . inhibitor NC 4]
(400 pmol-L"' OA-+inhibitor NC) . miR-342-3p
inhibitor (400 OA+miR-342-3p
inhibitor) , Real-time PCR 3% & #lll miR-342-3p . SOX6
F 3K UK F 5 ¥ HepG2 40 Jif 4> y CON 4 . OA 4 .
OE-NC-+inhibitor NC 24 (400 wmol-L"' OA+OE-NC+
inhibitor NC) . OE-NC+inhibitor NC+DLT %
(400 wmol-L" OA+OE-NC+inhibitor NC+10% DLT
& 25 I %W ) . OE-circCRIM I+inhibitor NC %
(400 pwmol-L" OA+OE-circCRIM l+inhibitor NC) .
OE-circCRIM 1+inhibitor NC+DLT 21 (400 pmol-L"
OA+OE-circCRIM 1+inhibitor NC+10% DLT & 24 Ifi.
7% ) . OE-circCRIM1+miR-342-3p inhibitor #{
(400 pmol-L"' OA+OE-circCRIM1+miR-342-3p
inhibitor) ., OE-circCRIM1+miR-342-3p inhibitor+
DLT 4 (400 OA+OE-circCRIM 1+
miR-342-3p inhibitor+10% DLT & 24 Ifil ¥ ) , Real-
time PCR ¥ £ ll miR-342-3p & # % mRNA 3 ik 7K
o USCAE 4 4H AN R BRUE RNA B RNA AR S 154
4 R —4E cDNA , miR-342-3p | 5¢ 7E 37 °C F #E47
Poly (A) & B I, 7 3% % 5 iR 5 M cDNA. PCR
P38 B Lh cDNA g 58 R W 5 3 7 7 i A7
$695 CC WA ZE 1 10 min; B S #E A 40 9 B4 18 35
(95 °C7AE 1 155,60 °C iR K /HEA 60 s) . FE K 4 4H
XfF A B ARYE 2Bk AT bR E AR T PCR B
Bt s B8 A B AR AR A A S . 51975
k2,
2.14 Giit2# ik R GraphPad Prism 9.5.0 £ {4
HATGE A . T A E R R LY + s B &
B 24l fa) 22 S M b oo B R &R O 28 M adk AT
o 5, I LA P<0.05 1F 2y 22 5 B AT g it 2 2 S A e
PR o
3 &R
3.1 ceRNA [ 2% #4 @ circBank %X #i5 J& 10 ] 5
miR-342-3p # 1] A circRNA 11 />, Starbase ¥ #i& /&
5 9 U miR-342-3p # [7] (1) circRNA 307 />, P 4~ %X
B 22 B 22 48 FL 3R 45 circRNA 3, TargetScan %0 3
JF 3R A% 5 miR-342-3p 45 4 () mRNA 319 4>, miRDB
B AR 15 5 miR-342-3p 454 i mRNA 598 4>, i
A K B 2 424845 mRNA 120 4, iz ] Cytoscape
B e 25 AT AT AR R R o DL s R B
ok
3.2 circCRIM 1/miR-342-3p/SOX6 ] 1 ] 5 2 56 3IF
ZE L Starbase 7K , circCRIM 1 5 miR-342-3p /7 7E
. 5 .

pmol-L"

pmol- L
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Table 2 Primer sequences

£3 circCRIM15 miR-342-3p#B[E X RE R (¥+s5,n=3)
Table 3  Targeting relationship between circCRIM1 and miR-342-3p

