traffic accident. alcohol concentration of blood is analyzed in Korea. but drug tests {medicine, narcotic, alcohol)
are submitted in Australia. In crimes of violence (2 examples). a traffic and a murder accident, drug testing in
urine and blood was performed. Alcohot, methamphetamine, heroin. cocaine, cannabis. barbiturate derivatives
and benzodiazepine derivatives were not detected. but DEX and its metabolite dextrorphan were detected in urine
or blood. Quantitication of DEX in urine and blood were quantitated by GC/TSD and GC/MS, respectively. First, in
a murder—suspect (29-year-old, male) the quantitative contents of DEX were 8.9#8/™ in urine, 0.6 18/m¢ in
blood. Second, in a heavy traffic accident (34-year-old, male). the quantitative contents of DEX were 38.1/8/mé
in urine, 2.1 #8/™ in blood. Therefore, drug testing of medicine and narcotic as well as alcohol have to been
forced in crimes of violence. murder and traffic accidents.

[PD4-3] [ 10/18/2002 (Fri) 13:30 - 16:30 / Hall C }

Development of economic preparative method of (S)-(+)~enantiomer of arylpropionic acids

Lee Jae Yong®. Shin Dae Hong. Workaferhaw Shibru Asegahegn. Seo Sang Hun#, Kang Jong~Seong#**. Kim
Kyeong Ho

Coltege of Pharrnacy, Kangwon Nalionat University. Yuhan Coporation=.ChungNam National University=*

Many of the chiral NSAIDs are marketed as racemates. There is an increasing interest in developing the
enantiomerically pure forms of the NSAIDs because the anti-inflammatory activity of NSAIDs have previously been
shown to be largely sterospecific for the (S)-(+)~enantiomer.Therefore. simple and economic preparative method
to identify the (S)-(+)~enantiomer of NSAIDs (arylpropionic acids) as diastereomeric solvation complex was
developed using several chiral solvating agents by recrystallization of racemate and solvent fractionation.
Enantiomeric purity was determined by chiral HPLC system using Chiralcet OD-H and Chiralpak AD column and
by 1H-NMR.

[PD4-4] [ 10/18/2002 (Fri} 13:30 -~ 16:30 / Hall C ]

Simultaneous determination of corticosteroids in a herbal medicinal preparation by GC-MS

Jeong JaeChul®, Kim JinYoung, Kim MeeJung. Choi DonWoong, Chang SeungYeup. In MoonKyo. Paeng KiJung

Drug Analysis Lab., Supreme Public Prosecutor’s Office, Seoul 137-070, Korea: Division of Medicinal Chemistry,
Korea Food & Drug Administration, Seoul, 122-704, Korea: Department of Chemisiry, Graduate School, Yonsei
University. Seoul 133-791, Korea

The determination method for 11 corticosteroids (betamethasone. cortisol. cortisone, costisone acetate.
dexamethasone. cortisol acetate. isoffupredone acetate, methylprednisolone. prednisone, prednisolone, and
triamcinolone acetonide) in a herbal medicinal preparation (Sibjeondaibotang) by a gas chromatography-mass
spectrometric (GC-MS) method with selected ion monitoring (SIM) mode is described. Samples (4 mL) were
extracted by liquid-liouid extraction with diethyl ether. The residues were then evaporated. purified, derivatized.
and injected into the GC-MS system. This report exhibits recovery range (38.2 ~ 67.9 %). quantitation limits (0.1
~ 1.2 pg/mL). and correlation coefficients (0.9685 ~ 0.9999) for corticosteroids, which estimated from validation
data using cortisoi~dy as the internal standard.

[PD4-51 [ 10/18/2002 (Fri) 13:30 - 16:30 / Hall C ]

Assay Validation of Lansoprazole in Human Plasma

Lim Yoon-Young®, Woo Jong—-Soo+*. Kim Chong-Kook
College of Pharmacy. Seoul National University:*Hanmi Pharmaceutical Co. Ltd.

