
mediators for the physiological DAG responses and for PE-

induced tumorigenesis may aid our understanding of signal

integration and can also help to design new strategies for

therapeutic cancer intervention.
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Arylamine carcinogens need to be activated by N-

acetyltransferase (NAT) to form active metabolites that

lead to induction of cancer. Berberine has been reported to

induce cell death (apoptosis) and to inhibit NAT activity in

human cancer cell lines (Bladder, colon and brain tumor

cells). Therefore, our objective was to investigate the effect

of berberine on growth, NAT activity and gene expression

in Salmonella typhi. The growth inhibition of S. typhi was

determined by measuring absorbance by optical density

(OD at 650 nm) using a spectrophotometer. The NAT

activity was determined by high performance liquid

chromatography, measuring the levels of 2-aminofluorene

and N-acetyl-2-aminofluorene. The results demonstrated

that a 24-hour berberine treatment decreased the % of

bacterial growth and levels of N-acetyl-2-aminofluorene in

S. typhi. Polymerase chain reaction (PCR) was used to

examine the gene expression of NAT (mRNAT NAT) and

it indicated that berberine affects mRNA NAT expression

in S. typhi.
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Topoisomerase II (Topo II) is a nuclear enzyme in

mammalian cells that interconverts stopological isomers of

DNA in the presence of an energetic cofactor ATP (1). A

number of anticancer drugs have been described that

specifically inhibit eukaryotic Topo II and their antitumor

activity is related to the formation of protein-concealed

DNA strand breaks, resulting in the stabilization by the

drug of an intermediary complex of the Topo II reaction

(2). These drug-induced cleavable complexes have been

proposed to be the primary action responsible for the

antitumor activity.

In our previous studies, the in vitro eukaryotic Topo II

inhibitor activity of some novel fused heterocyclic

compounds was investigated by assaying electrophoretically

after incubating the enzyme, plasmid and ATP mixture with

or without inhibitors (3). 

In this study, we applied the CoMFA (Comparative

Molecular Field Analysis) (4) as the 3D-QSAR application

using the Sybyl 6.8 Software in SGI workstation for the lead

optimization to the training set of compounds having the

eukaryotic Topo II inhibitory activities as pIC50 values.
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Background: Little information is available regarding the

expression of the glial cell line-derived neurotrophic factor

(GDNF) family ligands in peripheral nerve sheath tumors.

Objective: To investigate the expression of GDNF,

neurturin, persephin and Ret in tissue specimens of

schwannoma, neurofibroma and malignant fibrous

peripheral nerve sheath tumor (MPNST), using

immunohistochemical techniques. Materials and Methods:

Formalin-fixed and paraffin-embedded tissue specimens of

42 schwannomas, 6 neurofibromas and 7 MPNSTs were

analyzed. All the specimens were obtained from biopsies

Abstracts of the 7th International Conference of Anticancer Research, 25-30 October 2004, Corfu, Greece

3673