314 JFA1(53) Ky o)
circCRIMI "3} GCCTTTCCCTGCTACTTGTG 20 A5 AR 5 516 2 T /%
F i AGAGCTTCCAAAGGCTAGGG circCRIM1 WT+NC mimics 21 1.00+0.04
SOX6 3% AACAACGGCAGCAAATGGAC 128 circCRIM1 WT+miR-342-3p mimics £ 0.62+0.02"
Fiif CATGTGACCCTGAACCTGGA circCRIM1 MUT+NC mimics 41 0.99+0.04
PPARy % CGACCAGCTGAATCCAGAGT 146 circCRIM1 MUT+miR-342-3p mimics 41 1.01+0.05
T AAACCTGGGCGGTTGATTTG 1 : 5 circCRIM1 WT+ NC mimics 21 L% P<0.01
LXRa ¥ CTTCGAGTCACGGTGATGCT 107 F4 miR-3423p 5 SOX6ME X RER (b5 n=3)
T TTGGCAAAGTCTTCCCGGTT Table 4 Targeting relationship between miR-342-3p and SOX6
SREBPIc I #f CTGACCGACATCGAAGGTGA 173 (rs,n=3)
T CCAGCATAGGGTGGGTCAAA 4157 HH G 5 56 2 W /%
B-actin |- CCTTCCTTCCTGGGCATGG 192 SOX6 WT+NC mimics 41 1.00+0.01
T GATCTTCATTGTGCTGGGTGC SOX6 WT+miR-342-3p mimics £ 0.80+0.01"
miR-342-3p i CAGGGAGGCGTGGATCACTG 20 SOX6 MUT+NC mimics £ 1.01£0.02
TFuEE AL Y SOX6 MUT+miR-342-3p mimics 21 0.98+0.05
U6 | ¥f GGAACGATACAGAGATTAGC 20 ¥ : 5 SOX6 WT+ NC mimics 41 [t V' P<0.01
T T

45 4 15, TargetScan i 75 , miR-342-3p 5 SOX6 £7
TE 454 8 . 5 circCRIM1 WT+NC mimics 41 I
# , miR-342-3p mimics {2 F W 55 T circCRIM1 WT
5 3 B 7€ 6 15 5 (P<0.01) , {3 X circCRIM 1
MUT 5, R ZFHAAE HIEES G . AFE,SOX6
/2 miR-342-3p [ #1 3E [H : miR-342-3p mimics 1)1 il
T SOX6 WT 1 %¢ )t & M % 1% (P<0.01) , T SOX6
MUT B9 3 P4 WA 52 52 0 . Bl miR-342-3p 5 SOX6
FETERR I G R . L3 3.3 4 3 am i BB A4

*5 DLTX AS/MNRIMEEREFINEENZME (X+s,n=8)

3.3 DLT Xt AS /N BRIl 7 B B2 B - 2 e 7K - 19 5%
M a8 4 R, AR AN B B 3 A o
AL S AP RE 0, L3 TG . TC .LDL-C \ALT ,AST
Kt #F R (P<0.01) , HDL-C 7K % & 2% & 1%
(P<0.01) ; 5457 4 [ %, DLT-L 41 /) R IfiL 35 TC .
TG.LDL-C.AST /K ¥ B & [ X (P<0.05, P<0.01) ,
DLT-M 41 . DLT-H 41 J ¢ % Ml 7T 21 /) B i % TC.
TG.LDL-C.,ALT.AST /K F & % £ Ik (P<0.01) ,
HDL-C /K ¥ B} i T i (P<0.05, P<0.01) , £ 3l 45 F5
F) A3 B 55 DLT 45 24 7] i 52 0 AH OC , 77 76 7 i 4K
R . WS,

Table 5 Effect of DLT on serum lipid and liver function in AS mice (x+s5,7=8)

215 #l4/mg-kg'  TC/mmol-L" TG/mmol-L" LDL-C/mmol-L" HDL-C/mmol-L" ALT/U-L AST/U-L"!
e 2.89+0.14 1.080.09 0.28+0.09 2.74+0.32 53.25+5.02 84.33+3.41
i i 21.44+0.83" 3.48+0.22" 3.36+0.56" 1.53+0.18" 77.81+7.63" 123.94+6.05"
DLT-L 4 340 16.82+1.17 2.57+0.27Y 2.64+0.42% 1.80+0.21 71.99+6.13 110.16+7.84Y
DLT-M 4 680 14.51+0.55> 1.96+0.14% 2.41+0.48Y 1.94+0.15% 65.10+4.49% 103.82+6.30%
DLT-H#4 1360 10.07+0.85% 1.64+0.24" 1.94+0.44 2.09+0.32% 60.90+5.80% 97.64+4.19%
FARABTT 4 2.275 12.02+1.19 1.95+0.11% 2.24+0.33Y 1.96+0.16> 62.13+5.05% 100.34+5.96>

