PEGylated asparaginase does not impair fatty acid oxidation, increase lipid synthesis or decrease VLDL secretion in HepG2 cells
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OBJECTIVES

This study aims to determine the effects of PEG-ASNase on intracellular
triglyceride levels, the protein levels of genes involved in lipid synthesis, and in
vitro VLDL secretion.
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or Figure 2: Triglyceride Quantification via Stanbio TG Figure 3: Cell Viability Results via MTT Assay measurement of fatty acid oxidation in HepG2
PBS control PPARa, LCAD, MCAD Screening Assay. Figure 1 displays that the intracellular Treatment of HepG2 cells at 0.01, 0.1 and 1 IU/mL of cells, primary hepatocytes, and in vivo in mice
—_— =l MRNA and protein triglyceride levels were not increased in PEG-ASNase PEG-ASNase resulted in 15, 20 and 46% cytotoxicity, after PEG-ASNase treatment.

expression (0.01, 0.1, and 1 IU/mL) treated groups in comparison respectively.
to the control.

20-
IN VITRO STUDY USING HUMAN HEPATOMA HEPG2 CELL LINES = .
_ *q"é 15 PEG-ASNase Dose (IU/mL)
S,
_ 5 -8~ Control cntrl 0.01 0.1 1 REFERENCES
= = - 0.1 e
o~ S 10- as ‘ \ | |
__ @;@ __ “;: 1. Faderl S, O'Brien S, Pui CH, et al. Adult acute
‘ _ % 5 Srebp—lc‘ Seo— \ lymphqblastic leukemia: concepts and
= } strategies. Cancer. 2010;116(5):1165-1176
— = B-actin ‘ — T | . Bodmer M, Sulz M, Stadlmann S, et al. Fatal
S 0 | | | . liver failure in an adult patient with acute
— 0 IU/mL . . .
J 0 2 4 6 8 lymphoblastic leukemia following treatment
d : (. T. h . _ . . R
QUANTIFICATION am  C001UmL me (hours) Figure 5: Protein Expression of Fas and Srebp-lc, with L-asparaginase. Digestion.
Figure 4: VLDL Secretion Assay. The VLDL secretion and B-Actin. Protein expression of Fas and Srebp-1c 2006;74(1):28-32.
o bk assay 1ndicates that secretion is increased in HepG2 are decreased in HepG2 cells after PEG-ASNase
cells after treatment with 0.01 IU/mL of PEG-ASNase. treatment.
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