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Abstract. Yarrowia lipolytica, as a good cell factory to speed up the production of plant pharmaceutical components, has been
considered to be one of the most important and attractive micro-organisms in recent years, due to its high secretion capacity,
limited glycosylation, large range of genetic markers and molecular tools. Naringenin, as a central core of flavonoids production,
plays important roles both in plants and in the treatment of different types of human diseases. For this purpose, specific
naringenin biosynthesis genes from different origins were selected and introduced after comparative expression profiling in Y.
lipolytica. This research indicated that chs plays the main role in the production of naringenin, so the increase copy number of this
gene in each construct was investigated. The HPLC results confirmed that the construct with 5 copy numbers of chs resulted in
7.14 fold increase of naringenin extracellular titer to 90.16 mg/L in shake flask cultures. The results reported in this study
demonstrated that sufficient knowledge of genes involved in the specific biosynthesis pathway, synthetic gene pathway and using
Y. lipolytica as a capable and cheap host could help bioengineers to produce significant amounts of pharmaceutical components.
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Fig. 1. The general biosynthesis pathway of flavonoids. This pathway begins with the metabolism of phenylpropanoid
in the plastid and performs biosynthesis of end products such as naringenin, taxifoline, kaempferol, edicticol and
epigenin using a series of different enzymes from the endoplasmic reticulum and cytosol. Genes and the biosynthetic

pathway used in this study were shown in the black frame.
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(Anson et al., 1987) NCBI: AAA33883 Rhodotorula toruloides RtTAL
(Wu et al., 2013) UniProtkB?2 P14912 Petroselinum crispum (parsley) Pc4cl
(Alberstein et al., 2012)  NCBI: NP_001333770 Solanum lycopersicum Sl4cl
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(Christensen et al., 1998) NCBI: Q96562 Hordeum vulgare HvCHS2
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1 and 2 are NCBI (https://www.ncbi.nim.nih.gov/) and UniPortKB (https://www.uniprot.org/help/uniprotkb) gene data bases, respectively. 3- This
gene encoded by the accABCD operon and included accA, accB, accC and accD genes. The specific accession number of each gene is:
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