WA LR VP<0.01; SR 4 He AR 2 P<0.05,% P<0.01( 3 6-% 8d])

3.4 DLT X AS/NERFAERE Bk FRys2m 5251

21 He A, AR 2 /N U JIE TG ONEFA /K F 8 3% 7 &
(P<0.01); S5HERIZH 48, DLT 4% 577 42 20 Mo ARl 7T

20 /N BUIF I NEFA 7K °F 2 2 F# K (P<0.01) , DLT-M
. 6 .

41 \DLT-H 41 S 3 b 7T 41 /N BUFFBE TG /K SF & 3%
KM (P<0.01) . ELFfi%5 DLT 25 25 70 & 09 54 m , Hpk
I BB 7K 7 9 V& W 3%, & W] DLT /3R 97
RO PR AR CR . LR 6.
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&6 DLT Xt AS/INERATRHERE Bk FBI# M (3+s,n=8)
Table 6 Effect of DLT on liver lipid level in AS mice (x+s,n=8)

mmol-g'l
25 51 H) 5t /mg- kg TG NEFA

ek 1.55+0.14 0.179+0.015

0 25 3.21£0.22"  0.643+0.022"
DLT-L 41 340 3.07+0.35 0.540+0.039
DLT-M 41 680 2.58£0.25"  0.362+0.025"
DLT-H 41 1360 2.37+0.18"  0.296+0.027%
FARATT A 2275 2.54£0.26"  0.324+0.030"

3.5 DLT X AS/NRFNEHLUEE ¥ W HE
oy 55 B R 25 1 4L/ B IE /s it 5 4 52 3%
JF 40 B 2% ] 8 vh o i ik 2 T8 SR R R HE B AN i A
[ Ja eb M 5T e 81— 5 5 28 A b A, R 2H /)

R JEE 28 B H B ) K T M R I P I A L T2
J A A5 R 2L, T A0 B K S R R i B
BEE R 2500 o A, T A M 2 R AR A AR
TY A L4, DLT 45 57 2 4 B~ oAt 77 21 /1 U IEE
HR 05 A7 AN [ R B A0 T A0 o K A A,
ORI I i S A3, L BRIORR R S L BT AR I R R L
REE TR WL o P @ss R R, = HAN
240 P R A AR 0 (5 R R AR T A MR S TR
JHF 52 45 4 0 A R B 5 55 2 1 2 L, R R /) U AR
JEL BRI PN R T8 R/ INAS — B AR L (S R T, T B AR AR
R SELZENL A S L, DLT 4%
70 A R AR AT AL/ BRI A B B AR B R 5 B i
AN N B SRR D IE 240 e i R
W TP SE S M SE BB 0K A . LIAT 1. 2.

WAL 4 ;B ARTIZH C.DLT-L 20 ; D.DLT-M 4 ; E.DLT-H 2 ; F. 3¢t 7725 (& 2 [6])

El1 DLTX AS/NRAFBERSZH M (HE, x400)
Fig. 1 Effect of DLT on liver morphology of AS mice (HE, x400)

B2 DLTXf AS/NRBFAERE BUn BUR S AL BRI (4T O, <400)
Fig.2 Effect of DLT on changes in liver lipid deposition in AS mice (oil red O, x400)

