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Long-chain acyl-CoA synthetase in fatty acid metabolism
involved in liver and other diseases: An update
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Fig. 2. Influence of fibrate treatment on adipose tissue ACS gene expression. (A) Effect of duration of treatment with fenofibrate on
adipose tissue ACS mRNA levels. Adule rats were treated for the times indicated with 0.5% (by mass) fenofibrate, (B) Dot blots for
samples obtained from animals used in the experiments depicted in (A) and (C). (C) Effect of treatment with different doses of fenofibrate
on adipose tissue ACS mRNA levels. Adult male rats were treated for 14 days with the indicated doses (by mass) of fenofibrate in rat
chow. (D) Effect of treatment with different doses of fenofibrate on adipose tissue ACS enzyme activity. ACS mRNA and activity Jevels
were measured as described in Matenals and Methods. Each bar represents the mean = SD of three independent determinations.



Fig. 5 Pathways for syntbesw-
of fatty acid, triglyceride and
steroid and the relative
reduction and repression of the
genes in rat model of NASH

Triglyceride synthesis Faﬂy acid synm

14“15 1

Cholesterol

synthesis

wit2bl t
Sultlal |
Hsd1752 |

-




Table 1 Long-chain acyl-CoA synthetase expression and pathways involved in liver diseases

Liver diseases mRNA expression Pathways Ref.

ACSL1 HF l PPAR/NF-xB/ p65 Xin et al® and Pyper et a'™

NAFLD 1 TGF Uto et al™
ACSL3 NAFLD 1 LXR/RXR Dong et al™"
ACSL4 HCV 1 = Yao et a'”

HCC 1 P38/ cAMP Liang et al™

NAFLD i - Stepanova et a™

ACSLS5 NAFLD T Caspase Reinartz et al™

ACSL: Long-chain acyl-CoA synthetase; HF: Hepatic fibrosis; NAFLD: Non-alcoholic fatty liver disease; HC'V: Hepatitis C virus; HCC: Hepatocellular
carcinoma; PPAR: Peroxisome proliferator-activated receptor; NF-xB: Nuclear factor of kappa light polypeptide gene enhancer in B-cells; TGF:
- Transforming grow th factor; LXR: Liver X receptor; RXE: Retinoid X receptor; cAMP: 3'-5'-cyclic adenosine monophosphate.
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Fig. 1. Influence of ACSLT 139997745 genotype and dietary PUFA status on insulin resistance as assessed by HOMA (A), fasting insulin
(B), and glucose (C) concentrations. Values are means + SEM. Pvalues lor linear regression adjusted for potential confounding factors,
When dietary PUFA intake was low (<5.5% energy), GG homozygotes (n - 848) displayed greater insulin resistance (A) and higher [asting
insulin (1) and glucose (C) concentrations compared with the A allele carviers {(n = 327}, Furthermore, fasting glucose levels were signili-
cantly higher in the GG homozygotes with a low-PUFA intake compared with both GG homoaygotes (n = 418) and A allele carriers (n -

161) with a high-PUFA intake. The detrimental effects conferred by GG homozygosity on insulin resistance and insulin concentrations were
abolished against a high-PUFA background (>5.5% cnergy).
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Figure 5. Receiver operating characteristics (ROC) plot for 56 children on PAH values and methylation status of ACSL7 analyzed by
MSPCR. Point labek are values of PAH of each children. Statistical software, sas, was used for ROC plot and R was used for determination of cutoff
value. The cutoff value corresponds to the desired sensitivity and specificity (or 1-specificity).

doi:10.1371/journal pone.0004 488.g0 05
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