A simple. rapid and reliable high performance liquid chromatography (HPLC) method has been developed for the
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measurement of lansoprazole in human plasma, and the application of pharmacokinetic study has been
evaluated. Omeprazole was used as an internal standard. After adding methyl tert—butyi ether, samples were
stored at -70°C. The extracts were easily obtained only with pouring the organic phase. The mobile phase was
prepared using acetonitrile and water at the volume ratio of 38:62. The signals were monitored by UV detector at
285 nm with a flow-rate of t mi/min. The retention time of lansoprazole and omeprazoie were 6.1 min and 10.2
min, respectively. The limits of lansoprazole in human plasma were 10 ng/ml for detection and 50 ng/mi for
quantitation. As a result of the intra-day and inter~day vafidations, the accuracy of the assay was from 99.51% to
102.24% and the coefficient of variation was less than 9.4%. Moreover, this method was available for
pharmacokinetic studies in humans. The maximum plasma concentrations {Cmax), time of maximum plasma
concentration (Tmax). and area under the curve (AUCq_, {op,) of lansoprazole were 1.08+0.11 pg/ml. 2.14+0.38

hr, and 2.89£0.36 pg-hr/ml, respectively. This method is suitable for the analysis and pharmacokinetic study of
lansoprazole in human subjects.

[PD4-61 [ 10/18/2002 (Fri) 13:30 - 16:30 / Hall C )

Studies on the Analysis of Anti-impotent Drugs(lf) - Rapid analysis of Sildenafil and modified
Sildenafils using HPTLC

Choi HyunCheol®. Kang Sindung. Yun MiOk. Park SangAeh. Kim Ho.Jeong. We SaeSeung
Drug Evaluation in Korea Food & Drug Administration

HPTLC(High Performance Thin Layer Choromatography) method was developed for rapid and precise analysis of
Sildenafil and modified Sildenafits(Vardenafil, Homosildenafil, Tadanafil}. Chromatographic conditions were
Optimized for simultaneous analysis of them and each specific UV spectra were obtained. The calibration curve
of Sildenafil and modified Sildenafils had a linearity in the range of 1.0 ~ 56.5 png/mL at 254nm. The Limit of
Detection(LOD) and the Limit of Quantification{LOQ) of Sildenafil and modified Sildenafils were 0.8ug/mL and 1.0
ng/mL. The percentage of C.V was not more than 2.3% in precision test. Finally, We rapidly assayed Sildenafil
and modified Sildenafils in health supplemental food by this method.

[PD4-7] [ 10/18/2002 (Fri) 13:30 - 16:30 / Hali C }

Proficiency Test for Pharmaceutical Companies in Analyzing Drug Products (Il) — Analysis of Variance
of Factors Influencing Test Results

Cho JungHwan®. Choi SeonHee. Sung JunHyun, Lee SeungKyung. Lee HwaJung. Choi YongHoon, Sho YooSub.
Moon ByungWoo -

Sookmyung Women's University. Kyungin Regional Korea Food & Drug Administration

Analytical resuits during the proficiency test managed by Kyungin Regional Korea Food & Drug Administration
were proposed to be influenced by several factors. Data of several factors were collected along with the test
results with ibuprofen and sobrerol formulations. The collected data were the use of internal standard. academic
background and career of analytical personnel, production size of the company and location of the participating
laboratory. The analytical result itself and deviation from the median value were subject to one-way analysis of
variance(ANOVA). The statistical test was performed in a double-blind manner. The use of internal standard gave
a significantly ditferent analytical accuracy in the cases of gas chromatographic analysis but not in the cases of
liquid chromatographic analysis. The academic background of analytical personnel was influential to the analytical
results, that is. analysts with chemistry—~related major gave better results. Those with more than 5—-year career of
pharmaceutical analysis gave better resuits according to ANOVA. Analytical results from one out of 4 locations of
participating laboratories were significantly different from others, which is believed to be an artifact in data.
Finally. laboratories of major companies gave more accurate results compared to those of smaller companies.

[PD4-8] [ 10/18/2002 (Fri) 13:30 - 16:30 / Hall C ]

Chiral Separation of Non-Steroidal Inflammatory Drugs and Metabolites by Achiral Gas
Chromatography as O-Trifluoroacetylated (~)-Menthy!l Esters

396