3.6 DLT XF AS /N U IE 41 20 A1 56 3 5 35 38 1 52
M5 P4l b B, B A Al R OBE 4 4
circCRIM1.,SOX6 .PPARy .LXRa.SREBPIc mRNA
Fik B E THE (P<0.01) , miR-342-3p £ 3k ik 2 P& AIK
(P<0.01) ; 5 BRI b A, 45 T WAL/ BURF k41 28
circCRIM 1 ik & % % ik (P<0.01) , miR-342-3p %
ik i #F F+ & (P<0.01) , SOX6, PPARy. SREBPIc
mRNA 2 ik B g J% K (P<0.05, P<0.01) ,DLT H' | &
7 & 4 LXRa mRNA % i& & & & (% (P<0.01) .
W7,

3.7 £ 4 AS /N BRI IE 4 21 SOX6 & 1 3 35 1 5%
M 5a5 4L, R4 SOX6 B 1 K ik B E Tt
s SRR 4 A, DLT AN [R] 79 41 Ao 4R At 7T 41

/N BUF IR 41 41 SOX6 #1146 15 7 A 7] B2 B IR .
UL 3.
3.8 DLT Xt AS /Iy BUH JE 20 2R OC & 1 3R 3k 1 5%
M 523 A b g, A R 4 /N BRI 41 41 SOX6.
PPARy.LXRa.SREBPlc & [1 £ i5 B & T+ & (P<
0.01) ; 58 A1 20 LA, DLT 7 [] 71 2 20 F1 AR A 7T
ZH /N AT IE 2 22 SOX6 . PPARY .LXRa . SREBP1c 1K
2% 35 B W FA AR (P<0.05, P<0.01) . WL 8. K 4,
3.9 DLT X} %% 41 HepG2 41 LR K -1y 52 mi - 5
CON 4 Fe %, OA 4 40 it TG .NEFA /K F & % T+ &
(P<0.01); 5 OA 41 Lt %, BS 2H 41 i TG .NEFA /K
JC B AR Ak HERR TR BRI A B X g B KO 1 5
M, DLT 2H 2 Jfl TG 7K °F- W & % {I% (P<0.05) , NEFA
.7.
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*7 DLT X AS/NRAFAEA L circCRIM1, miR-342-3p,SOX6.PPARy .LXRa.SREBP1c mRNA /K FH# M (x+s,n=3)
Table 7 Effect of DLT on circCRIM1, miR-342-3p, and mRNAs of SOX6, PPARy, LXRa, and SREBPIc in hepatic tissue of different

groups of AS mice (X+s,n=3)

215 7 it /mg- kg circCRIM 1 miR-342-3p SOX6 PPARYy LXRa SREBPIc
ZEHA 1.00£0.07 1.00£0.08 1.00£0.11 1.00£0.05 1.00£0.04 1.00+0.07
IR 21 5.49+0.28" 0.20+0.02" 4.95+0.06" 4.39+0.11" 3.35+0.13" 3.79+0.30"

DLT-L4{ 340 4.13%0.15” 0.57+0.01% 2.060.11% 3.35+0.32Y 3.29+0.07 3.27+0.28>
DLT-M 41 680 2.43£0.17Y 0.61£0.06" 1.50£0.09% 2.48+0.08" 2.01£0.14% 2.71£0.08”
DLT-H#{ 1360 1.2240.12% 0.84+0.05" 1.20£0.07" 1.06£0.02% 1.75£0.07% 1.28+0.01°
F AT 2 2275 1.59£0.07" 0.79+0.06" 1.21£0.03% 1.90+£0.02" 1.76£0.10% 1.30+0.06"

B3 DLT AS/NREAFALRSOX6 BEHRETULMHIM (FLrEdlfh,x400)
Fig.3 Effect of DLT on expression of SOX6 protein in liver tissue of AS mice (IHCx400)

#*8 DLTX AS/NRAFBEA L SOX6.PPARY.LXRa . SREBP1c EHKFH I (x+s,n=3)
Table 8 Effect of DLT on levels of SOX6, PPARy, LXRa and SREBP1c in liver tissue of AS mice (X+s,n=3)

