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The aim of this study was to enhance the transfection efficiency of emulsion-mediated gene expression by using
chitosan. Conventional DNA/emulsion complexes and precondensed DNA/emulsion complexes were prepared by
adding either naked or precondensed plasmids to cationic emulsion. The zeta potential, TEM. and size of
transfection complexes were measured. In vitro transfection efficiency for both complexes was also studied by
several methods: tlow cytometer. expression analysis by confocal microscope. RT-PCR, and in addition.
cytotoxicity test for transfection complexes was also performed. The expression of EGFP was determined by
western blot analysis. Finally, in vivo transfection efficiency was also investigated. The mean size of
uncondensed DNA/emuision and precondensed DNA/emulsion complexes were 150nm and 100nm relatively. and
their zeta-potentials were positive. This shows that chitosan efficiently reduced the size of ONA/emulsion
complexes. Cell viability was higher for the transfection complexes with precondensed plasmids compared {o the
conventional complexes. MTT assay showed that the addition of chitosan reduced the rate of cytotoxicity. The
percentage of transfection etficiency increased when the condensed DNA/emulsion complexes were used instead
of the conventional DNA/emulsion complexes. From the results, this study undoubtedly demonstrated that using
chitosan effectively enhanced the transfection efficiency in non~viral vector system.

[PE3-7) [ 10/18/2002 (i) 13:20 1620/ Hall C)
Cationic Emulsions with Galactosylated Chitosan as a Novel Gene Delivery System

Choi Woo-Jeong®, Choi Sung-Hee. Ahn Woong-Shick. Kim Chong-Kook
College of Pharmacy. Seoul National University:*College of Medicine, The Catholic University of Korea

To improve stability and transtection etficiency, a novel combination of cationic emulsion and galactosylated
chitosan was developed for targeted gene delivery. Six formulations of cationic liposome and our novel emulsion
were prepared for comparison of stability and transfectic 1 efficiency. Cationic liposomes composed of 3[N-(N,N
dimethylaminoethylene) carbamoyl!] cholesterol (DC-Cnol) and dioley! phophatidyl ethanolamine (DOPE) were
prepared by extrusion method and cationic emulsions composed of DC~Chol, DOPE, castor oil, and Tween 80
were prepared by sonication method. The formulations were complexed with galactosylated chitosan—-condensed
plasmid DNA (pEGFP-C1) encoding green fluorescent protein (GFP). The transfection efficiency of the complex
was assessed by measuring GFP-positive cells expressing reporter gene by flow cytometry. The physical stability
of the transfection complex was evaluated using laser light scattering measurement. Cationic emulsions showed
better serum stability and higher transfection activity than conventional cationic liposomes. The galactosylated
chitosan contributed to increase the gene transfer to Hela celis and physical stability of transfection complex.
This formulation using cationic emulsion and galactosylated chitosan has low cytotoxicity as a conventional
liposomes. In conclusion. our novel cationic emulsion formulation for gene delivery system with galactosylated
chitosan is superior as compared to the current liposome formulations.

[PE3-8] [ 10/18/2002 (Fri) 13:30 - 16:30 / Hall C ]

Enhanced p53 Gene Transfer to Human Ovarian Cancer Cells using Cationic Nonviral Vector, DDC

Chor Eun-Jeong. Choi Sung-Hee, Park Jeong—Sook®, Ahn Woong-Shickx, Kim Chong-Kook
College of Pharmacy, Seoul National University:*College of Medicine, The Catholic University of Korea

