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ABSTRACT Objective: To explore the effect of acetyl CoA carboxylase inhibitor (MK-4074) combined with fenofibrate on hepatic
lipid content and liver function in NAFLD mouse model. Methods: A total of 20 C57BL/6 mice were fed with high-fat diet (HFD) for 8
weeks to construct NAFLD mouse models, and they were randomly divided into four groups (placebo, MK-4074, fenofibrate and
MK-4074 combined with fenofibrate. After 8-week HFD feeding, they were treated respectively with placebo, MK-4074 (10 mg/kg/day),
fenofibrate (30 mg/kg/day) and MK-4074 (10 mg/kg/day) combined with fenofibrate (30 mg/kg/day) for additional 8 weeks on the same
diet. The body weight, liver/body ratio, hepatic lipid content, liver function and hepatic pathology as well as infiltration of neutrophil and
macrophage of mice were analyzed to compare the effect of treatment. Results: Compared with the placebo group, MK-4074 treatment
can significantly reduce liver/body ratio, hepatic triglyceride (TG), cholesterol (TC) and non-esterified fatty acid (NEFA) content as well
as serum ALT and AST levels, but has no significant effect on body weight and serum TC levels. Fenofibrate treatment can significantly
reduce the body weight of mice, hepatic TG, TC, and NEFA as well as the levels of serum TG, ALT and AST, while the liver/body ratio
of mice and serum TC levels were not affected. The combined treatment of MK-4074 and fenofibrate can significantly reduce the body
weight of mice, hepatic TG, TC and NEFA contents as well as serum TG, ALT and AST levels, and pathologically improve hepatic lipid
accumulation and infiltration of neutrophil and macrophage of mice, and the effect of combined therapy is better than monotherapy of
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MK-4074 or fenofibrate. Conclusion: MK-4074 combined with fenofibrate can significantly reduce the lipid content in the liver of

NAFLD mice, and improve liver function.
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Fig.1 Comparison of body weight, liver/body ratio and hepatic lipid content of mice in each group

22 FHEPMRINFE TG 1 TC K7k E

W 2 FioR , SR DURE LA R A B A I6 )T 35 ] i 5
MRILIE TG (7K (P<<0.05), fi S {# i MK-4074 W % i 35
TG &AM, BLAh, =PRI XTI TC KA =4 1 &
R,
2.3 &4A/NRINGE ALT #0 AST B7k F

WE 2 iz, 5L EFIA AL, 6 5ol MK-4074 HEif )
FRIATT A SO B AR YT , BT /N7 ALT AT AST 7k

-, A G EL(P<0.05).,
2.4 FHNRATBER —BHHEEE A Bk

283 8 JARIRYT , 5RO UM L, Sl 1] MK-4074 L)
Je S5 DURRIR B (8 3 T AR/ N RO TR — PB4l e A (Mal-
onyl-CoA) i) &t , 2252 AL~ R L (P<<0.01, 5] 2),, T Fph
o AT DURS UG HE PN Bt A(Malonyl-CoA ) 75 4 %
A RE

1.0 . 6 80 409 ———— 40
o - = —— — WS
24 3 i ooy 5 aa gga0{
Eoed # Py 2 =) « Q8 .
& L © . 40 . =20 2220
=04 m £ Ed 7] se *
: J fﬁ ﬁ .
3 3 20 10 =10
20.2 [} ﬁ Ld L4
o'c T U T T 0 T T T lo 0 lJ :‘ J I° o T ; T T 0 T U J L)
O o O o o o o
F N (&L & & (& & & (& F & (& & & (&
& & F ¢ ¥ & 3 O ¢ G
Ty ¢ A IS AR A

2 BENRIMAES R FTIhEe IR W B A HIKTE

Fig.2 Serum lipid content, liver enzymes and hepatic malonyl-CoA levels of mice in each group
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Fig.3 Results of Nile Red staining (top) and H&E staining (bottom) of pathological sections of mouse liver in each group
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