215 Fl it /mg- kg SOX6/B-actin PPARy/B-actin LXRa/B-actin SREBPI1c/B-actin
2 H4H 0.28+0.03 0.21+0.02 0.23+0.04 0.27+0.02
TR 4] 0.99+0.07" 0.45+0.03" 1.010.08" 0.95+0.06"
DLT-L 2 340 0.83+0.03 0.35+0.04> 0.55+0.06 0.82+0.05%
DLT-M 21 680 0.75+0.04> 0.34+0.03" 0.34+0.05> 0.68+0.04%
DLT-H 41 1360 0.59+0.06> 0.26+0.02% 0.28+0.04° 0.32+0.05%
F kAT 40 2.275 0.73+0.05> 0.29+0.03" 0.33+0.02” 0.55+0.03%

SOX6 s D S NN NN NN 92 KDa
PPARY s W B e s g 57 1Da

LXRZ s [ S S s S 50 kDa

SREBRIG -...-- 122 kDa
p-actin (N D O O > -

A B c D E F
B4 &EAS/NREFHEALZ SOX6.PPARY . LXRa . SREBPIc EH
RiLmBk
Fig. 4 Electrophoresis of SOX6, PPARy, LXRa, and SREBPI1c

protein expression in liver tissue of AS mice in each group

IR 2 PR (P<0.01) . WLFE9.

3.10 541 HepG2 4 i A5 22784k W4l O Y i h

SRR, OA 4 HepG2 4 g v 21 €4 fig i 1Y /N FI it

BCONHEFE LT, 50AH A, AT R HIMm

5 A R KO DR 2 R RS R AT
. 8 .

X9 DLTEZHMEX HepG2 4 TG.NEFA K EHHIE (¥ + 5,
n=3)

Table 9 Effects of DLT-containing serum on TG and NEFA levels
in HepG2 cells (x+s,n=3)

20 5 7 TG/mmol-L"' NEFA/pmol-L"
CON %1 0.12+0.03 46.4549.08
OA 4 400 pmol-L" 0.43+0.01"”  358.17+16.84"
BS 4 400 wmol-L'+10%  0.45+0.03 355.67+11.22
DLT 4 400 pmol-L'+10%  0.34+0.02>  153.99+9.37>

¥ : 5 CONZH L VP<0.01; 5 OA 4t #: 2 P<0.05,> P<0.01

DLT % 245 1L J5 44 B v B 1 55 i R0 /N B dad s/
LS,

3.1 circCRIM1 & 3% 35 XF 4 41 HepG2 2
circCRIM1, miR-342-3p. SOX6 mRNA # ik [y
2 5 CON 4 b # , OA 4 i }id circCRIM1 ,
SOX6 % ik i & I} & (P<0.01) , miR-342-3p ik
F AR (P<0.01) ;5 OE-NC 41 4%, OE-circCRIM 1
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H:A.CONZ ;B.OAZ ;C.BS4;D.DLT 4
E 5 DLT 3t HepG2 RS ZFHIFNE (THL O, %x400)
Fig. 5 Morphological changes of HepG2 cells in each group (Oil
Red O, x400)

ZH 40 Jf circCRIM 1, SOX6 % ik i & T 7 (P<0.01) ,
miR-342-3p F ik B i fE R (P<0.05), W% 10,

% 10 circCRIM1 i3 5 3% Xf % 2H HepG2 48 il circCRIM1., miR-
342-3p.SOX6 mRNA RiEKF N (x+s5,n=3)

Table 10 Effect of circCRIM1 overexpression on expression of
circCRIM1, miR-342-3p, and SOX6 mRNA in HepG2 cells of

each group (x+s5,7=3)

W

4151 /pmoiL'l circCRIM1 miR-342-3p  SOX6
CON4l 1.00£0.10  1.00£0.09  1.00+0.08
OA#] 400 1.89+0.18"  0.63£0.06" 2.33+0.26"
OE-NC#{ 400 1.95:0.27  0.69£0.07  2.32:0.40