Previously we formulated new cationic liposomes, DDC. composed of DOTAP, DOPE, and cholesterol {(Chot) in
1:0.7:0.3 molar ratios. and showed that DDC efficiently deliver the plasmid DNA intoc ovarian cancer cell lines.
Here. wild type p53 DNA was transfected into ovarian cancer cells, using the DDC as a nonviral vector and the
expression and activity of p53 gene were evaluated in vitro and in vivo. The complexes of plasmid DNA (pp53-
EGFP) and DDC were transfected into OVCAR-3 cells. The gene expression was determined by RT-PCR and
western blot analysis. The cellular growth inhibition and apoptosis of DDC-mediated transfection were assessed
by trypan biue exclusion assay and annexin-V staining, respectively. The OVCAR-3 cells treated with pp53-
EGFP/DDC complexes, were inoculated into nude mice and tumor growth was observed. The transfection of
tiposome-complexed p53 gene resutted in high levels of p53 mRNA and protein expressions in OVCAR-3 cells. In
vitro cell growth assays showed growth inhibition of cancer celis transfected with pp53-EGFP/DDC complexes
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compared with control cells. The efficient reestablishment of p53 function in ovarian cancer cells restored the
apoptotic pathway. After the inoculation of pp53-EGFP/DDC complexes, the tumor volumes of nude mice were
significantly reduced. The DDC-mediated p53 DNA delivery would be potential for the clinical application of
nonviral vector mediated ovarian cancer therapy.
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[PF1-1] [ 10/18/2002 (Fri) 13:30 ~ 16:30 / Halt C ]

Clinical Effects of Gemcitabine and 5-Fluorouracil Combination therapy and Epirubicin, Cisplatin, and
5-Fluorouracil Combination therapy for patients with Pancreatic Cancer

Her Sook®. Lae Sukhyung. Kang Jinhyoung.
Graduate School of Pharmacy, Sookmyung Women's University

Gemcitabine demonstrated modest activity in locally advanced and metastatic pancreatic cancer with difficulty
early diagnosis and poor prognisis. The purpose of this study was to evaluate the efficacy and toxicity of
gemcitabine and 5-fluorouracil{GF) combination theraphy and epirubicin, cisplatin, and 5~fluorouracil(ECF)
combination theraphy for the patients with locally advanced or metaststic pancreatic cancer. Between January
1996 and December 2001.Patients with iocally advanced or metastatic pancreatic cancer were selected and
reviewed retrospectively at Kangnam St. Mary's Hospital. Data collection included patient’s baseline
characteristics, CT scan, diagnosis date, expire date, prognosis disease appeared date at first, and toxicity.
Outcome variables were response to chemotheraphy, overall survival. prognosis free survival and grade of
toxicity. From the 16 evaluable patients treated with GF regimen, a 12.5% objective response rate was obtained
with median survival time of 7.6 months.The median progression-free survival time was 2.7months in responding
group. In the 8 patients treated with ECF regimen. the objective response rate was 12.5% and the median survival
time was 5.7months. The median progression—-free survival time was 2.6 months in responding group. With regard
to toxicity, WHO grade 3 or grade 4 hematologic toxicity was 8.6% of total cycies in GF group and 10.7% in ECF
group. WHO grade 3 or garde 4 nonhematologic toxicity was 1.6% of total cycles in GF group and 1.4% in ECF
group. In conclusion, GF regimen was longer in median survival time than ECF regimen and was milder in
hematologic toxicity in the teratment of patients with locally advanced or metastatic panceratic cancer.

[PF1-2] [ 10/18/2002 (Fri) 13:30 - 16:30 / Hali C ]

The Effects of Oral Administrations of Panax ginseng and P. quinquefofium on Hemodynamics and
Body Temperature in Healthy Young Men : Results of Single Blind Test

Han YongNam!: 2, Lee JeeHwan©?)

College of Pharmacy1'2), Natural Products Research Institute. Seoul National University2). Seoul 110~-460. Korea

The present study was performed to examine the effects of oral administrations of Panax ginseng(PG) and P.
quinquelolium(PQ) roots on hemodynamics and body temperature in healthy young men, since it was claimed
that PG raises heat whereas PQ lowers heat by some ethnopharmacologists. The 42 healthy young male
volunteers were divided into five groups. which were treated with mineral water{controi), each high (8.0 g) and
low (4.5 g) dose of PG and PQ. Before oral administrations of each sample. biood fiow rate, blood flow velocity,
blood pressure. pulse and body temperature were measured in an empty stomach at 23 ~ 25C room
temperature. After one hour. they took once their sample in 120 ml of mineral water. and then the parameters
were measured every 30 min tor 6 hour. The parameters except blood flow rate and blood flow velocity did not
shown statistical difference versus control. The blood fiow rate and blood flow velocity increased 3 to 4 times
with a dose—dependent manner in the PG groups, but without a dose-dependent manner in the PQ groups.
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