OE-circCRIM1 4] 400  2.73£0.26'” 0.47+0.05> 4.10+0.38%

1. 5 CONZH % Y P<0.01; 5 OE-NC 41 . #%: ¥ P<0.05,% P<0.01

3.12 miR-342-3p 4L X} 7% 4] HepG2 4fl g miR-342-
3p,SOX6 mRNA FiEME M 5 CON4 LI, 0A
ZH # ffd miR-342-3p # ik & % % {1 (P<0.01) , SOX6
35 B #F JF & (P<0.01) ; 5 inhibitor NC 41 [t %% ,
miR-342-3p inhibitor 21 4l il miR-342-3p 3R ik i 3 %
ik (P<0.01) , SOX6 % ik & & F+ &= (P<0.01) . W,
%11,

3.13  DLT X HepG2 4l g AH 5 2 X 3% 35 742 {1 1) 5%
M 5 OA 4l b4, DLT 41 40 id miR-342-3p £ ik i
# J+ % (P<0.01) , SOX6.PPARy . LXRa, SREBPIc
mRNA % ik B & % ik (P<0.05, P<0.01) , OE-NC+
inhibitor NC 41 #H ¢ 3 [N ik L B 28 1k ; 5 DLT 4
4% , OE-NC+inhibitor NC+DLT 2H A ¢ 3t P % ik 6
B & 7% 4k ; 5 OE-NC+inhibitor NC 41 [t # , OE-
circCRIM 1+inhibitor NC £l 4il }f miR-342-3p & ik B
2 B K (P<0.05) , SOX6,PPARy . LXRa . SREBPIc

F 11 miR-342-3p F #t 3¢ & 4 HepG2 4 fl miR-342-3p, SOX6
mRNA FIEW M (¥+s,n=3)
Table 11 Effect of miR-342-3p interference on expression of miR-

342-3p and SOX6 mRNA in HepG2 cells of each group (x+s,n=3)

21 5 el /umol- L' miR-342-3p SOX6
CON#H 1.00£0.04  1.00=0.04
OA# 400 0.81£0.07"  1.72+0.05”
inhibitor NC 4 400 0.750.03  1.66+0.09
miR-342-3p inhibitor 400 0.46+0.02”  1.92+0.04%

F: 5 CON4l % " P<0.01; 5 inhibitor NC 41 F. 4 ? P<0.01

mRNA %35 8 3 I+ 5 (P<0.01) ; 5 OE-circCRIM 1+
inhibitor NC 4 It # , OE-circCRIM I +inhibitor NC+
DLT 41 41 g DLT £H 40 Jfl miR-342-3p 3 1k B & 7+ 75
(P<0.05) , SOX6,PPARy, LXRa,SREBPlc mRNA
F 3k i F AR (P<0.01) , OE-circCRIM 1 +miR-342-3p
inhibitor ZH 4l Ml miR-342-3p # ik W F K X
(P<0.01) ,SOX6.,PPARy,LXRa,SREBPlc mRNA
* ik B #E J & (P<0.01) ; 5 OE-circCRIM1+
miR-342-3p inhibitor 4| b % , OE-circCRIMI+
miR-342-3p inhibitor+DLT 21 41l Jfif miR-342-3p 3 i%&
W F J+ & (P<0.01) , SOX6., PPARy. LXRa,
SREBPlc mRNA % ik & ¥ % Ik (P<0.01) . W
# 12,
4 g

AS TE 1 B= 2% TR I TE X I 44, R s L e 0
IO P S A i R IR AGE L T R T B R
S WE , 22 M AR R AR, BB AT, 2
R R R B RS sk R A R A R
BCPR 8 ok BEL VR KT, I AT AN W, A DU OS89 B
45 SRRk, K i IR IETR B EE R = A
N 2, AT RN R R H A, B B R, S Bl
5% 5 CHLTE V8 ) R 28« “ I A AT, WK BUR 87, 96 il
PRI H A PR A A BB Ik 4 L S AS B0k
BL, BB 6 B AR #E 8 R B, FHEE R IR A (A
BEWE ) Z TN B 10, B DAk ER Y . O
oI 3EH JE T, T8 B A R Ak Tk, B R T
FiE 1S G B, R AT BRSPS
JNE AR AT AR A BRI I A 2% AR, N
2 5 B ARAL A AL, B R RN AR B T L A 2 TS T 1R
R od i 25 A T, 2R B AR AR R Gl B S 2 T,
A ASHEHL . AR 5T L 1R R ApoE /)N B i i il
B EE AS B, 25 5L i R B AN BRIl g S
T RE 451 15 K TF NG B2 7K - B 2 S5, I 2H 284 B
W 5 i 7 2 36, B B DD AR A B e . AN TR i

. 9 .
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£12 & HepG2 A miR-342-3p,SOX6.PPARy . LXRa .SREBP1c mRNA 7K F Y, (x+s5,n=3)
Table 12 Change in expression levels of miR-342-3p, SOX6, PPARy, LXRa, and SREBP1c mRNA in HepG2 cells of each group (x + s,n=3)

205 e miR-342-3p SOX6 PPARYy LXRa SREBPIc
OA 4 400 wmol-L"! 1.00+0.05 1.00+0.10 1.00+0.08 1.01+0.16 1.00+0.07
DLT 4 400 pmol-L'+10%  1.3240.05%  0.60+0.05>  0.63+0.04>  0.70£0.05"  0.40+0.03>
OE-NC+inhibitor NC 21 400 pmol-L" 0.93+0.03 0.98+0.12 0.91+0.07 0.93+0.01 0.88+0.11
OE-NC+inhibitor NC+DLT 4 400 wmol-L'+10%  1.35+0.04 0.62+0.07 0.53+0.06 0.54+0.07 0.34+0.03
OE-circCRIM 1+inhibitor NC 21 400 wmol- L™ 0.79+0.02  1.28+0.09Y  1.33+0.06"  1.34+0.11°  1.35+0.10"
OE-circCRIM 1+inhibitor NC+DLT 4 400 pmol-L'+10%  0.94+0.02%  0.92+0.02°  0.81+0.09°  0.95+0.05°  0.94:+0.06%
OE-circCRIM 1+miR-342-3p inhibitor 400 wmol-L" 0.41+0.07°  1.54+0.10°  2.03+0.16°  1.65+0.14°  1.82+0.12°
OE-circCRIM 1+miR-342-3p inhibitor+DLT 4] 400 pmol-L'+10%  0.73+0.05”  1.08+0.03" 1.540.17”  1.2940.117  1.28+0.127

¥ 5 OA 41 % Y P<0.05,2P<0.01; 5 OE-NC+inhibitor NC £ [ % ¥ P<0.05,P<0.01; 5 OE-circCRIM 1+inhibitor NC #H It %t ¥ P<0.05,

9 P<0.01; 5 OE-circCRIM 1+miR-342-3p inhibitor i .3 7 P<0.01

DLT W1 5 , /I BRI 1 i JFF D 68 48 A A
JUE A R B e 5 R ORS E 0  HE L O 4 £
g5 Bk — 20 R W] DLT ¥4 7 B AT 28008 5 i JUE A x5
L, 0] UL DLT XF AS /N B Il B 5 5 1 OE B ot 25
BLEA —E MY IEER .

miRNA 7] i 3 ceRNA W £ 7£ 22 Fh i3 9 1) & A
KRR T P I OCHE M 6, miR-342-3p &
miR-342 KR M A 51, L 4 5% T A28 145 e 1
W) 14932 X3, PUA BF 78 #8 s HonT BE 5 AS 1Y
RS G AE ASEEAI | |- 8 miR-342-3p fi§
Ir] R AIG Chi311 25 35 410 1 N B2 240 B 48 AE A il 48 1
UL 40 Jf 38 5 5 B miR-342-3p #5548 ¥ RE A3 204
THP-1 50 4% 40 i 0 ig o 48 B, 9 22 6 Kk 40 it 1) %
B0 PR A E 5 a2 ) A R T 2] miR-342-3p
A fig $ ] circRNA 3 > fl mRNA 120 4>, 5 1t A4 2
miR-342-3p #15C ceRNA V% W 25 & . 7RI M 2%,
AL S KTE T circCRIM1 5 SOX6., FE 7 #F 5%
UE S, @G circCRIM 1 2 K B 1% b 25 a5 g it 1l 74
T 3 R PR TR T, B Lk T A 20 P AR AR R
SRR O A T AR N BEOL T 2 5 1k AS
EFE Y 4 A, 5 circCRIM T 1] BE J2& 30 bk 3k A 1 1k %
A OG0 1 1M A8 R I TR LE AR AR . sk A
T SOX6 & SOX 1 M K I 1 D 4 il b1, H Ik 56 AE
i 3 A2 2 B D A RS | A B T S5 | 2 AR R A S AR
W X 5 AS B AR 35 AL SE Al DA OG .
AW K AR AS B AL/ LAY I R 20 21 2 OA 5 &
) HepG2 41l itd ' , circCRIM 1 5 SOX6 mRNA % ik
L, miR-342-3p £k T ; £ DLT T Hijs, DL L4
T A BT . 7E OA 551 HepG2 41 i v, &t
F 3K circCRIM 1 A] fff miR-342-3p F ¥4 341 #F SOX6
mRNA % ik ; T3 miR-342-3p J5 ,SOX6 mRNA % ik
. 10 .
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circCRIM 1 A f i miR-342-3p F 13 45 4> T, SOX6 /2
miR-342-3p (YL IL A
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5 K7 PPARy R 18 5 5 A 3l 4 ) Fi (4 B 07 A 2
PPARYy J& I 5 AR 3 A9 32 22 38 5 IR, & Al 3l 3¢
JI T 2% vk 386, 4 S JHE U R L o i S R
iR S Ak L 03 e I 2R AR M | U/ I U v 1 R 2 A
Az T SR, PPARYy 23 42 0 Hif AR D5 40 A 4 Ak A
Ji 105 R A B, 5 BRI 1S 0 L af BR R T R
PPARy i & 5 Il ¥ B X 32 /& (RXR)JE Wi = I — %
A, BTG S D LX R« A9 5 S5 of 18 45 1 5 AR i
Ffi 5, LXRa 5 RXR 454, JF1E H T SREBP1 Jii 3l
SR A VR (IS B 1 S 4 G s i
SREBP1 i 7. 5 SREBP 1¢ & 1 5 g 1 2 M\ 3k A5 i 5
JHF R R J A 80 1) Ot Bt 57 PR, JFL 99 P L 422 2 T i
JIE TG K F2Y o A BESE & B2 AS /N BUIF JIE 41 21
PPARy.LXRa .SREBPI1c mRNA 1% [ 55 ik i & T+
1, 45 5N TR ) 4 DLT o] A sl % ik 4y F S i &
ik T OA V5T HepG2 4 A4 22 fig 5 10 AR 1 SE At 1
it % ik circCRIM1 ., L miR-342-3p J5 PPARy.
LXRa SREBPIc mRNA /K Ft# , DLT & 24 IfiL 75 1
WRE gk R X 3 W DLT A fE 8 it circCRIM 1/
miR-342-3p/SOX6 41 I i R £ s 4% T JUE A I e
B, M8 AS .

Zi I fr & , DLT a] DL id 34 # circCRIM 1/
miR-342-3p/SOX6 15 5, T JH X Ft 4% 5% [ 7 SOX6
() 23k, UE I 4 PPARYy A 5 19 JFE I G 7 152 A Sk &
LR T i S TR, B 28 0 AS g BRAE R
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